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OUI NCLI NE DERI VATI VES The invention concerns certain
novel quinoline derivatives, or
w@banrmeeseut i cal | y-acceptabl e salts thereof, whPChGB2007/000734

possess anti-cancer activity and are accordingly
APPARAFUS AND M TIOD OFOR ERE CHROMA GNE THONEDENTTEIGCATRION

body. The invention al so concerns processes for the

manuf acture of said quinoline derivatives,

pharmaceutical conpositions containing themand their

use in therapeuti crapiiRgéar figf pexanpl e in the

manuf acture of nedi canents for use in the preventlon

ar.treatne ancers i.n nlna
TS g AP A7 Frgearflrue rri‘ *ﬁ?ls%% GRS

of soljd tunpur, disease. &Pe current treat ment
commonly gefeirgdstoragradip éreaarrwrr%ﬁnﬁéiertlow hSYSHURY dericeshor use m

proliferation di seases such as psoriasis_ and cancer
RFID systenis| and enatloedsdonefseratiigsiich systams ardNgvidpat Fepdricul@uch

conmpounds are toxic to cells generally but their toxic
embodimeitf 6fthe diivenepn edlyte db ¥dtihe m@nepinder tags hetasrkedmeader devicss, and

can be beneficial. Alternative approaches to
messaginggtdto&ﬁ’é \GREHRISNE I WMiER RS bvENhERERRRE BNE TR MeFvdeN3Ach

e inhibition of DNA synthesis have the potential to
mgsmkhg&%glay enhanced selectivity of action. Eukaryotic
s are continually responding to nmany diverse

extracel lul ar signals that enabl e conmunication

between cells within an organisn1 These signal s

regul ate a w de varlegﬁ hysi cal responses in the

cell including prol BARE ifferentiation

apoptosis and notility. The extracellular signal s take

RFheafparatmscdre a tyhevefrasomvadiciidsnyifiofitigudystshearfdaes suab, provide
including growh factors as well as paracrine,

means foreddll@6tid) roandrifR AT fridkend FeletisSKndyn bypee oNBFID networks use
speci fic transnenbrane receptors, growh factor

“passive” dnd3AYRe® l@ﬁé@wa& Bﬁde@éﬁt 51%@%11#]%@{1\%/5*39&%11@541& Adi@ork. A

intracellultar si I'ng pat hways, ereby causi ng the

».ndi vi dual d tr.ac
“passive” iz ainfiiue %agr%%grf HPhhls 8?%%&1 £l g tom 2
t.he reversrble rocess of the sph | ation of
reader depiFet Bassiye ERanane 1) 1 pe AR egnif%reﬁm@p‘ﬁale gacggy from
As phosphorylation is such an |nportant regul atory
backscatterseghentiydrariassing elesirgabindestnsdisetiioAntgrensess, it is
not surprising that aberrations in the process result
in abnormal cell differentiation, transformation and
growt h. For exanple, it has been discovered that a

AR ChdtivER BB (EERGE i ¥l EdHRuRcatifewith reader devices
transfornatlon of a portion of its DNA into an

over the a?ﬂ%?egfag§ & dscﬁ&%?&le u§1ﬂﬁ%a{g§3qg&§@e%s ﬁ%&@guﬁé Qtfu? l—r[fc?to&mu%ﬂer.

receptors exa yrosi ne

nase enz sine kin 0 be nmu

As advanges IR0 S T8 SRR o PR LRGSR r@gﬁrrtpertqrmﬂee?ags a
transformation of a variety of human ce

lower cospy, peliedesg eelgplogihesnheraxpsgiedtodicaieriyes @rqram@@}y #salhigpes of
ki nase enzynes may al so result in abnormal cel

RFID netpodtsi frematei sophistigatabdapdoykiantsetien agresn bayrogeandined temhable
into two groups :- the receptor tyrosine kinases and

aspects of thSir FMEtiOR EEPE QEfideNBIhe Bsek tPFisfSy arrRPOD n&y ol h@Sinfkerator.
ki nase have been identified in the human genone, of
whi ch about 60 are of the receptor type and about 30
are of the non-receptor type. These can be categori sed
into 20 receptor tyrosine kinase sub-famlies
according to the fam lies;yof growh factors that they
bind and into 10 non-receptor tyrosine kinase
sub-famlies (Robinson et al, Oncogene, 2000, 19,
5548-5557). The classification includes the EG- famly
of receptor tyrosine kinases such as the EG-, TGFa,
hbu and erbB receptors, the |nsul|n fanrly of recept or
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entry into the cell cycle (the GO-d-S transition) by
phosphoryl ati ng the retinobl astoma gene product pRb
wabiociss? nul ates the rel ease of the transcri pp€DGB2007/000734
factor E2F from pRb which, in turn, acts to increase
Appléicatioane REPD iteninology errenameaeseaiey. Howeset, pyplicationsS
phase. The catalytic activity of CDK4 is stinulated by
include aliinfeghinigo fantan R riddreificpicd, @bdbss, YElitoRin), trédthgaindtrb@ote
first denonstrations of a direct |ink between cancer
sensing a ‘i’cahﬁﬁs slikd Wtﬁlp%rs%lnﬁﬂﬁalé‘ blahdie Qt%@t?’r&ae{s%étﬁ‘ t hat
Cyclin D gene was anpl i fied and D protein
Ievels i ncreased in many human tunours. Mre recently,
protein kinases that are structurally distinct from

t he fam | e been |dent|f| d whig
Ab iy feeliolo6 R FistPy Tl Eeneney) oo bdsafy ch
i _al so appear to be |nportant i n oncogenesi s. They
increasingly dreaddy, i ecfer fraexammie iotigl gpparatng andmethogh pinaloyines a
and S.cerevisiae Ipll proteins. The three human
considerahtermah gyefesequendi¢rasehgelnetsontagnetiaspectranrianardiesand
Aur or a- C encode cell cycle regul ated serine-threonine
communiPiting] SeekbN@gapld Natle $NoMow viaBaksedf 0@ X0 HeQle®d which
ki nase activity through & and mtosis. Several
may be eRR9ffey@k i ons inplicate the invol vement of human aurora
protelns in cancer, especially Aurora-A and Aurora-B.
Abr ogati on of Aurora A expression and function by
anti sense oligonucl eotide treatnment of human tunour
cell lines leads to ceII cycle arrest and exerts an

anti i Additigmnat i
nolegg (if gltors 0 Aurora A af Xurora-g E (%UE%%%Y §
- ] -obiferattve effect- e

hunman tuh@ﬁﬁ*%%#mﬁy It is disclosed in $%kﬂzﬁa8@%ﬁﬁz
~Patent _Application WD 01/551 16 that certain o

4- heteqq@hﬁhan%@ﬁguynol|nes POSSEFS Aurq@@dgkﬁaggfh
enzyme inhibitory dctivity. Fbmevg , there is no

i e s v'vMopgwnr e—menteon--rade--t-herek-n—of

qurlh'@ |aHdXe§MIé58}1F§E&P§PPYut ed 2- phtnyl ac’é%@éoowz
_ __ .conpounds. 1t is_disclosed. in Lnté&rnational Patent

App Icatttaatﬁghmqaéﬂo&w% WO 01720596 agub MEAA8LA3RD7 |
that certaln qU|nazoI|ne derlvatltes that cany an |

: act|VLty -There.is no nentuon.th . .
mw% ''''' (oCIF TN (e 1) {1l FHEre=—s
T4bl Spec fs ot T i (R REID! ¥ S assagfuu Ty AL

qurnazollne substituted or quinoline-substituted
2- phenyl acet am de derivatives. It is disclosed in
I nternational Patent Applications WD 02/ 00649, WO
Evgs,thersages inficrted ponss7se cxanp o/ bs s REIRGpAI: ions 9adisipuld
that certain quinazoline derivatives that carry a
not be cortsgued anlimitingr Blithid eavkdbquendytrenge ipdmhtell @hoad, ceren
gui nazoline ring by, for exanple, a NH or O group

frequenci¢sa8sdasherieledted, foi BRGE1e BB b9 The AETABITYof uhledBed §HcbRal
mention therein of 2- phenyl acet am de derivatives; in

bands, staH@:{rHé Gt [egtstlzﬁl%h%é behef Qrtt% gC Lhwcﬁér?gt?ﬁéapibgﬂ%?ong %?r%xg Wik 125

of qumazome Su stltute or qul titute

s o 15 DY PR GF Esévcro;rrs: AT L B

qui_nolin-4- u ted 2-phe acet am de

to emPlOYc‘bﬂ%Mbﬁ 6%13?@%%@8 1&%@% 5 NeH7 05 93P %’é%?i Aad migpyvave
proliferative dlsorders Wthout wishing to inply that
t he conmpounds di scl osed .ion t he present
i nventi onpossess pharmacol ogi cal activity only by
virtue of an effect on one or two biol ogica
processes, it is believed that the conmpounds provide a
useful treatnment of cell proliferative disorders, for
exanple to provrde an antl-tunour effect by way of a

o o [ — e




10

15

20

25

30

(1-60C) al koxycarbonyl, (2-6C)al kanoyl,
(2-6C)al kanoyl oxy, iV-(1-6C)al kyl carbanoyl , N, N-di -[ (I
w0 amy/aqu ] carbanoyl, (2-6C)al kanoyl am no, N- (PCT/GB2007/000734
-60C) al k (2-6C) al kanoyl am no, N -(I -6C)al kyl ureido,
applicatidys tNlCEd%/y Use 21456@-1& ok §118] G]H@Iﬂ:oweve( la skilled person will apprec1ate
-6C) al kyl sul phanmoyl, N*V-di-[(I-6C)al kyl ] sul phanoyl ,
that any ilitalﬁ@}ﬁigle&bﬁﬁtﬁoﬁhi@lgyé il ftanaRhf the exemplary ranges in Table 1 (or
N-(I-6C)al kyl -(I-6C)al kanesul phonyl am no, or from a

any com‘tﬂﬁeﬁiéﬁ? Rfay Rt LR H Eﬁlbodlmeﬁﬁz of t e‘é\éiﬁ ‘iﬁdeﬁh&f’ Th Sorfle
direct bond or is sel ectedf N(R16), wherein

c1rcumstaﬁg:?§é %gﬂé&ﬁe%%ﬁﬁiéﬂese e%t%/n ?1%9 %a%fq@ fr(?quency ranges outside
those 1nd1(cF1{eé@§) ip@%l t%ﬁéﬁ(lm @&féh Elﬁz?b?e For V%re(less co)nmun}/cahon

-6C) al kyl sul phi nyl -(I-6C)al kyl, (
1 6C) al kyl sul phonyl - (1 -6C)al kyl, cyano-(l -6C)alkyl,
am no- (I -6C)al kyl, ( 1-6C)al kyl am no- (| -6C)al kyl,
Intireqs{rigly, GBI dpylitaivnan mqfire 1669 atkgiverse populations of tags, often
(2-6C) al kanoyl am no- (I-6C)al kyl,

deployed h {ithGaatad @tdea adernand in Iwi
ot (IR o AR DA N v s

As tag peri@ﬁ}lgﬂcléﬂnd tl?caﬁtgﬁﬁ'@ﬁk ?&Ictlor@%%&%d b'\)!\kagé mc e(afes to meet these

alkylcarbanny

demands, 1@[% %AC%%S%%W%{%ﬁt tP i{e t;l}g#B%}lo%u gw Qg/\?m at acceptable
6C) al kyl | ph | -(1-6C)al kyl
levels fwd%?é‘&?l? &eré@zl)a%@?/ ]ﬁf(lo 28’ zu kyI ui - ze?doy(l 6C) al kyl ,
-(I-6C) al kyl urei do-(I-6C)al kyl, N
,N -di -[(1-6C)al kyl Jureido-(I-6C)al kyl,
N, N -di-[(l-6C)al kyl]Jureido-(I-6Calkyl, N N,N
Embodinieats-ci@@prieyen} inventitor ebk Grakidglimpfdved €)eatrkmagsitic

rhonyl am no- (1 -6C) al kyl or

1dent1ﬁcafibﬁ Eys@éﬁ)@'ah& barticnl6®y ﬁhﬂﬁ%@@cﬂﬂ?ﬂﬁ QE‘W@E@ 'i‘&‘lu(dl m%@t@'e'fé’%% :

froma group of the fornula : erein

reader deh?iﬁ‘#& E%‘m@ﬁ?@ﬁ%o{o%%k ? Forﬁér&WcOﬁgunﬁ%nS
s RSB AIELD, )58, D20

hydrogen or (I-8C)al kyl, and @B is aryl,
aryl-(1-60 al kyl, (3- 8C) cycl oal kyl

(3-80C) cycl oal kyl - (I1-6C)al kyl, (3-8C)cycl oal kenyl,
(3-8C) cycl oal kenyl - (SUBIYARRYI, heteroaryl,

het eroaryl - (1-6C)al kyl, heterocyclyl or
heterocyclyl -(1-6Calkyl, or two R groups together
forma bival ent group that spans adjacent ring

L |
Aécl%(%lh%;)ﬂ%a af na%&g of\ tRE Fggieﬁ%(lﬁ{}éshgﬂﬁgﬁn(tcfégrl 8%08%(‘1{]?% an active
transpondeX R8s G &1 BFATORIBYR cot@@ﬂﬁg peRbY)@CERI 8):@@@]E<’:tﬁjaﬁder units

. for recelx%(lédg Q&ﬁ% g%?%( @é@%})ﬁ% %N%:%)%m 8??1?@{1?&1%) gansgdssion

circuitry; %Bﬂﬁ%él?eggl%:l %)E%e%é‘-%) a Rrilgih C%RlS) 4 ﬁl\?Rlng) Ci(n t%e controller

' compnsescgprm(qﬂalc@)i@djor R[memq(gqggl)l@@gel\]gazzkgt) @@rempmcgl)lg to a transponder _

class to W%@QQ%HQJ}%&gn@ﬁ%%%F%% gf t{ sé%%%%% ong of a pl%rzﬁlty of

classes each SBnaickeyizyd , byardpavhe rofi theREOnf Surhysh Qﬁ’eﬂenpheral devices of
(1-8Q al kyl, (2 8C) al kenyl, (2- 8C al kynyl

transpondelzs al Klasroy A acirrE hei wnaﬁyeraﬁ\ﬂher egmgtg%yée@ma@pted to
(3-8C) cycl oal kenyl, heteroaryl or heterocyclyl group
within an R6 group optiamlly bears 1, 2 or 3
substituents, which may be the sanme or different,
sel ected from hal ogeno, trifluoronethyl, cyano, nitro,
hydr oxy, am no, carboxy, carbanoyl, ureido,
(1-8C al kyl, (2-8C)al kenyl, (2-8C)al kynyl,
(I 6C) aI koxy (2- 6C) al kenyl oxy, (2-6C)al kynyl oxy,

A ~ ~\
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A suitable value for any one of the 'Q groups (QL or
@) within the RL or R6 groups when the 'Q group is
w@ 208Q)wyz! oal kenyl or for the (3-8C) cycl oal kePgT/GBr@®aP00734
wthin any 'Q group is, for exanple, cl obut enyl
include I@y%qld:) msmypacl@s/@nanémtm thec ysksslge maéﬁgll isoa message from a

transpon(‘fe¥ %n OCtxdEé/athon (SX ue%,\jtﬂ?s%: cﬁ t]\ilaﬁééjc%fgro (o) an‘x\haog Ekbesmﬁ%?gg]e ?r%nates
and one oncge QePiphérah @htar HEaY he@idib@rto tthe MekRIopdkbt Sr@iRe of the
within any 'Q group is, for exanple, an aromatic 5-
transpondsy cBsfrenber ed nnnocycllc ring or a 9- or 10-nenbered
bicyclic ring with up to five ring heteroatons
PI%%I?&? etﬂ? fn'ié% gﬁ&’copiphgﬁsgﬁrle%'ﬁ Gnd HLG?tHéFmeJ ita field. In the
exanple ury rroly 0Xxazo
disclosedi eobaaizobnt] thei cmnxthmz @if \al periphieiat dhtyl field hd aizb:las»tl partly defined by a
i sot hi azol yl , oxadi azol yl, thiadiazolyl, triazolyl,
tetrazolyl, pyridyl, pyridazinyl, pyrimdinyl,
pyrazinyl, 1,3,5-triazenyl, benzofuranyl, indolyl,
Diere&t thie th&‘llspmﬁ@ﬁzeﬁ ]]Mjise alﬁeé%@rﬁélqﬁéﬂaﬁﬁnmg interface capable
benzot hi azol'yl, indazoly benzofurazanyl, quinolyl,
of allowipg dijestrspgrEmmng eh et ﬁrwpondmu Wildheilt ipnggramaiing vla mydaderunit.

Preferably a Qltﬁts h%lro ggan?réf\gt 'ghtﬁ?éea % hca\églflﬁ : él Ig?vnxg.% R g%%grtn\%g e ﬂf the

transpondehela deadpt auf okSuilllﬁi@l’cﬁcyd yl or for the het erocycl yl
group within any 'Q group is, for exanple, a

romati c saturated or artlaH £E$rated 3 to 10
PrA58r HADSPORATY CPIPTIST THY ep &arg p?ﬁlﬁg@r SNICGH CPBPFFIPE one or
ec t
more of J‘@&%ﬁ%?‘aﬁ@rﬁgsreﬁgira n%ﬁ%ngti\%@/ %3{9 %gc)l(ltéﬁfé nJ ﬁgﬁs%oﬂﬁ‘é} may comprises
two or moletsﬁaiwtdﬁdﬁm@fwm oneetr madry or: aniyen@m_;elture GxEyeany location sensor; a
ahydr thien 1,1 .-di oxot etrahydr ot hi enyl,
movemeny Gp gAY BB VPR SeIiTiE SHRof BEACHPOIRT G Farysor 2
strain sen8@t; b irfiafydensHZ 8 toirdbsiié|senddy:rd @hdpey Eens@ﬁ{ lah@hkHiyBY lof mechanical
i m dazol’i nyl, im dazolidi nyI , pyrazolinyl,
sensor; a phyeraigel seuronyd biopkampieal; o ﬂvwloglcaétspmycmomemq fensozi mptoximity

sensor; hl}%'n dl’[g S pﬁe%?% glt 0%{3%% 8%40}' aaz%lgr%‘ ?gﬂsﬁ% @Bg gB%? 51;196111)3%/ t’ypes of sensors.

2- azablcyclo[2 2. 1] heptyl, quinuclidinyl, chromanyl,
Exengpdiny orypesy bf senzdp lcbm}éinatlblwiﬂ&ﬂmﬂei\ﬂﬁhout limitation, a movement
glh ydropyri di nyl, tetrahydropyridinyl, i
Sensor an, Iahg"?a]@%%n??ﬁ’ d? F?}nppeé SCRSeF pig pggﬂgg?e{l;w@qs%m’ location sensor, a
mwemen@E,&z‘ss,-]rq la)’teﬁflf)fsfaﬁﬂéfgérﬁgf” anyl, ‘tetrahydropyranyl,
tetra rot hr opyr any pyrrollnyl, pyrrolidinyl,
nprphollnyl_ pi peridinyl, piperazinyl, indolinyl or
Inidwﬂcmd@ pinhgdimentss rimsatibsion/citauéry sransngdd @ apecatgatwine ohmore

T AT LR Py

GHz; and22 G 15 ¢l &z, il |0ﬂ$ék ,em%oﬂiﬂhéﬂﬁo 'tlEE ﬁ‘%ﬁhés‘i’érf‘?z’ﬂmultry is arranged to
2- oxopi peridin - 0x0- | , 4- di hydr opyri di nyl

ny
operate atong Qﬁlnml‘éﬁﬁﬁ%iéﬂﬁ Agt.2 I@H?s 18156t él&&Mszu%f:lMﬁz, 868 MHz;
2 gﬁ%% sui tabl e value for any 'Q
215 Mz 95% 9% (ﬂy%erligaryl -6C) al kyl is, for
exanple heteroarylnethyl 2 heteroarylethyl and
ASohdihgtoanoth@r apydt. of The predsigihvaitioa Othefd &Gfrovided a method of
correspondi ng suitable values for 'Q groups when, for

generating g fransponder, piessage iR A RIIL BFwAFS Pomprigny aPkyq trghspopders and
- I C

networke%'i‘ea%%b’ Ig?%% gg‘rcﬁlgéﬁlgyd ?Iﬁéaﬁlg%%rpbfgrﬁlgkg p'hgrhﬁt@ e rléﬁ’sk)onders and

allocatingh dhe rtoanppondery | m®C)mbdefined)r dagses sbfpedsemt aspbets Ubf afripheral
value for Ring A when it is a 6-nenbered nonocyclic or
a 10-nenbered bicyclic aryl ring or a 5- or 6-nenbered
nmonocyclic or a 9- or 10-nenbered bicyclic heteroaryl
ring with up to three ring heteroatons selected from
oxygen, nitrogen and sul phur is, for exanple, phenyl,
napht hyl, furyl, pyrrolyl, thienyl, oxazolyl,
|soxazolyl |n1dazolyl pyrazolyl thlazolyl

Uuser.

o, o -
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and 3-et hoxycar bonyl propyl; for carbanoyl-(l-6C)al kyl :
car banoyl net hyl , 1-car banoyl et hyl, 2-car banoyl et hyl
wW@nw789%33r banoyl propyl ; PCT/GB2007/000734
for7Vv-(1-6C)al kyl car bam)yl (1-6C)al kyl :
Conﬁguranuvumf thy kreaspoadesy;| nestdbishingVa epﬂe§1¢tem1nadey~trm iyl a message

packet a}&H éfeﬁ%bam%ﬁt%ﬁ ﬁfhrgn%ole c ?hak% g&Y olb%he }l){urahty of

predefined ﬁﬁhbb@]n@éﬂ HaBYhak %tﬂrbd/étemﬁnéd m@gsa%;@k@@mm@ hdvstdiag b the
3- (1 V- et hyl car banoyl K forvv,
configuratigp of prrigeyads Rg/qra}n@gcp t @t| cl@@;) Lyiklng 2 mgssage packet based on

r - T .
said estab'lghﬁﬁﬁlgsésé%%%nr%y lg%s%é pac'l I?x%i}l]lfhélgraél éﬂ%’}??tr‘%} err’xesiqg(s isa
transpondei Yaedsape] myirmaraﬁmy hl)ee‘c'lhyd of the (ttaMsponder from which the message

- di et hyl car banpy]| )et hyl 2 (L N
originates, gperangn TBarcPERBRITFedara, fields
2-(1V, N-di et hyl carbanmoyl )ethyl, 3-(iV,N
Pre?érﬂ?/ﬁr hyé ﬁ‘éﬁﬁ%@?&h&:@fn@mﬂ& Al )c/liata ﬁe%d Preferably also the contents of

di et car bano
a peripheal nma‘mﬂmf be 6@)rm|d|@y lleasfsmlppttduymyusnet hyl ,
1- sulphanoylethyl 2- sul phanoyl et hyl and

EmP?c‘I}' g%l%naa% gﬁﬁ%ﬁ Wﬁ{oél ok ao&rmnmg one or more of: a peripheral

function bNtHéEﬁriﬁéb&Lﬂeph@ papoktiRt Rytlction of the transponder; and user data on the
TV-netl iyl suI phanoy| )et hyl ,
transpondﬁr YWoeRsSs B p sragembig inkecfage..  and
3- (i V-net hyl sur phanoyi ) pr opyl

T}E}?Edﬂéyy}ﬂh fbé{iﬁr Qr%%ll%( rﬂﬁ@x{m%:}ﬂafl%ﬁaﬁgt%ﬁil bie of which is a

sensor and dhﬂ’mteksﬁgs phqi)daann},dd)asea Iayfrespbndmg/,nmimber of peripheral data fields. In

another errgq gg%h 4 @m tgharmﬁ% gsng ﬁr(alinyof peripheral sensors and the
message ﬁdoi{&%@h&@rh%kﬂeﬁﬁ&ﬁﬁ{g%ﬂuﬁﬁfﬂ drREDBUKYata fields.

met hanesul phonylam nomet hy
2- (et hanesul phonyl am no) et hyI and
Prgfe(q;béy,hté;ﬁ elg@ﬁspgeopqugwhg)lgplmgles opg @r more fields selected from: a
I | 5 esul phonyl am no- (1 -6C) al k
transp Onde?{de}éﬁé' %e?(&rﬁ{ “\éerﬁfe"(sf L? % *‘ ﬁ"l nonet hyl ,
2 (Lf-net hyI nmet hanesul phonyl am no) et hyl and
In]&t (ta¢t or¢ mpldeel lopanesn| phamypaiden adedidihy ko thf prebdndbhention
alue for a (l-3C al kyl enedi oxy group that nmay be
transmits b‘? ESBPRSCP PIWW%WQP@WW% &6b exenplﬁaoﬁalde%&ﬁ@%may comprise
[
receipt oﬂgﬁl@%/éﬁgg gﬁggi%g?)c}@ﬁaﬁgﬁ%sﬁgg gtgﬂﬁ ohse ﬁp{htg ﬁ)éalrn e&%rﬂ@ld Iﬂ)ﬂéﬁs case,
the criterian pwyeomprisag prdstetrhinnd delay Froheociphsf aimbisagelfrom a reader
herei nbefore, an R group fornms a group of the fornula

-X - d.,. [ i.nk
Kb TR AL TR -
only aftertt PRIEATRNP® ihtbRKisNOn GhOUBr WRbSMneht, ahd AaNGHdntIS: ﬁrﬂ%mﬂs in a

uinoline ring and the oxygen atom’is attached to the
time slot gllocgiedip it G teader ynitwibligrnativelie foi mreadchemuthb éppspenderrmay

it 5 OB B G B Sh 1, o U 2 KT, and, For

oxygen atom of the C(R )20 linking group which is
Inat disdéeed ehbotimeend the Ounspoﬁd@‘l.riete’ibésﬁnﬁleﬁﬁhaé toya ﬁf&&sage from

ithin a RL or roup i s, for exanple,

a reader S@F defim i DA enide iggewwe&ya% i i Oata; tag Walce up; tag
pentanethylene chai n. As defi ned hereinbefore, adjacent
carbon atons in any (2-6C)al kylene chain within a Rl
or R6 group may be optionally separated by the
insertion into the chainof a group such as O
CON(R12) or CON(R23) respectively, and CC. For
exanple, insertion of an O atominto the al kyl ene
chain within a 4-nmethoxybutoxy group gives rise to,
for exanple, a 2-(2-nethoxyethoxy)ethoxy group, for
exanple |nsert|on of a CC ‘group |nto the ethylene

oy o
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Press, 1985); b) Design of Pro-drugs, edited by H
Bundgaard, (Elsevier, 1985); c) A Textbook of Drug
w®e®i7gw3and Devel opnent , edited by Krogsgaar d- REr/€82007/000734
and H Bundgaard, Chapter 5 "Design and Application of
sleep; setppgnmpdg @§ bpereiyon—l setBagplerirdneth] unctios; %0 lag(ré9S lipg ﬁm)cubn set tag

und anced Drug Delivery Reviews , 8, 1-38 (
alarm cri 5‘@23%%1 a&)‘“ﬁf“’%ﬂfﬂ’&g%rd et ah, Journal of

Phar maceuti cal Sciences 77, 285 (1988); f) N Kakeya,
Aetording, to Ghether Rpactof Bl biesent 32venfion, Ithél%aékrox@ded'ra transponder
H guchi and V. Stella, "Pro-Drugs as Novel Delivery
message bfpsmat jor cessage pasksts W Bep rtrésspovéprdﬁeﬂ reader g 1 uh)m RFID
network, %onB‘Pﬁﬂx%. %:@b%g%e) pa[gk@ g)iﬁ%geg(g 11?ckgat1 ﬁlg%ecsséé% B U ansponder
message; phaﬂmpemdarcdhdsyﬁakic&mh@hhg :prttmdpchigleﬂfclﬁs Cﬁ:ﬁmounplufaﬂlty of
sesses a Xy group IS,

Pfedeﬁneéx‘aﬁpﬁp andes Figsse P ehich b BBwondeichelghasy agtibrajy phperiphera
data field¥1aM@, &Jti%ﬁé{@yblaeus@ﬁ&ﬁi fefd a@c&ﬁfﬁ%odd rh%r@&eﬂrﬁg n'fé%ﬁa@élfémllat for the
contai ning a carboxy group is, for exanple,
class to witely tha drenspooder belangsept abl e ester which is cI eaved in
the human or ani mal body to produce the parent acid.

' I aII cept.abl e gster f.or
g oo RHROR sidtagal, P AERUT SoBRBR oL Retthyieid for user
definableepdtjhesul dddir Attbvidiyely, (br BChadikiony ort Rihspesder ﬁleé‘sbigén format
as nethoﬁ%% thyl esters, (I-6C)al kanoyl oxynet hyl
comprisep a figither disichselectsd fFamaye ox jase 1Y) 2 @etlBr&eldza ’pﬁWﬁd‘I infigrmation
field; andea§1t coﬁr@ctﬁ) )y g! oal kyl carbonyl oxy- (1 -6C) al kyl esters
suc as cyclopentyl carbonyl oxynet hyl and
1- cycl ohexyl car bonyl oxyet hyl esters,
Tize Uxmpbn@erdﬂtlossagasfwimeniaylbee@tendsd s chmasiory of the transponder
- et hyl -.2- oxo-1,.3- di oxol e thyl esters
ahead Of%ﬁﬂ% %a%ﬁlﬁFi&ngﬁVF%Wﬂ? Pe%’@)rrﬁgl kyl esters such as
met hoxycar bonyl oxynet hyl and 1- et hoxycar bonyl oxyet hyl
A€ @hg - toAersothdr adabeet RiTMBBSesHnt Qﬁ“l’énﬁbﬁc% apfovided a set of
ro-drug of a conpound of the Fornmula t hat “possesses

transponfgr Iyessesey foyretp farsusef r aeEinH) eetvmk,u ﬂle\/woofcnewablfennats
comprlsmgtS Len hﬂ‘%ﬂlﬁ} B? nés@%e?cﬁntaﬁn %50 V' V g ot baln%;oﬁjg%re Ecyp%r field,

indicatinghel mmsya@n@ up)raln§ponﬁaf mesarp hed aaransponder class field, 1nd1cat1ng the
har | y-acceptabl e ester or ether which is
class of tGRERBALF ?fnt‘ﬁé%ﬂ%?éﬁe%%geem}%te%mweerem pLsewEge fmat has a

different RRE&BEmi m Cphet A RN
et B P O RS PSR i dopentonss i fhe ppmopder
class fronhyiitchxize gleesuage briginetd® i nor gani ¢ est ers such as

phosphate esters (including phosphoranidic cyclic

esters). Further sui tlcaII ccep ab
PG e R Gro e oF O R Gey gPowses Riigiahas diforont
predeternfihed p¥pHekanty] feKdOsRFioBtEBn 38 RE&idthee BR rtﬁé’)ﬁlansponder class.
phenyl acetyl and substituted benzoyl and phenyl acetyl

Pleferablyg seidpaeripheral Gapafitlds P€ aresspse écyrmps:om@he asplurality of sensor
st R b LY e R i

Exanpl es of ring substituents on the phenyl acetyl and
Adventing ko ghetigsaspedtiofdies puthdi0iBidaYibn, there is prov1ded a reader unit
i.V-al kyl.ar ni nonmet hyl , , 7V-di al kyl am nonet hy
capable oﬁﬁpxbsﬁmcp% ﬁé}qq\yprk rszsg%gea%qm,prlm@g ﬁgaﬁwongﬁlddata field for content
) [ [ t.hyl
from & iR ORAEUB AP | PREE ol Y engi3H o tonander psssage s
incorporated dnioyaytrapspupler dath ikl of- thmyétwmﬁahkssbg@r oups such as
acet oxynet hyl and pival oyl oxynet hyl groups. A suitable
pharmaceutical | y-acceptald e pro-drug of a conpound of
the Fornmula | that possesses a carboxy group is, for
exanple, an in vivo cl eavable am de thereof, for
exanpl e an am de fornmed with an am ne such as anmoni a,
a (1-4C)al kyl am ne such as nethyl am ne, a
(I 4C3a|ky|an1ne such as dlnethylan1ne
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CON(R12), N(R12)CO, CH=CH and CC wherein R12 is
hydrogen or (I-8C)al kyl, or, when the inserted group
w0 200/09339), R12 may al so be (2-6C)al kanoyl; (PQT/GBR®7/000734
1, 2 or 3 and one Rl group is a 3-cyano group and any
other Rl groups may be |located at the 5-, 6- or
7-position or at the 5- and 7-positions or at the 6-
Additlioalpdsartages and ndvel dedturet bethe Brv@hoon wild bs edtefortieth part in
fromfluoro, chloro, trifluoronethyl, cyano, hydroxy,

the descripfibAl Qhi hAoHEWY, andBh BEX KSR 6B appﬁfeﬁ@ibytﬁ%@s‘ﬁ‘l}’éda in the art
car banoyl , nethyl ethyl, propyl, butyl, vinyl, allyl,

: WY, |
son By S e oA ) b
- | oxy, ethynyloxy, 2-propynyl oxy,
madmeéﬁ%Q%ﬁ’ oxy, nethylam no, ethylam no, propylam no,
di met hyl am no, diethylanino, dlpropylanlno

JV—nethyIcarbanD I V- et hyl car bano
7V, i V- di nét é%é Igﬁﬁ&, AV ﬁ%@%?ﬁ@gﬁhanoyl, or
froma group of the formula : QL- X2- wherein X2 is
selected from QO NH, CO CONH, NHCO and OCH2 and QL is
Fostehajiier ustersignding gicthe prespyfiimeention andas teiheowy the same may be
1-imdazolyl, 1,2,3-triazol-l-yl, 1,2 4-triazol-I-yl,
carried info ¢ff@t rﬂferetieqow'ﬂl miyvl/ be ﬁ}aﬂmhjazay of exyhﬂlch}ﬂly, to the accompanying

3-imdazol -1 -yl propyl, 2-(1,2,3-triazolyl)ethyl, 3-(lI
drawings, id,whith:i azol yl ) propyl, 2- (I 2 4- trlazolyl)ethyl 3- (I
, 2, 4- triazolyl)propyl 2-, 3- or 4-pyridy|nethy|,

Figure 1 diobRan cRemBlarf RFYD b thyl, 3-(2-, 3- or
e 'opyra'ngyf?gr Dy : tg%%%lﬁydrofuran 3-yl, 3- or

t et rah r. 3- pyrrolldlnyl
Figure 2 pgﬁgpﬁ%gpﬁﬁyne§¥%§gpg{@§ﬂy ‘@ 4l -1, 4- th|a2|n 4 yI
peri di pno, piperidin-3-y erldln 4-yl, 1-, 3-
Figure 3 §‘OW<§ ROpY5E FlPWGF%WCOKB%@ra&z‘?I%b Ipent of éhﬁ)@r@wt Weﬁﬁ% y |
1-, 2- or 3-pyrrolidinylnmethyl, nDrphollnonethyI
Figure 4 @owéraqmw@gﬁatahw strgctuzgy aMqunlmpuamm;Hodanhylof the-presgat or
4- honopi peri di nyl nethyl, 2-pyrrolidin-I|-ylethyl,
mwmﬁkms-pyrrolidin-2-y|propy|, pyrrolidin-2-yl methyl,
2-pyrrolidin-2-ylethyl, 3-pyrrolidin-I-ylpropyl,
Figure 5 éﬁ'oﬁf% I edpoflsdipdct %Eﬁﬁlre ac%bfﬂ?ﬁ@ﬁoin' BIdibnt oF Tﬁ@ﬁresent
ollnopropyl 4- nor phol i nobut'yl,
2- (1, dloxotetrahydro- AH 1, 4-t hi azi n- 4- yl)ethyl,
3-(1,1-dioxotetrahydro 4/ f -

Figure 6 %&ogri bglgga é%l%ggp%aﬁ);gcorﬁy t%%rf ?Ig‘gﬁ%%{?gﬁﬁ? tﬁg Ipiresent invention;
2-pi peridin-3-ylethyl, 3-piperidin-3-ylpropyl,
Figure 7 Hopis @@ep@phm&ss?g@pmcol gutghledpr @qerhegwg;qnﬁagqﬁnd readers
2- honopi peridin-I-ylethyl, 3-honopiperidin-I|-ylpropyl,
accordingXo(thg Pre$nbirtvential;i ydr opyri din- 1-yl)ethyl, 3-(1,2,3
, 6-tetrahydropyridin- 1-yl)propyl, 4-(1 ,2,3
Figures RAGRG elidva b ir gy foff @ké}npl&rlwtb% hié%éﬁge p@cl&'t Rﬁfn%?é n-
1-ylethyl, 3-piperazin propyl,

Figure 9 ﬁ'loR/'s Q%ﬁﬁér%eﬁeﬁ{ @dtr}f ssag% ﬁ@ﬁ&@&g&%f]})ot@nﬁfﬁ% M%ss@g and

honmopi perazi n- pro n-any

SR TN e T

substituents, which may be the sane or dlfferent
selected fromfluoro, chloro, trifluoronethyl,

hydr oxy, am no, carbanoyl, nethyl, ethyl, allyl,

2- propynyl, methoxy, nethylsul phonyl, nethylam no,

di net hyl am no, acetyl, propionyl, isobutyryl,

i V-net hyl car banmoyl, ,i V-di net hyl car banoyl ,

met hyl enedi oxy, ethylidengdi oxy and

I sopropyl i denedi oxy, or optionally bears 1 substituent
sel ected froma group of the fornula : - X3- R9
wherein X3 is a direct bond or is selected from O and
NH and RO is 2-fluoroethyl, 2,2-difluoroethyl,

2 2 2 trlfluoroethyl 3- fluoropropyl

P T

invention
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(i) pis 2 and the R1L groups are | ocated at the 6- and
7-positions and the R groups, which may be the sane or
waledo7evme , are sel ected from hydroxy, am no, PCT/GB2007/000734
met hoxycar bonyl, ethoxycarbonyl, carbanoyl, nethyl,
et hyl , nethoxy,]EEBAH¥%D§ﬁﬁKHﬁ@IT®Ebpropoxy, but oxy,
nmet hyl am no, et hyl am no, di nethylam no, diethylam no,
i V-net hyl car banoyl , i V-ethyl car banoyl ,
, 1 V-di et hyl car banoyl , A*JV-di et hyl car banoyl ,
Filgyr ﬂ@!vds%%xém%lamﬁémoﬂ@_é&aﬁih RERY BBdiment of the present
pi peri di nocarbonyl, piperazin-1-ylcarbonyl,
. 2 r [ i - Gk - idip- - r
1nvent10n4 jlg%il{eg*rdlr Ihﬁs_ ) i%%ﬂeqé %g%%c’e?’l g?ﬁ?%ﬁéhég ﬁtﬂ 3 aﬁglﬁ%@yg REX¥r 120 for
. yrrolidin-2-yl met hoxy,  2-pyrrolidin-2-ylethoxy,
running o Apbfcaion dderdny P iy oS ot PiRUD Hoyrsponder tags
3- nor phal i nopropoxy, 4-nor phol i nobut oxy,
104, at legst spmp ofj v3ehtaEt raghyelr d-he appmerops ipdigidnpl-tags i O5earn dxgloyed, for
3-(1, 1-di oxot et rahydro-4/f- 1,4-thiazin-4-yl)propoxy,
example, 2npirpdicisdir odet hevets, agnplspehudiansmr opmkinations thereof.
4- pi peri di nobut oxy, 3-pi peri di nyl oxy,
4- pi peridi nyl oxy, piperidin-3-ylnethoxy,
pi peri di n-4-yl met hoxy, 2-piperidin-3-ylethoxy,
Tie RGNk 40 b &1 BOXY h2aNREPR! PEEIE MitwdriddaphllOBY being
3- homopi peri di n- 1-yl propoxy, 3-(1,2,3
orgamsed’lt_g fflgéc{wrw{c I?% ?fps)'gﬁrbgﬁdﬁ r_eX(Hle?r§ F %{f agr)é%f)gg& tPLeRELE A From the tags
- honopi perazj n-1 -yl et hoxy,.and.3-ho i.perazin-1
105 over (i rigieetase L7 PR Rk OFERHATRAPK 4 fHegroatipl Werhes 100
... a substituent on Rl optionally bears 1 or 2
as will besixplainediie mriose deipil bereingfich eWihprsas irgongentipingf RFBhnetworks
sel ected fromfluoro, chloro, trifluoronethyl,
readers areyndt abmays eorifiparednetshiyd messaped tp tamatandivstead act as receive-only
met hyl enedi oxy, ethylidendi oxy and

nodes forinS@PERP Yohtigfe th Mpresdter@bdmeR dadlh fraderyl03 can additionally
pyrrolidin-3 -yl, piperidin-3-yl, piperidin-4-yl,

send certz%fi P@Eg%f fes %%él to PAes TR ﬁtF ﬁ%ﬂlﬂlﬁ ik, aidintcHa0L P M %ﬁf‘hrc}ugh, the

stitue I's optiona substituted wt

net hyl , .ethyl  .propyl.. allyl,.2-propynyl . :
exermplar R AT ke i P it Pl e BY Bt pgrpgn wil spprecate

2-fluoroethyl, 2,2-difluorqgethyl, 2,2,2-trifl uoroethyl
that a rangg oidknemamaitdhiiture ev Mk STHSHNYS May b desfcas,the Backligne of the

within a substituent on Rl optionally bears 1 or 2 oxo
reader netsygsk,tfor enamipde thamaeshinetveirk opgapisgiibn Hxvom K. gr oup

within a RL substituent optionally bears on each said

CH, CH2 or CH3 group one or nore chloro groups or a

substituent sel ected from hydroxy, am no, nethoxy,

Flg:?{ MvsHnRReAYlary FREEYABN03 a8l FBIBYS 8bO@ ments of the

sopropyl am no, iV-ethyl- -nethylam no and

pesnt n RS ORI TR B or A HORE 0 A AR g
v RS Bk P o Y S0 e e

and CC, (j) p.is 2 and the RL groups are |ocated at
302 has agqess ©-2 raFdvotatpe 41 cameampne3 [Rangdrip algo dndependently

6-position is selected fromcyano, hydroxy,
connectedetdnargica&pbaropit,3 06 tahd dyc@adarmygtwork amtbifmeydiscuitet 308y,

et hoxy, propoxy, i V-nethyl carbanoyl,

I V- et hyl car banmoyl , iV, i V-dinet hyl car banoyl , .

iV, JV-di et hyl car banoyl , pyrrolidin-1-yl carbonyl,

nor phol i nocar bonyl, pi peridi nocarbonyl and

pi perazin-1-yl carbonyl, and the RL group at the

7-position is selected from nethoxy, ethoxy, propoxy,

2-pyrrolidin-I|-ylethoxy, 3-pyrrolidin-I-ylpropoxy,

4-pyrrolidin-1-yl butoxy, pyrrolidin-3-yloxy,

pyrrolidin-2-yl met hoxy, 2-pyrrolidin-2-ylethoxy,

3-pyrrolidin-2-yl propoxy, 2-norpholinoethoxy,
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hydroxy, am no, (I-8C)alkyl, (2-8C) alkenyl,
(2-8C)al kynyl, (I- Cal koxy, (I-6C) alkylam no,
W(dhOO[L@i)%SSC) al kyl' ] am no, (2-6C)al kanoyl am no anBCT/GB2007/000734
I V-(1-6C aI kyI (2-6C)al kanoyl am no, and wherei n any
Icpge, ogrB Waegsiwis ahilngearal® fjequepciopenabniamsyitted
bears on each said CH, CH2 or CH3 group one or nore
from tagshaitltig effoctive allioSai) gl dfyhe wulbstaintl wenistsahedt oignals to digital data

substituent sel ected from hydroxy, am no, cyano,

by meansCEHKRO¥ M, anbRERA ERNilgitalWollétSion tdchféb &kﬁi%YR_F module 300 also
(I-6C)al kylthio, (I-6C) alkyl sul phi nyI -

includes lsafﬁlr&ﬁluff# 21%)9 g%(th g&é\%@qggﬁgﬁlll'@@r?ﬂng%%ﬁs 2 n%a;éll]df
L

3 and one R6 group is a group of the fornmula : -

mformatwr@su@g w@aré@qallxﬁwt@néhedmr%@qonﬁeﬁer) OF i1 the ganesy 8@4. The
fromO N(RL7), CON(R 17), N(R 17)CO and C(R17) 20,

mlcroconthlmerns émctpnﬁoil mféryuitioy @cncqntro@ the@€)der opératiemsd IDpasicular
aryl, aryl-(l-6C al kyl, (3-8C)cycloal kyl,

the microé&at&ﬂl)ecym adhicyls 1d pro@e@éiﬁlg sy tag A&k gfeqay ﬁébeives from the RF
heteroaryl - (I -6C)al kyl, heterocyclyl or

receiver j@@taﬁﬁ‘?ﬁé’ o}éés‘sfnléo@ga%lkﬂ/étw%&ﬁbs@g% rQ‘getrlvedeﬁH 24 ﬂla?med onto,

sel ected from R17) 20, there

the netwoglg &égrtface%%t Iﬁ @s %rﬁ%%)d(?]{r"lel% ??nd?cea‘tor Hduit §g§ ﬂ?s a ﬂ%aalltyéo%

Foatom n a heter

LEDs wh et TR SPoiee: 310'&”E%E&tqf;ﬁ@%%'gﬁcéfndnimm

(1- SC) al kyI , (2-80Q)al kenyl (2-8C) al kynyl,
(1-60C) al koxy, (I-6C)alkyl arri no, di-[(I -6C)a| kyl ] am no,
(2-6C) al kanoyl am no and

Thetebder aEvadrk 102 (LavbhaidaHy egdl@rie sothatreddevk earebaadalieyt as
aryl, (3-8C)cycloal kyl, heteroaryl or heterocyclyl

desired. T@l”e%ﬁﬂey\hétﬁioﬂc aop Bs(gélm 8P hpsivatiby pRRedS tolindRi@fall$ address
substituents, which nay be the sane or different,

reader noﬁ% Rt &t {h'é%@@ @&qﬂ&sagteg kd 1 LHRE RN Igﬂé?nﬁr this

roxy, am no, car oxy, car ur el

K 8 2- 8C al
embodim ‘fgf' Ry Dotk &'ﬁ’é ﬁ%ﬁg & C[fccrd*%%fsﬂ WP anfeiges to
roma group o the fo R 20 V\,herel n X8
all nodes ?@B o @i e @%at%?f nodes {0 cT WP%&?SG%WGN IRgeader network
wherein R2 1 is hydrogen or (I-8C)alkyl, and R20 is
may be bemiddgethe-appligtpallRQ, 3 repded mosts o hedse)l AP I@rla tag or tags 105.
(1-60C) al koxy-(I-6C) al kyl, cyano-(I-60C) al kyl,
General nam'crﬂa afdhit6€inads keypable( d»f-sﬁ@caﬁkg thest routink cﬁ@}i@ willlbeGhown to a
i-[(l -6C)al kyl]am no-(l -6C)al kyl,and wherein any
skﬂledpeﬁ@herocycl yl group wthin an R6 group optionally bears
1 or 2 oxo or thioxo substituents, and wherein any CH,
CH2 or CH3 group within an R6 group optionally bears
on each said CH, CH or CH3 group one or nore hal ogeno

ey Q) al ti tu s nd/or a substl t uent
apids & P“fqrféﬁb@m@ 51aseey 1 PP ECHig Jpssages,

car bamoyl , ureido, (I- C) aI koxy, (1-60C al kylthio, (I-
“commangyngsgages’ u@rphurﬁgnonse(memgeﬁ kyl sul rhonyl,

(1-6C)al kyl am no, -[ (I -6C)al kyl ] am no,

(1-6C)al koxycar bonyl , TV-(1-6C)al kyl car banoyl ,

N, N-di -[ (I -6C)al kyl ] carbanmoyl, (2-6C)al kanoyl am no and

-(1-60Cal kyl - (2-6C) al kanoyl am no; (uu) r is 1, 2 or 3

and one R6 group is a group of the fornmula : -X6 - R15

wherein X6 is a direct bond or is selected from O and

N(R 16), wherein R 16 is dwdrogen or (I-8C)al kyl, and

R15 is hydroxy-(l-6C)al kyl, (I-6C)al koxy-(I-6C)alkyl,

(I- Qalkylthio- (I-6C)alkyl,

(1-60C al kyl sul pliinyl-(l-6C) alkyl,

(1-6C)al kyl sul phonyl -(1-6C)al kyl, cyano-(I-6C)al kyl,

am no- (I -6C)al kyl, (I-6C)al kylam no-(Il-6C)al kyl,
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am no, nethyl, nethoxy, methylam no and di net hyl am no
and any such aryl, (3-8C)cycloal kyl, heteroaryl or
whedoeoosye! yl group within the R6 group opti onedT/%GB2007/000734
bears a further substituent selected from
Figy dsbxysran endamplayanessagepacket asmictoresuitghle for command messages
nmet hyl am nonet hyl and di net hyl am nonet hyl , and any
transferable clondgiRbe gealepnéthaik.i Withrrefkesnte teFigel aht edmina@dmessage
fluoro, chloro, trifluoronetliyl, cyano, hydroxy,
packet inBRIdELa hé’ﬁﬁ%ﬂ"p’dmoﬁfﬂbf ﬁ?ﬂYoatlﬂg Eﬂé)iht%%%gb% QQGHQﬂldﬁﬁtrﬂéékég@ B Qirther

(zz) r is 1 or and the Tirst group is selected

s A 6055 OBy U A0 RS o
s o b AR S A SIS it

i sopr opyI am no, cycl opr | am_no, 2-hydroxyet hyl am no,
appropriaje pﬁgépﬁg)@@flplﬂt a ﬁ@i%&ﬂ?ﬂ]&ﬁﬁlﬁ&t he command type, a data field
-cyclopropyl-lv-nethylan1no acetyl, hydroxynethyl,

410, and a-chgdsonylé 2 hihe owmilhisnethivfithe mmmm“ag@pwbt and the
et hyl am nonet hyl , propyl am nonet hyl ,
relative siZe® pf @fpioua e Ris WEtHiY kit willyieh &l fop ¥t 18 o Eid Wplication, message
2- hydr oxyet hyl am nonet hyl , di net hyl am nonet hyl ,
configurdlioRt FAvR QEMRL M andgtdly! - N- met hyl ami nomet hyl ,
cycl opropyl am nonet hyl, i'V-cycl opropyl -
- et hyl am nonet hyl , furyl net hyl am nonet hyl
pyrrol yl met hyl am nomet hyl , pyri dyl net hyl am nonet hyl ,

yl i m dazol yl, oxaz
P E?rfiﬂg ngis BP il ?f:yﬂ COWP%ﬁ@PF%%PPOB?&Y flifi tRgfler network
honoplperldlnyl pi perazin honopi per azi nyl ,
102 will densnd i pﬁy‘tlm:_lw@n the pphqgtlp@éh@utﬁﬂmp@uy inplyfles, for example: Get
hol i nyl net hyl , plperldlnylnethyl
Tag Datah ®ag iV oe lipg iTiag [ShesphNetwapk BesazSdﬁ)Masﬂﬂ; Byl Addvdss Information; Set
honopi perazi nyl mret hyl, and wherein any aryl,

System IABr&HdhY SAadhrk Wi gna StrER AR (K SIP S gtegélo&y@éml S&@IAbkh Criteria;
within the R group optionally bears a subst i tuent

Set Repoﬁ%d\?tgﬁg &ef B f{laféoﬁr&i ?&h\/ &Efﬁn ot tﬁﬁr %ﬁﬁﬁaﬂds such as Get Tag

oXy, am no yl'am

Data, Ta%%sﬁﬁ%@ 'Pagr%?% rrEt h%il,f}&c)l“c%%g%rﬁen s\r/)oken to” applications.

t hyl am nomet hy and any second R6 group that is
This typeﬁ}félgghqatlpg ogglates tsg%h thalgernygeations fogy t92s are minimised or
trifluoronethyl, cyano, hydroxy, am no, nethyl
eliminatedwithgether wmdshyg |t@ms ispecaincillptiaddtebsed dnyi am@ade(ra&ze)ak rwhes spoken to
and the R6 group is selected fromfluoro, chloro,
applicatidrisiakd mgyoptaat foy kxarhyld iy thadeploymemethay highettfiknsities, local
propyl, isopropyl, butyl, sec-butyl, isobutyl,

1 WEYb | | ,
lega 1sat151$ foltre(c)gly rr% trﬁ;&ﬁie@ﬁ% g?gl)e&;:gfti%% 0,9 @#e%éhtgwnfétrxﬁgﬁqﬁ}ﬂe extended

bamndngnﬂﬁﬁ% gethyl met hyl ami nonet hyl, et hyl am nonet hyl,
I'Sopropy an1nonethy| cyclopropylan1nonethy|,
di net hyl am nonet hyl , net hoxy, ethoxy, nethylam no,
et hyl am no, di net hyI am no and di et hyl am no; (bbb) two
R6 groups together form a bival ent oup that spans

Figd sawt an xeqpbasgiresponss rankqRisigctires giré@&p@asq‘ HEFHAZCS

OC(R18) 20, OC(R18) 2C(R18) 20, OC(R18) 2C( R18) 2,

transferalgl¢ Rir8) SOBE RiPnet@oR SR EERN2E{0REIG) 2, the response packet
C(R18) 2C( R18) 2C( R18) 2C( R18) 2, OC( R18) 2N( R19) ,

includes MNEFES) A8 FBNRIdedihg (A RIRI L IRE B2 EhRBrbage, a field 504
N(R19)C(R18)2C(R18)2%(R18)2 and C(RL18) 2N(R19)'C(R 18) 2,
wherei n each of R18 and R19 is hydrogen, (I-8C) alkyl,
(2-8C) al kenyl or (2-8C)aligynyl; (ccc) two R6 groups
together form a bival ent group that spans adjacent
ring positions on Ring A selected from OC(R 18) 20
OC(R 18) 2C(R 18) 20, C(R 18)20C(R 18)2, OC(R 18)2N(R
19), N(R 19)C(R 18)2N(R 19), N(R 19)C(R 18) 2C(R 18) 2,
N(R 19)C(R 18)2C(R 18)2C(R 18)2 and C(R 18)2N(R 19)C(R

A S\ N o ~A S o ~AaA N
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4-yl ) propoxy,
2-(1,2,3,6-tetrahydropyridin-I-yl)ethoxy,
W@2q0i7/0®339 6- t et r ahydr opyri di n- 1-yl)propoxy, PCT/GB2007/000734

2- (4- hydroxypi peridin- 1-yl)ethoxy,

indicating ﬂ(emumhgr ok espgrcu djlitmsecmog( by the opessage, Qﬁphd;ﬁ@ﬁ azdlpding network
1-yl et hoxy, 3-piperazin- 1-ylpropoxy, 4-piperazin-

addressink-iyfobmbtdotysucR af Aodws) TV ¢ qo@ivarenninfdrmatipet 8,508 indicating
3- (4- et hyl pi perazin- 1-yl ) propoxy,

the respoﬁse(tﬂrpé'f%ttb%’ hgth BefdeziONandla ¥hacRMIRXY2. The overall }ength of the

-(4-allylpi perazin- 1-yl)ethoxy, 3-(4-ally perazi n-

message %n(%/ 52: %n%ﬁp i cofFi g&faﬂgﬁ) Br a’lex)%ﬁoﬁ% B&ﬁ% tﬂm 1il'w¥lll heeﬁe%%é(f

yny perazin

example gn E 1Y n‘E{‘ﬁ%!‘OS ulp agf%//ec&f%ﬁa%z?%lpﬁet\yo% %rgé%%ép and scale.

2- (4-acetyl pi perazin-1-yl) et hoxy,
3- (4-acetyl pi perazin-I-yl)propoxy,
4- (4-acetyl pi perazi n- 1-yl) but oxy,
Tlze fumbgrehd nyiuyd qfi pEermni spdhsy Inestalge xypes supported by the reader
3-(4-isobutyryl pi perazi n- 1-yl) propoxy,
network ¥ ay 8@ buyiyplcpllpaichzdcn at kast Hé%ﬁﬁmypes for all supported
2-[4-(2-1l uoroethyl) pi perazin-

commands- ﬂﬂf ‘]Vﬁfcﬁ %2;}1%11[:&10@1%%‘11%’ 9{29;@{ Q?éﬁ%(ﬂisg eﬁ smbodiment the

1-yl ] propox tri oroet plpera2|n-

ot 41 | EPUBER SR RNBTR pﬁé"e%y%ﬁa?%%% o,
correspon% IE %?{%{rﬁt h%ilag{a?gl;}atﬁle gé_seﬁf%g@qpr@g%on)%%s%ﬁ(v a “Get Tag Data”

2- (4-pyridyl oxy) et hoxy, 3-pyridyl nethoxy and
command) ﬂeeyrgwf;fr tytie field| ipridentingl:to the contmand typé Beld pagsdnt ihdhdizsued
group which is located at the 2-position (relative to
command ess@¢RTh{sRémbitadiop Jof ifields éhdicdtedthbir therdsh oidse Anessddeqatket
cyano, nethyl and nethoxy; each of R3 and R4 is

contains RRYVERIRIE frétR theStah PEIRE DY tBE cdRIP¥ldindkdiBmAnd Sesage. In this
phenyl, pyridyl, pyrimdinyl, pyrazinyl or pyridazinyl

embodim ﬁtrlﬂe tal gr&%arﬁ%é ccgltﬁﬁs th 'e?itli'e %Hnt&tsa(ﬁqfxg @%@%@e gg‘ﬁ%‘g fré%ﬁbﬁ

ocate p05| Ion (re

relevant t@# iePleRler FRERE Somiarsiro b dkne Enfisti nd are ity
rifluoromethyl, hydrox am no, nethyl, methoxy,

been Paclﬁe?fhw taihsigrash éPaé?fnlﬁ‘ﬁ? Tkanessage Bt the cpmpangits of thpsadere
R6 group is located at the 3- or 4-position (relative

Exemplary dag iness@@hpRksf)cogtentiis)deasribeidshesatafier eithfrefsrance to Fig, 7.
hydr oxynet hyl , 1-hydroxyet hyl, 2-hydroxyethyl,
nethoxynethyl, 1-nethoxyethy|, 2-nethoxyethy|,
cyanonet hyl, 1-cyanoethyl, 2-cyanoethyl, am nonethyl,

Fi% GERdwRel By Itran oﬁ&@r@gﬁiﬂw Eor A eﬁ??oﬁﬂﬂﬁ{tmff the present

nmet hyl ani noe hyI, nmet hyl am noet

inventionetIlﬂ%é %’Hg?n%ﬁltg ?uo%leggg%’ lo%rgln )g[o_et %ng interface 604, a

plurality q]f %V?g?ﬁgg%gsysle@sél ﬁ{%ﬁ%&%ﬁk am noet Hewces 605, a power
2- dlnet | am noet h yrrolldlnylnethyl nof

supply 608 §p¢thsA q-,%qtqqaw ang mpéF iteAnsydi yesrgdule¢d provided with an oscillator
pi per azi nyl met hyl, and wherein any heterocyclyl group

610 and aniapteinna 61 IRGhig emﬂ»pdimm't R T yraimeaiver B configired teettidnsmit at
sel ected fromfluoro, chloro, trifluoronethyl,

433.92 MHyd m@ﬁllémomﬂpstoﬂéﬁﬂé)ﬂquéqaaﬁ?ﬁ%of MRty lta’g'ﬂd@@re%{?ﬂled by the
di met hyl am no, and any second group that is present
is selected fromfluoro, chloro, trifluoronethyl,
cyano, hydroxy, am no, ogfjhyl, nethoxy, nethylanino
and di net hyl am no; or a pharmaceutical |l y-acceptabl e
salt thereof. A further particular conpound of the
invention is a quinoline derivative of the Formula I
wherein :- X1 is G pis 2 and the RL groups, which
nay be t he sane or dlfferent are Iocated at the 6-

e . o o o o
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said CH, CH2 or CH3 group one or nore chloro groups or
a substituent selected from hydroxy, am no, nethoxy,
woredongyssd phonyl , net hyl am no, di nmet hyl am no, PCT/GB2007/000734

di i sopropyl am no, N-ethyl-iV-nethylam no_and _
peripherajs\anidswoptrobgdde formentglliagitamopegations Gudr astuilding zad gchadeling

R2 group is selected fromfluoro, chloro,
messagestdesfihadoioo thetrbyder netyario Alteyehtively, omin additiometdiyto] code may be

nmet hoxy, nethylam no and di net hyl am no; each of R3 and
stored in Bodabmidy i@ eLMe nlforobsnthydr @en, methyl or ethyl; Ring

Ais a furyl, pyrrolyl, thienyl, oxazolyl, isoxazolyl,

i m dazolyl, pyrazolyl, thiazolyl, isothiazolyl,

oxadi azolyl or thiadiazolyl ring; and r is O or r is 1

or 2 ne raup i.s located at the.3-positio .
I el e B8 e OR B erg PR T Bhepraish “Rakgich Ghactive and
. whi ch nmay be the sane _or different, is selected from
passive tags, adAmeng) the activietags| dibpienetcRsar capgpbakiides mghosapported. The
am no, nethyl, ethyl, propyl, isopropyl, butyl,
peripherag devitesttypicallysimblutly fwo temprdperipheratsetahaidy of senlimgyap aspect of
nmet hyl am no, ethyl am no, dinethylam no and
the exterrthl efiViyon@iBn 65 1004tidh drevént@ppRidid thegRFof exnmple,shere the
| ocated at the 3-position (relative to the CON(RS)

periphera&riﬁb'lﬁl)ie andnivsr 6¢ GFeeR: Rhsdrbgnd S5 devices. KBe Rianbgrceh N
X6 Is a direct bond or O and R15 1s hydroxynethyl,

1- I et hyl - hydr. ox - hydr [ .
record forrr% Iﬁ%rg))%é; ﬁre}fet%%er igtrrn S S)%i/&és ﬁh)??ff,le El_% oy %t’lﬂeor%%t?eh ;8/? ?ﬂn’es a particular
Sensor or %)ic/lgﬁe %Eﬁ%@lﬁé g&%@éﬁg@ﬁ{ﬂ e@%ﬁe@gﬁ )éy lg,{gﬁt%rl of different sensors is

__ _3-cyanopropyl, am nonethyl, 1-am noethyl, _
provided and Herpgiaifpyiace BrofasohBppepy qumw?n@h@%t@&éﬁwpl,atmg to the
1- met hyl am noet hyl , 2-net hyl am noet hyl
plurality Gf sep$dry hadrileapnapydgvieets kinhwdtmnearskt. hiplpractice, sensor types may
1-et hyl am noet hyl, 2-ethyl am noethyl,
include two 6 RvtSEENBGs kelbBREDNHbRL npedtiet BitlsBanedHtion ¥nsor (GPS
i sopropyl am nonet hyl , 1-i sopropyl am noet hyl

receiver cg'tfg?%gééLgmo@%t%ﬁs‘or Ea??g%llgﬁ)eﬁaﬁéradptﬁ@ﬁﬁggyi vibira’tiog r§ens0f,’othelr

am noet hy ylai ni nopr opy eny

. benzyl , .cycl opr I ,.cyclopentyl, cyclohexyl,.thi.en
mechanicR{YE0rs (GHER o RN ¢ 1R PREG SeshoPiSSL AR b piolghp it ¥rsor,
. nmor phol i nyl , . tetrahydro-|, 4-thiazinyl, piperidinyl, )
a b1ometrH:O§?B§qrp% PR AeNSOp, B@'xglz}ty, §1150, ﬁ?@ﬁ?tﬁeﬁeﬁﬂrn’?ﬂrﬁ’e sensor, strain
pyrrolidinylnethyl, 2-(pyrrolidinyl)ethyl,
sensor, h@nidphy sedorr,diosifion semsoy Irotarsosephar liglyil smetonyiressare(sengor etc...
hol i nyl ) et hyl , 3-(norphol nyl ) propyl,
pi peridinyl methyl, 2-(piperidinyl)ethyl, 3-(pipei
di nyl ) propyl, honopi peri di nyl net hyl ,
ERIPSRAZrWI dTRERY bvith4wb Bk BRIr&Zdnl¥ hi8EiHs include:
3- (‘pi perazi nyl ) propyl or honopi perazi nyl net hyl ,

I
TagSWitﬂg%?‘féjegl%H%%‘{@g}g%\he” X6 is O there are at least two

rbon a ween X6 and any heteroatomin the R15

..agroup, and wherein any aryl, (3-8C)cycloalkyl,
Tagsw1tlﬂtg(n@reggr}cﬂqen@reraﬂg§er ocyclyl group within the R6 group
_optionally bears a substituent selected fromfl uoro,
Tags withe P rapd ag¢lptomstr gpdtamper hydr oxy, ani no, met hyl,
met hoxy, nethylam no and di net hyl am no and any such
aryl, (3-8C)cycloal kyl, heteroaryl or heterocyclyl
group within the R6 group optionally bears a further
substituent sel ected from hydroxynethyl, cyanonethyl,
am nonet hyl , net hyl am nonet hyl and
di met hyl am nonmet hyl , and any second R6 group that is
present is selected fromipl.uoro, chloro,
trifluoronethyl, cyano, hydroxy, am no, nethyl,
nmet hoxy, nethylam no and di net hyl am no; or a
pharmaceutical l y-acceptable salt thereof. A further
particul ar conpound of the invention is a quinoline
derivative of the Formula | wherein :- X1 is G pis 2

T T ~a - e o, " o "
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derivative of the Fornmula I, or a
phar maceutical |l y-acceptabl e salt thereof, wherein :- p
WO 2000/02933D | S 1 or 2 and the Rl groups are | oceCEHGB107/000734
the 6- and/or 7-positions and are sel ected from
The gxnnenlechidoronbinations asmenitended tehaklimitingandoxgkilled person
am no, carbanoyl, nethoxycarbonyl, ethoxycarbonyl,
will readitp tybprbciatettintla, coﬁa'tlbltahly} nuﬁﬂohﬂdﬁ/diffhﬁhhﬁﬂu&frpmpheral combinations
di met hyl am no, JV-net hyl car banoyl and |

can be SU\RRMT&I PRINAE Senbe Bk binARHs Fhvblidg &Yl thrBs HRug Fob! I%1x or more

ichis located at the 2- p03|t|on (felative to
fl uoro, chloro
sensort r??%uoro Q&ﬁﬂ?hmgégﬁgi&ﬁgﬁggﬁg§, hydr oxy, am no,
nmet hyl , ethyl, nmethoxy, ethoxy, nethylanino,
dinethylanino i V- et hyl car banoyl and
LyV-di met hyl car banoyl ; and each of X
hm%wgexmnpie ) SFﬁrmgelﬁwusWWé@ e @gedd@ftxaﬁ@aﬂ ot 433.92
her ei nbefore. A further particular novel conpound of
MHz, whi¢hi is ansipBegnsed bardaninmstedungresi Sha tagsitywicalhealsecanaly iwith
of the Formula |, or a pharnaceutically-acceptable
well kno®walIFCQ, SATRA,, CRhasd BIT8I tequitethéntf) By otherd enboddherdts amndd thie
Rl groups are |ocated at the 6- and/or 7-positions and

support t?ah?mﬁs@ibﬁ ¢ afd rEidéFhEﬂ\x}b‘ﬂE 902 &N HRquéNEIIRdicHBd, Qﬁwlma’ce to
nmet hoxycar bonyl , met hoxy, ethoxy, JV-net hyl car banoyl

7) rga
those 1ndgc'ragelc}p1\ﬂme P‘Jﬁa@% gfly lg‘éa g d gg%ﬁd?%da&gqbq%e{glﬁ){l% 8?}‘5‘% gpg%?mes The or
each tag X RSI? égwdogp aﬁ%'({uitl %erl(’e%g%lg Ep? %%Pnaegqggdlar intervals,
iV, i V- d| met hyl car banpyl ; and each of X1, R3, R4, R5,
at irregulpy qrgamlom indergalReadsaRdingp p@«fdetqii@lrwédﬁmﬁg§ewp¢$ewd/or based
herei nbefore. A further particul ar novel conpound of
on frequemnhy bogspe algoothnsh Euitharemtin addition aagpuinap bé pegieninedtd ve
of the Fornula I, or a pharnaceutically-acceptable

transmit Saképohbeioaring aﬂal@ésﬁécﬂby a Reall&, bhdOih dRrthis eivdirdeROed thddemit
R1 groups are located at the 6- and/or 7- p03|t| ons and

only in re@ﬁ%@rﬁé ¢} Sches a,fdﬁ%ngolégﬂéﬂ “ g¥%{;\§he§ﬁﬂbp ETR% 8gg%ratlons In

oxycarbo t hoxy, anoy

I V-di met h r.ba and n
certain efa? ‘H’Be%% Y she P g P s By ﬁ%ﬂ%éff 351 O gy be
C(R3)(R4). group) is sel ect ed from nmet hoxy a

used as aéxgqqg@smg%asg%wgéfany@lsspg sloggto qqguraﬂq;)h@f tags in the, gelﬂgf a
has any of the nmeani ngs defined hereinbefore. A

particulaf igeddtie Suglatechwigiiesrhayo pptiowldr afplichiien iagiseloymshistieolving high
invention is a quinoline derivative of the Formula |

tag densitMrerein :- X1 is O pis O or pis 1 or 2 and the Rl
groups are located at the 6- and/or 7-positions and
are sel ected from hal ogeno, tri fluoronet hyl, cyano,
hydr oxy, am no, carbanoyl, - 6C) al koxycar bonyl

m(qm SR 5800k l?na gv LT T —

can be pr gfaznlxxe%%()éalr l%r;nr glgqr Bgﬂ{g%’?almdlﬁﬂ?g mte}/flacl,e (?dn guch programmability is

JV,iV-di- [(I C) al k %carbam)yl gis 1 and the R2
particulagy Bygbuliis q>rof'éiatn@ zx eatod Temcite SeHAnEPRPYgatipRs. t Bortepample
C(R3)(R4) group) and is selected from hal ogeno,
where th¢ senfdre orcduristdignpeiian sensom b bagempl he myghanmgad ta memban alert (or
(1-8C al kyl, (2-8C)al kenyl, (2-8C)al kynyl, -
regular réafidlg)ax YespohsXo, d%Yérﬁﬁ'ﬂeﬁQem ératutd ccﬁ@tﬂiﬂs)@rh s attern of
5 (gl?qGC) gf)kyl c??%armyl and N, iV-di-[( 1-60 a?éﬂlmﬁ)
car banoyl ; each of R3 and R4 is hydrogen; R5 is*
hydrogen; Ring Ais a 5-ngnbered nonocyclic heteroaryl
ring wth up to three ring heteroatons selected from
oxygen, nitrogen and sul phur; and r is O, 1, 2 or 3
and each R6 group that is present, which may be the
same or different, is selected from hal ogeno,
tr| fl uor onet hyI cyano, hydr oxy, amno, (I-8C) alkyl,

SN N~ SN N~



10

15

20

25

I V-(5-etliyl-1 -pyrazol-3-yl)-2-{4-[6-(
, 1 V-di met hyl car banoyl ) - 7- met hoxyqui nol i n-
wa20070%83phenyl } acet am de, N-(5-ethyl -1 PCT/GB2007/000734
-pyrazol - 3-yl )-2-[4-(6-cyano- 7- met hoxyqui hol i n- 4-yl oxy

temperatyres. zﬁsne@pﬂ@;‘(y)pmmiwa] tag @tithre @BS location sensor and a temperature sensor

i V- (4, 5-di nethylisoxazol -3-yl)-2- [4 (6, 7-di met hoxyqui n
may be podgramehey boosen)l pdreparht)sccdttamheie therigl is within a certain geographic

i V- (4, 5-di met hyl i soxazol - 3-yl ) - 2-[ 4- (6- cyano- 7- met hoxy

area. In £HOHRP bnBodimehWheRNe Rl ih@G&dsaBifRetrR se@sor it can be programmed
phar maceut i cal’l y-acceptabl e salt thereof. For exanple,

with codé;é J.E%% %éﬁ%lvg QFHdftbdis ﬁgél? ﬁ%ﬁﬂgﬁ%*glﬁpk #gg t¥1§r &ample

I ne derivative O rom:
o I- t hyl
a tag with éﬁlﬁﬂf&%‘% S i SR AL SO TV AT o

am de nmet hyl - | /f-pyrazol - 2-
send prespws(detafqnlbbkféleﬁﬁemm 8 IYAAGRGYICHL e %ﬂtymﬁl@wmqa@érémam fglls
e, N-(l-ethyl-1 -pyrazol-4-yl)-2-
within a frécqnbighitedoamggui nol i n- 4- yl oxy) - 2- net hoxyphenyl ] acet am d
e, N( l-ethyl-I/f-pyrazol-4-yl)-2-
[4-(7-f|uoroquinoIin-4-y|oxy)-2-nethoxypheny|]acetanid
e, -(l -ethyl- | -pyrazol-4-yl)-2-

Tl{lé2 prdetAR e htbFa B 0aAXYicdl ﬁl‘clﬁ@%g‘é’ fééa rs%@ﬁ) ¥irdi At 0P Qitabie
yI oxy] phenyl }acetanide, "N-(

altematwi Qﬁé{/%é qga%rée ny?l% gl’cl: %%tgﬁnﬁggl%éﬁw% g@%ﬁ?ﬁ% \!\}hngjl ﬂhe user can

program gfspg%/té Qé%ﬁ%ér%cgge{laé}m ¥ 8‘/1‘81&?1?1]160 % > Al I1H§ lviar]the reader
yrazol - 4-yl ) -2-[ 2- met hoxy- 4- ( 7- met hoxyqui nol i n-
network. 4[3@@5@9 IyheRYddimeris.athedag pegrqmiging) ipistfagq 694 may include an RF
- pyrazol -4-yl)-2-[4-(6, 7-di met hoxyqui nol i n- 4-yl oxy) -
receiver 1Hodmé bapeylehed opbhting bandlifferenhifitquemey by thelmain RF module 609 of
-pyrazol -3-yl)-2-[4-(6, 7-di net hoxyqui nol i n-4-yl oxy) -

the tag (f& SRPHRABEY I'hACBARITtaE). i thik R s possible to program tags, or
-pyrazol -3-yl)-2-[4-(6, 7-di met hoxyqui nol i n- 4-yl oxy) -

y nmet hyl - |

fore prof’-%%lgﬁg%g)&}égﬂaﬁ%- %%l%}tﬁ%fé&ér ?Wanjgt hoxyqui nol i n-
4-yl oxy) phenyl ] acet am de, N-(5-nethyl -
- pyrazol -3-yl) - 2- [4 (6-fluoroqui nolin-4-yl oxy)-2-metho
xyphenyl ] ace

In %e@er@ arméwr%‘?fé npulpiemieehnigus gy be psed qyer theoriedens drprface
yl oxy) - nethoxyphengl]acetan1de

112 betwwn( the tregs RO pebreadert 163 ylnythig efboduent, gxyplidndeshifbkéong 4K
i nol i n-4-yl oxy) phenyl ] acet am de,

is used (with 4 hobuldiioreddpyih o8200aY. oleWeydr) and-dier waitdtdx yrodulytivn edchfiique
- 4-yl oxyphenyl ) acet ami de,

may be ui\é‘d( forexsthpRIFK! QB@SKZ BlpSE- Md)the hf{@ PRI XMretts of tHBH ROXss

yqui nol i n- 4-yl oxy) phenyl | acet am de,

tag—reade}\lé/) goc?ﬂ e'ﬁ%{' ﬂéq 111&8 l\hf%ﬂ}{lrgfefenggtorﬁ%hpx)(mﬁe lxhufret!io

car anDy

acetam d
synchronigedor? %ﬁf}ﬁ?%ﬁa Eastpackels tyndiorinclpds: phgals QR dutisiing the
on )-2 nmet hoxyphenyl ] acet am de,

message Nﬁ(tag @m Ty/lengiha Bie-clasy )eldzlq4z(whmhrm&oyalao peliqatgdgdueno
lin-4-yloxy)plienyl]acetam de and

within a dihs(s 4ndvet hybitinnlazwlod@ offdperidnd- atag hoigye AP [fRld@dth axdptaridld
i V-nmet | iyl car banmoyl ) qui nol m 4-yl oxy] phenyl } acet am de;
or a pharmaceutically-acceptable salt thereof. A
further particular conpound of the invention is a
qui nol ine derivative of the Formula | selected from:-
N-(3 -14 -
-pyridyl)-2-[4-(6, 7-di met hoxyqui nol i n-4-yl oxy) phenyl ] a
cet am de,
N-(3-pyridyl)-2-[4-(6-cyano-7-netlioxyquinolin-4-yl oxy
) phenyl ] acet ami de,
N-(4 pyr| m di nyI) 2-[4- (6, 7-di met hoxyqui nol i n- 4-yl oxy)

)
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0o reagents and to Protective Goups in Oganic
Synthesis, 2nd Edition, by T. Geen et al, also
w@oebliostsed by John Wley & Son, for general guPCEHGB2000/000734

protecting groups. Quinoline startln% mat eri al s of the
710, and pgpiheheaking infaymaionoiieailmprheie, demensiall longth of theomenspgssand

such as those disclosed in International Patent
configuratipploif ¢ieet vanioas M9 B/4thBGiH 61k dep il B2¢xkaihldon thertagalasspl e,

a |, 4-di hydroqui nolin-4-one of the Fornula IV wherein

p and Rl have any of the neani ngs defined hereinbefore

except that any functional group is protected if

sERaRTasely .Wﬁﬁl EREAAG Wbl DUERRL G R0, v
O e R L
mpved. O The 4- chloro%U|noI|ne SO obtalned may

to achlevg g?ﬁ;k@]: eré(gl syp@hrp@qqﬂqn@@d ¢ iflegtify the type of message andits 1ength m
4- pent af | uor ophenoxyqui nol i ne by reaction with

bytes. Apgherafxamptophefoohation tyhically exbnicd imfhedesddr tistspetitiasmtes for
such as potassium carbonate and in the presence of a

beaconing tgs Al gerfedd] Vi tieaderdhfoasiation citRitby hidospriamib&ielecoding of
Phenyl acetam de starting materials of the Fornmula I11

messages'Had ab&d@ RERL BRI BPRNER TR HRLAFRAY1BStag s field

exanpl e, an acetic dacid of the Fornula Vor a reactlve

indicates g%ﬁa{sy ?{” {a%?nt% %{1810{116 ta@%ﬁﬁ? frgn‘ﬁgplugarll g%f tag%lagpe%begf' % &ass

e nean ngs Xce

f unc rou protfected if necessar y
having Prﬁéémlaeﬂiw titan? Genabist s BibhSes s mevreienal Hifs,
A r and R6 have any of the meani ngs defined
correSPOW@?&d% &rlgee Opliersdly. thedes dlass fidld e enmary additipnal dog
protected if necessary, whereafter any protecting
informatign,cuph thiag type gmeskehand, svheemmelevdnt, Aodeof afrratione dotthis e
derivative of an acetic acid of the Formula Vis, for

embodimeXEH® b, undduedTyik ahalliidste vaic RKRARY @ss@ﬁe@ﬁyfor@d{ﬂpwyn%t for

formed by the reaction of the acid with an inorganic

example @lﬁ‘%r% dl’ﬁglll & ?10 Eng. F9E d m& gorﬁﬁihg% Qhlt erﬂ)hlgllai%e Ghich is

r exanp e an anhydri orne

not user ff ? 3 SF o Shed ?ﬂ%f%?%?%ﬂlﬁshw%aﬁ?ﬁ%ﬁ%?feﬁ% it Bg 3?5689%}3& rgore

i er formed hy the reaction of the acid wi
detail belﬁWe rﬁaﬁ CHQE ﬁhegglnﬁéﬁﬁoamtmlé pEEhir packet Ferkfatian ; é‘Fd edlidgtion,
as pentafl uorophenyl trifluoroacetate or with an
and may b¢ watementad forexamplerrandlo: bléLRQr@ﬂculatgblpy blmngddltlon of all
but anol or JV-hydroxybenzotriazole; an acyl azide, for
relevant xanA skifled perbatewflbappestidy tHab eherpgeddsd 0f nebsagb @adet structures
wi th an azi de such as di phenyl phosphoryl azide; an

defined h8@¥l art¥R&hFRry &2y aﬁi(ﬁmékﬁnﬁle(iﬂﬁ@bﬁl% ﬂeﬁfs'ﬁ?éjoﬁ‘i’orfahﬁld certain
reaction of an acid with a cyani de such

header gf eﬁ{i ol ol?;%?]%fé)éé%llﬁﬁ" b?ﬁbe Bfacécggla%lﬁﬁg%g o@%ﬁh%@ogether n
cl ohexyl carbodii m de or |-(3-dinethyl am nopropyl) -
smnemn@y%%_ carbodiinmide or with a uroni um conpound such as
2- (7-azabenzotriazol-1-yl)- 1,1, 3, 3-tetranethyl uroni um
hexaf | uor ophosphate(V) or 2-(benzotriazol-I-yl)-
1,1,3,3-tetranet hyl uroniumtetrafl uoroborate. The
reaction is conveniently carried out in the presence
of a suitable inert solvent or diluent, for exanple an
al cohol or ester such as nethanol, ethanol,
i sopropanol or ethyl acetate, a hal ogenated sol vent
such as net hyl ene chloride, chloroformor carbon
tetrachl ori de, an ether .ggch as tetrahydrofuran or
1, 4-di oxane, an aromatic sol vent such as
tol uene. Conveniently, the reaction is conveniently
carried out in the presence of a dipolar aprotic
sol vent such as i V*-di et hyl f or ni am de,
iV, 1V-di met hyl acet am de, -nethylpyrrolldln 2 one or

.
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(i) For the production of those conpounds of the
Formula | wherein a R6 group is a di-(I-6C) al kyl am no
w@emop993she reductive ami nation of a (I|-5C)al detiyg82007/000734
(such as fornal dehyde) or a (3-6C)ketone (such as
Fige 8A di{e yhaws hplaradisyrpOexethpidry taganfoegaparket fatroatei saclanRssage
group is an amno or (l-6C) al kylam no group. A
packet havitigl aadiiffferene dinadting cagespondiap té e theeued frorg vttt ngessage
reaction is any of the hydride hydride reducing agents
originateglef i ned herei nbefore, such as an alkali netal
bor ohydri de, for exanpl e sodi um cyanobor ohydri de or
sodi um tri acet oxyborohydri de. The reaction is
conveniently perfornmed in a suitable inert solvent or

Il uent, for.exappl e.tetrahydrofuran, .diethyl her
ViHnkraie (S RIEGHT R, & FSF IRBABToot5e RAFABE eealiss SHeTs bepder
iis perforned at a tenperature in the range, for )
702, tag class apformatiqn 704, redD "eﬁ%nm oahenallyaerresrcomegiionimiragtion 712.
tenperature. Wien a pharnmaceutical |l y-acceptabl e salt
This tag méssagayprchiet maebel sanit fatekamplofin sieaticos mhkee the tag is required only
required, for exanple an acid-addition salt, it nmay be
to provide bigdieiedication hder predeRhBined eReirhaines. 3aictafyiciobiilng
derivative with a suitable acid. Wen a
access appliefiidggeut i cal | y-acceptabl e pro-drug of a quinoline
derivative of the Formula | is required, it may be
obt ai ned using a conventional procedure. For exanple,
an in vivo cl eavable ester of a quinoline derivative

f the Formul a be obtai ned by, for exanple,
Wit Rree i Fie é%n%"givm F 98 AR R A R R i header
car boxy group with a pharmaceutically-acceptable ]
702, tag Ql#se SHormerorbield 30dia ton 1o fickl & daadichd 71 hendraranshecking
containing a hydroxy group with a
informatipin &t 2rakethiisi anad thy tardeptiaoleatiar ihdicyies thanai dprefeiermined
exanpl e, an in vivo cl eavabl e am de of a quinoline

portion ofi@E itataddty Heldfis L1 tE RS o ta Bt Rihi O 1ssiREteB by af Bhnter that
exanpl e, reaction of a conpound of the Fornmula’l

incremenf QAL HMe8: ﬁgﬁ?ﬁﬁé’. ﬁﬁtﬁ&gpgﬂ Ban%a trug age based o?.time, this is in

aphar naceut | acceptable ammne or By reaction’of a

conmpound .of the_.Fornmul.a | coniajning.an. am no qr
foct o mefR SRS AR lrind SRR 1 h-caclioph Bb AU REPD s nete By battery
) Many of the internedi ates defined herein are novel and
life. these are provided as a further feature of the
i nvention. For exanple, many conpounds of the Fornul ae
11, VI and VIl are novel conpounds. A further
parti cul ar conpound of the invention is a quinoline
Witarrefegdnicy eo Big. 80ea fotheidag nessadlegatie (fof @B class 3) has a header
N-(1l-ethyl-1/i-pyrazol -4-yl)-2-(2-met hoxy-4-qui nolin-4

702, tag c136s HYRERIRA 20AC £ 1AM Ga1d 708, a data field 710, and hecki
N (I -ethyl-1i/-pyrazol - 4- yI’)a- 2a_a[ 4° ?6- 91 adlorec%oaicn%cﬂ{lmng- 4-

sty P RER B BRI i bt wdehepriog o
_ 9. i
th tag dogq 4 £ SRR POBES R RIIpTS 5 pbsch sy Lhe.quiFionn.

4-yl oxyphenyl ) acet am de,

program ixcpebigelidaceding slest user §efined dat2- net hoxy- 4- qui nol i n-4-yl o
xyphenyl ) acet am de and
N- (4- et hyl t hi azol - 2-yl)-2-[4-(6-fl uoroqui nol i n-4-yl ox
y) - 2- met hoxyphenyl ] acet am de; or a
pharmaceutical | y-acceptable salt thereof. The
conpounds descri bed i mmedi ately herei nbefore are
obt ai nabl e usi ng any of the processes descri bed
her ei nbef ore. Necessary.gparting nmaterials may be
obt ai ned by standard procedures of organic chem stry.
For exanple, use nmay be nmade of 4-chl oroquinoline or
4-chl oro- 6-fl uoroqui noline within process variant (a)
as described hereinbefore. As stated hereinbefore,
particul ar conpounds of the invention include

o " — T T
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It has al so been found that, when said
4-t ol uenesul phonate salt is contacted with water, a
whyarmeea form of the salt is formed. i o When PET/GB2007/000734
stated that a conpound of the Fornmula | and a
VoRaiefraensato Ete. BY, adedhpr s eewegabacketrtordagelass Odias a header
the nolar ratio of each nol ecul e of a conpound of the
702, tag Hagsrinfoantidno7(Hae tagiidd éeld| 78804 data field 710, and error checking
pharmaceutical | y-acceptable acid lies in the range

informatibh 902 aROMts Qsdthb t&@cl@&qﬁforéaﬂeﬁl’r’o@i%ﬂiéﬁ@s & biylehd atddRion of

range from about 0.75:1 to about 1.25:1, nore
t
e PP oo 0aE TR o 8.5 1 g

conpound of 15 the Formula | to about 1 equival ent of
the pharnaceutically acceptabl e acid. For exanple
when is stated that a nono-citrate salt is
Wlﬂ)ereﬁ%w? te Big 8Eo% fisthentaganessagedagiet (for fag cs‘asaﬁaréﬁwheader
l'i/-pyrazol -4-yl)-2-[2-nmet hoxy-4-(7-methoxyqui nolin-
702, tag dasglimeyhgivariild) atag Bhfidd 708, @@’ﬂh fiptd|7d @ udrel exforcheeking
acid lies in the range fromabout 0.6:1 to about
informatidn 412., Ictikwasd getthg/clask ihfoembaRgrO4 ihdiznRb ehak pfedéinlinkd
about 1.25:1, nore conveniently in 20 the range from

portions GRAY tagQia& ﬂel& 916 Q&lﬁseé tc?collveﬁ ?f@:@ét@hhﬂﬁe@ BuisirARRKL Pl

equi val ent of 1 V-( -

DATA) aﬁt@ﬁ{s&zd%%in d éﬂt fé L d X’¥Be %énLPthg%ﬁ H&X¥1%§r 1Ps%1fjh%]lee user

pheny

aci d i cal Assa s Th foIIo ass
defined fepienisS P inpIE (G Fibssse PadeL BLEH B SPIRO i S from
the present 5 invention as inhibitors of PDGFRa PDG-R

a tag havipgafempemrtur g seasomamdid wigs éefmed ydamsity eplei nhibitors in
vitro of the phosphoryl ati on of PDGFR expressed in
M363 osteosarcoma cells, as inhibitors in vitro of the
phosphoryl ati on of KDR expressed in human unbilica

Wi refepsidotdBlgl 8F, £RIthSr fabhdsbank padi&et (o idal A6 %) hik a header

vitro of the prollferatlon of 3 osteosarcoma cell s,

702, tag Gaks lmhﬂtﬁgm 4' 5‘ ta\é 1 Be18%708 I'hedeﬁ:{ AkilaAbati0R lel

an as in tors-in vivo of e gromth I'n nu

raft uman, tunour., & ue, s
informarffy 7 "SRR o U RGBS 204 BT S AP %ﬁﬁtewns?
) t est congéy gs to inhibit the phasphorylation of a
portions Qf;th%gagﬁé HiE A1 hpisgispdiasoepey dria Sigpstushind ssgordhperipherals
tyrosine kinase enzymes PDGFRa, PDGFR b and KDR was
(P1 DATAsn@8s DA TN ndheqsnpberal datafromlditBer peiphys] nbMAtseld badi usgr
t he PDG-FRa, PDGFRb or KDR receptor cytoplasnm c domains
defined elomyentseFor axfatplahik By claed pdckeganghsyanémpldled to send data from a
(I nternational Biotechnol ogy Lab. 1987, 5(3), 19-25)

tag havinBf t %&btﬁﬂa' fdsor HRG alb¥s {JcaEsERhSor T @ﬁnﬁ%@é@ﬁé&)ﬂeﬂaﬂdﬁa
Sui tabl e expression systemto obtaln pol ypeptide wit

having ustey g%g% elﬁjte%?sslg Wﬂ'x%}% y h%e\f hag: ﬁrro émml 1 t?le t%D%:ﬁ?d d tht;c R b

recept or cy oplasim

ression of  rec nant rotei n i nsect c an
temperattgg ggqesamgtaé)r%ﬁeée&ngv L temperature ﬂF?ﬁﬂB@l rt% nlpg packet t:he tag
activity. In the case of the VEG- receptor Q KDR
class infopmatigranRy be etppisnemiodwith tgdamg infornpRian trhiginindicates, for
encodi ng nost of the cytoplasm c domai n, conmenci ng
example,\What therteg hasonfwieseB6@ fancticne ehdifhi apgrating i e hrodeatipmorting (e.g.
codon may be cloned into a bacul ovirus transpl acenment
vector [for exanple pAcYM (see The Bacul ovirus
Expressi on System A Laboratory Guide, L.A King and
R D. Possee, Chapman and Hall, 1992) or pAc360 or
pBl ueBacH s (avail abl e forigm I nvi trogen Corporation)].
This reconbi nant s construct may be co-transfected
into insect cells [for exanpl e Spodoptera frugi perda
21(Sf21) or Spodoptera frugi perda 9(Sf9)] with vira
DNA (for exanpl e Pharm ngen Bacul oGold) to prepare
reconblnant bacul ovi r us. Detalls of the nethods for

Y T 1 - o Y L T
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(50 M) of the M3 cell lysate were added to the
ELI SA pl ates. Each sanple was duplicated on separate
w@bk@vmee933The ELI SA pl ates were agitated at anbP@nGB2007/000734
. tenperature for 2 hours. The wells were washed tw ce
temperatietand SIRS sehsquek Hidlet type oPpSipherel athpathaih.lnoay kaveamser defined
phospho PDGFRb anti body (Cell Signaling Technol ogy,

elementsBeverl ey, MA, USA; Catal ogue No. 3161) was made into

1% BSA in PBST. Aliquots (50 ml) of the anti body
sol utions were added to each of the wells. The plates
were agitated at anbient tenperature for 1 hour. The
I e ' i r I f
V3R FIE 3R St e bl @ Bls Al Hibadr
er axjdase conj ugated .s da t (Cell )
702, g Qo oL L ok oo e RE: B0 749, Al ermghecicing
) into 1% BSA in PBST. Aliquots (50 m) of the resultant
informatign| 742 Fnthiferase Bigdesiclass iafsmation ¥Ohindicates that at eedoternained
agitated at anmbient tenperature for lhour. The plates
portions oEthe tagaditeeficl 70 messedite borB@Y data fmem five bhd edcoPBBdripherals, and
Chem | um nescent substrate was nmade up according to

user defimbiidag.t Boresxamiplisthisues heBsigt BhekieC i dhit 6t esiphled &y sdndtdata
Rockford IL, USA; Catal ogue No. 34080). Aliquots (50

from a ta@thhvidh a%%éa}ié@n&ﬁs&%{ﬁeﬁ SURSE LAt LussPhstidaB} M@chﬁ’%dgﬁ&g ode.

o each of the welfls, e plates were agitate

m.nui es..and l.um nescen I n. trakl yor ..
As betorgy B ERAT AL S BREm1R%, 1328 R i MBS TRl Blcicates
UK). Analysis for each _of the c¢conpounds.was conpl eted
for exalnla{,é, thet e ﬁ%vgrﬁ%ﬁg {0,505 fgpetipRand BHPSEHES dht Pw&agﬁprgﬂra%a
~_reading to the "total antibody' plate reading for each
specific ghegrcad genspie(samnd stsreseor) and wpgesaasy) with @ dsqr lefisetde tgnd
the 1 C50 val ue of each test conpound (c) In Vitro
code. Dafahfoap kahétoR bEthl SApAsaBynadihalso hswaygeiudkdmed ckearenesnt | onal
ELI SA nethod to determne the ability of test
conmpounds to inhibit phosphorylation of tyrosine in
KDR (VEGFR2). Human unbilical vein endothelial cells

Vs ARG w6 g o BB Bl 316
e N e B LM

Penicillin Streptonycin (G bco Catal ogue No. .
the tag messpaePacket schpge peaddn cpolrenteelhe proaRit IaysaFan &y Gapable of
Cat al ogue No. Al 5-043; 50 ml). For the assay, the
supportinged iusniyee 0€ i -petpurl tageashgns byivirtreeo ffal putelitisofimgedetermined
trypsi n/ et hyl enedi am net etraacetic acid (EDTA) m xture
tag messddepackdt® gesvidddiwith Gad ot oreeidids dekbdiihe %) classdrom which the
resuspended in "test medium conprising MCDB 131 (500
message B} &inGRELAH BpHGha1S/ aWaE@yﬂe%r%&ie%iﬂﬁﬂ%ﬁa?@ﬁh&' I'1in
Streptonycin and Fetal Bovine Serum (10 mi). Aliquots
(1 mM) were seeded into each well of a 24 well tissue
culture plate (Corning Life Sciences; Catal ogue No.

3527),.,to give a density of approximately 3.5x]Q 4cells
Figo 10 Ruishati KE nibals & 4neaiorg PESeRHGY gt Biciolans seveyed
wWwth 7.5% CO2 to all ow adherence to the well surface.
from the fagdoftled anplicaitprrse srrpgncRbodEBen)s aiEiliP nreseridnRatiant ed
and an aliquot (0.5 m) of 'serumfree nedi um
Ac 060, itlsd tag nlEibBrot8kof hiiated J tag mmndsedgeisagl jhrogésyt Boriexample,
(0.848 g) and 1% Penicillin Streptomycin was added to
this may 88edredfdrse toTbﬁeaﬂéﬁhgxﬁr}V\&fi@ niafBeRAtd Fhe ST8¥achiihg feBme
hours.” Test conpounds were prepared as 10 nM stock
solutions in DVSO and serially diluted with DVSO as
requi red. Aliquots (3 m)ipf each concentration of
test conmpound were diluted with 'serumfree nedi uni
(300 m). Aliquots (50 m) of each resultant conpound
concentration were added to the cells in each well.
"Maxi mumt control cells received only a dilution of
DMSO whereas the "m ni nun' controls received a

Y - 7N~ " - . a Y T T T
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| C50 versus PDGFRb tyrosine kinase in the range, for
exanple, 0.1 nM- 5 mMMt Test (b):- 1C50 versus
W@ b3 pe39Tyr 751 formation in PDGFRb in the ranper/GBee07/000734
_exanple, 0.1 nM- 1 nM Test (C@lC’SO ver sus _
known mﬁh@g% e 2ttgr A1 HE. the pristoptasesser RIS amessage packel offagiuitable
exanple, 0.1 iiM- 5 mMM whilst those conpounds havi ng
type based omthetegallasst in/ehid axlimipie io isyasauohédsihtytha ¢ra medsagemcRBGHIL
receptor famly of tyrosine kinases have an | C50

adopt a foreHa$ W61 PERERPEndiNg B peddteinThéd saﬁ cl3s KB the ntiRBer FH@Esible
for exanple, 100 nMto greater than 5 MM Test (d):-

tag classds (R Fig.;@%d %ﬁ?sgt’%ta?‘aﬁa&@ﬁ%@en%‘éﬁgﬂég? 6?%}%5‘ I'i{ég%%'ﬂ‘? system

range, rexanp

informarifR {312 ad{iaaB b (iRt Bpefod SRy B RURER Srmay
range, for exanple, 1-200 ng/kg/day. For_ exanple, the
be aPPfORitﬁt?%dF pRHEC dRtag W@F%éadﬁgem?ﬁéa&q Becketap ppnstifefed
listed in Table I within Exanple 4 possesses activity
accordingly. Thetag(thyssege tracket is ¥9Oded e ths phlogphyaneyriFgorn circuitry
formation in PDGFR b of approximtely 2 nM and
includingathé R¥i dsyillator heé the(adjenwh bind ainsnChed Y@I(sai&r the air interface 112 to
phospho-tyrosine formation in KDR of approximtely 0.2
areader T8 For exanpl e, the quinoline conpound disclosed as
the seventh Conpound listed in Table I within Exanple
4 possesses activity in Test (b) with an I C50 versus
phospho-Tyr 751 formation in PDGFR b of approximtely 2

d activity in Test (c) with an | C50 versus
A3 .25 et Brerak i PROSRE Y BEERORE it pogesary to
0,75 mM For exanple, the quinoline conpound discl| osed
convert itfgorn gaalpgug foydigifal £ormaEh nplkmécPRIOE RSO qfqﬁ%&ﬂaéen the uilds 2
Exanpl e 4 possesses activity in Test (b) with an |1 C50
reader netverrk usspphssstypopaoke/ (61 a genaraltreater natwRDGHRkcodf similar
approximately 5 nM and activity in Test (c) wth an
constructioa Q032451 GuenbOS RhOrdaliéranifRe fdrafaiBiiseidn iofettBRr&ider network
greater than 2 MM For exanple, the quinoline conpound

to the ap;?ic%ﬁc%rﬁ?ﬁﬂoﬁﬁe EBrd1 kErtrceSIoN! Foﬁﬁﬁ%ﬁﬁﬁgﬁrééa@éjtﬂ(e Ec)aéﬁ%pltl%s

I n Exanpl e 4 possesses activity I'n Test

I versu hospho- Tyr/51 f iy in R Rb,, of
the approffyte 2k B R RIS Gt (1s74rd0e Doyl irindy
. 1 C0 versus phospho-tyrosine formation i n KDR of

embodimgRidaeQrposajey Ahoiaggresrgs Pé?@%?ﬁ'g%‘f eIt ot g Shersat

di sclosed as the thirty seventh Conpound listed in
network spags e reagiet hetioEsuargskge packoiodbsepligaionprograpninpeserdance

(b) with an |1 C50 versus phospho-Tyr751 formation in
with the reider Rbtwafrk dpgkbore smbhmluyiciflornpdotorpt] activity in Test

(c) with an 1 C50 versus phospho-tyrosine formation in

KDR of greater than 2 mM For exanple, the quinoline

compound di scl osed as the forty ninth Conpound |isted

FHR R e A OB AT PR P
s v TR BRI B PSR e B o

of about 1 mM_ For exanple, the quinoline conpound
programmggds dhe yaey dgEngtie datp cary by pither indsnprsisntio] the peepheral fanstien(s)

I wthin Exanple 4 possesses activity in Test (b) with
or for cordrelingS@evemsers ageotspif dheTyariphieral ssmigion mepontirDBERONST

approximately 5 nM and activity in Test (c) wth an

| C50 versus phospho-tyrosine formation in KDR of

greater than 2 MM For exanple, the quinoline conpound

di scl osed as the third Conpound listed in Table |1

wi thin Exanple 5 possessda®-activity in Test (b) with

an |1 C50 versus phospho-Tyr751 formation in PDGFRb of

approximately 3 nM and activity in Test (c) wth an

| C50 versus phospho-tyrosine formation in KDR of

approximately 0.7 nmM For exanple, the quinoline

conmpound di scl osed as the fifty sixth Conpound |isted

p— o o,
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qui noline derivative of the Formula |, or a

phar maceutical | y-acceptabl e salt thereof, as defined
whegogiosdsad ore. Ot her suitable cell proliferatiRer/GB2007/000734

di sorders include non-malignant disorders such as
Ipsusedanyesahadinerie peaides emorscelhpl @ings hdieconeln sk athd

restenosis, for exanple in the process of restenosis

versatile taghsadm enmniumidxaiohoprotan] icagbiesd fiscalablclieploynent ®@rsupport a
by- pass surgery), fibrotic diseases (for exanple

wide ran#d SiNRyrehi MdOmhEe apsIRAtibks. AtthOOPhStimb URBoHINASHE AR here
mul ticystic renal dyspl asia), glonerul onephritis,

. . . Vo ol , .
schiove 1HBP A UBERSRL i RO vl AR o n K S o
bowel disease), nultiple sclerosis, psoriasis,
hypersensitivity reactions of the skin, allergic
ast hmp, i.nsulin-dependent di abetes,  diabetic ) .
Theseiskilsdtin yhetwal{ apseqiate thah whilp HieHforosaimedins deyribed sdat is
. states associated with angi ogenesis and/or vascul ar
considergskip ipe dlé bést ynodaehdidweherd apprepraatg lodher nivales nfipaforatingsther
pat hol ogi cal angi ogenesi s seen in diabetic
invention, €id inegaionshowd elot BSlimited anhe kpecifitecondiicniadioas iukd intihsds
at heroma, Kaposi's sarcoma and haemangi oma. Accordi ng

disclosedif this Ells‘zlfc&‘ilﬁﬁf)n 35 AR PreRfred BBbOINMERAL IBIDst BENEd ISthR bRV fled

a quinoline derivative of the Formula I, or a
. - i . | . f
S T e L N

. of .those nmours which .are sensitive to inhibition of
remote iR AR ATD AL L PP ORS00 Sisie e Bcpbepay e a
i receptor. tyrosine kinase) that are involved in the
wide rangg @ﬁgq)dlﬁngmg)g ly@fhogﬁdcgplagpg fan & ipeemive gongspt as defined in the
proliferation, survival, invasiveness and mgratory
appendecadiainist Yoo xdrupieuthe cetehBon Wasepplcatigns m &l foantdrexf asset
feature of this aspect of the invention there is

manageni®he) pefbealtthighadeedt] suppltdHag] maghgdichivaid precdt cériimdl
Formula | or a pharmaceutically-acceptable salt
. 3 . . s
DD e O e b R S R e
andoﬂmPf t hose tunours which are sensitive to inhibition of
PDGF receptor enzynes (such as PDGFa and/ or PDGFb
receptor tyrosine kinase) that are involved in the
signal transduction steps which lead to the
proliferation, survival, invasiveness and m gratory
ability of tunour cells. According to a further
feature of this aspect of the invention there is
provided a nethod for the treatnment (or prevention) of
a war m bl ooded ani mal having tunmours which are
sensitive to inhibition of PDG- receptor enzynes (such
as PDGFa and/ or PDGFb receptor tyrosine kinase) that
are involved in the signal transduction steps which
lead to the proliferation, survival, invasiveness and
mgratory ability of tunour cells which conprises
adm nistering to said aninal an effective anobunt of a
qui noline derivative of the Formula I5 or a
pharmaceuti cal |l y-acceptable salt thereof, as defined
her ei nbefore. According to a further aspect of the
invention there is provided a quinoline derivative of
the Formula | or a pharmaceutically-acceptable salt
t hereof, as defined hereinbefore for use in providing
a PDG- receptor enzyne inhibitory effect (such as a
PDGFa and/ or PDGFb receptor-tyrosine kinase inhibitory
effect). According to a fagther feature of this aspect
of the invention there is provided the use of a
gui noline derivative of the Fornula I, or a
pharmaceuti cal |l y-acceptabl e salt thereof, as defined
herei nbefore in the manufacture of a nedicanment for
use in providing a PDG- receptor enzyne inhibitory
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conprising a quinoline derivative of the formula I as
defi ned herei nbefore, an anti angi ogeni c agent as
waledorned3her ei nbef ore and an anti-invasi on agepcT/@82007/000734
defi ned herei nbefore for the conjoint treatnent of
CLAIM:cancer. In any of the conjoint treatnents of cancer
descri bed herei nbefore, a bi sphosphonate conpound may
optionally al so be present. Bi sphosphonate conpounds
1. Aar stide plenspdmler domose i eni REMD wesvdrk adongirzinga paidpenddrs and

regul.atin tal cation (especially calciu
networkef)y BAAS PES T Fo RS TP B aoRo R el R vy fraponder
Conmﬁgﬁgcordingly, bi sphosphonates are useful in the
prevention or treatnment of diseases such as
osteoporosis and osteol yti c bone di sease, for exanple
trasengssaedfoptti’s | esi ons that may occur with netastatic
cancers such as renal, thyroid and |ung cancers, in
[ . W d prostate cancers. Suitable
ag‘?fg%g%gfbﬁéﬁég%%?ﬁ%g Pl udroni ¢ acid, ibandronic
acid, incadronic acid, risedronic acid, zoledronic
a powe, supplydr oni ¢ aci d, neridronic acid, pam dronic acid
and al endroni c acid. Although the conpounds of the

ormul.a | ar rimarily of valye as therapeutic agents
BGFRE PR BRBUaE oL (PhEPIRR AR i e e packe
correspordfify 3 S uaﬁgidﬁhemﬁ@wsrwhichl fhel BENAbEAELrt Belb MY iald ©th8s of
effects of PDGF receptor tyrosine kinase enzynes.
transpondpiiy deinghene afea wdenlity aé phiasseracasthogharagterstedntinragpedtorof the
contgurfff o B ISHEARTD R0 bS] oot SRR cheone
further cdnipteet efnsMdabtedawitgudd ihl&tsiﬂrrﬂése%ei packdienfipdicavdnlie message
. Exanmpl es in mhich,n%enerally g Qi operations were
packet iscamessage Hom atragmangat andapardigatien ofjthe clapy, of franspepde from
which thd iR Mg S0C, WE R 2 BRP BRI S Bhoifie to e
message packpt stmaiid ofithe transhoatiedtlassder m crowave radi ati on
were perfornmed using an instrunent such as a 'Smth
nt hesi ser. (300 tts). on either the normal qr high
2. AJGERRC GincHrh e PSR e e QA CaTPBABEH At BTC user
defined dRfagR@i t 0 adj ust the m crowave power ouput
automatically in order to maintain the required

tenperature; alternatively an E nrys Optim zer'
3. Anfraspuriee af Al eRY mseredingyclpien, yehegein (the icpntent g&aaresipheral data

A l.ons was followed by thin [ayer
ﬁdd1sﬁé%§%ﬁ%ﬁg§§%%%vﬁﬁ$ﬁ “and/ or anal ytical high pressure
liquid chronmat ography (HPLC); the reaction tinmes that
4, Aatrgnsponvien aara mot preedisgaclahy wheein the nidnspdider n@ldpeises an
(iv) when necessary, organic solutions were dried over
external yg B8 gEresTaRAP e NfpHarae iEick PinsrpRgigIo e trpesronder,

Withoutp?@%i‘ﬁrhﬁﬁjngoﬂﬁ a3bddRf yhigmoval of residual solids by

filtration, evaporations were carried out by rotary
evaporation in vacuo, (v) yields, where present, are

5. Anlganspersiss sarinl §nyt hé cleasas nurie & tvalianeib| the teamdpautien comprises a

necessary, reactigns wmere repeated. jf a |larger.amunt .
programsFE FREHE cobBRE L AR R PR ARG Thehe ey Phdts i Beidpr unie
the structures of the end-products of the Formula I
6. Aveinepdidef ad fieghybyrebedih@ alaiPERGEINCthE @20§NAEr (MM Rises two or
and/ or mass spectral techniques; electrospray mass

more periphaigt deyices SPRDPUBREG 0B PRINELIOL & UNEK Attt eengel-ng a

- VWaters ZNMD or Waters ZQ LC/ mass spectroneter acquiring

both positive and negative ion data, generally, only
ions relating to the parent structure are reported,
proton NMR (1H NMR) chemiogal shift val ues were
measured on the delta scale, for exanple using a
Bruker Spectrospin DPX300 spectroneter operating at a
field strength of 300 MHz; the foll ow ng abbreviations
have been used: s, singlet; d, doublet; t, triplet; q,
quartet; m nultiplet; br, broad; (vii) unless stated
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Exanpl e 3
i V-(3-nethyl-1,2,4-oxadi azol -5-yl)-2-[4-(6, 7-di met hoxy
W@ 00m099389 4- yl oxy) phenyl ] acet am de Oxal yl chl op¢THEBE@®7500734
m) was added dropwise to a stirred suspension of
7. Axringpergler aglimenshpsepefling glaim, wherenijip grapparden eempdses two or
acid (0.2 in chlo or m ) _.at_ anbjent . X
more s cyd Bophu o hi ol el PR ST Jecapign sensor
movement@ah®d, 4 Qibi@idneni@l a 3BsiidsENeS; a ThagnBiiX béHsr; Waforce sensor; a
. evaporated to | eave )
strain sensor; A-TOB SIS KB AHBSSTHIS BT h2 FANCH R§DSp; @ﬁgth‘:la@/@p)gf mechanical
) i ) i d- | ; : . . .
sensor; a Sl lcha@, Fpfhirogt A0 BB Rehr o bigBRMs sepgpn o proxinity
sensor; had ity semsol;ur posityrdedsanea (i ght28fksonl ndweiser aditkde aypes dheensors.
reaction mxture was stirred at anbient tenperature
for 16 hours. The solvent was evaporated. and i he
8. Artéaélisla‘ﬁfé{é&é%mp?}?lin% il:e%fi‘?fﬁmp‘ihs PEPSROPGE GPBIRESES F"’n%aﬁ a movement
sensor anM@lt@hper Kh@rra' reversed- phase colum (5 mcrons
silica, 30 nmdianeter, 250 mmlength) that was el uted
W th decreasingly polar mxtures of water (containing
9. Agrapspaidepas iinthe sraenatdieren dheeaspender cpaprseset deast a tamper
obtained the title conpound (0.053 Qg);
sensor an%%hﬁﬁ%/%@%ﬁ 2.26 (s, 3H), 3.86 (s, 2H), 3.92 (s,
3H),3.95 (s, 3H), 6.46 (d, IH), 7.24 (d, 2H), 7.4 (s,
10.  Altednspondéd af dn cRidh, 1, Avd@eifisthe lttdhspodddBedmipridekl)at 1dakt 2 Aocation
éPr S, IF%; Mass %ﬁectrun1h%kﬁ 421 . The
Sensor, a -Oé{ﬁ’inﬁ%t-%-sr?étaﬂ‘iﬁﬁ IPETHIERSEHT%z0l e used as a starting
mat eri al was prepared as follows :- 5 A mi xture of
11.  AG8APBhAR &XidRn{ drededilg 3N MR 1A GE dsmiR circuitry is
anhydride was stirred and heated to 150C for 1 hour.
arranged Thepsyk gt Prsroniasreed dhellowingahgsst 39 enPiidiz, pellgieito 3 MHz;

titd 0 tween. di et ther-.and water. The
3MHZt°%a¥ﬁCZ’ Wﬂtﬁ? %%h%’é‘%é{{%t%%é} Qrated sol ution of

sodi um bi car bonate, dried over magnesi um sul phate and
12. Aewappbadeedas Theny estebdilg eldimWadhettis tthe | tethstid®n circuitry is
reduced pressure. There was thus obtai ned
arranged 40 GRFIRHA Sl50RG PILHIOBT Bfethyiie 142 KHaxddioh ME: 483aMHz; 463
MHz; 86@%\&}1%%1%/[9%;595%% 2,45 € Ha 8 %Pffﬁm 3H. A mxture
of 'tHe material so obtained and a met hanol i c
ammni a solution (30 M) was stirred at anbi ent
13.  Atmecthed of ganeratiog a tGnspmdsr mEdsegs msum REIRX nativetkueanwisgng active

oncentrated, The solid so _obtained. was recrystallised
tranSp(mC% % %&lei% rgng%ea Bty ?mﬁ%q%ecox’iﬁ’éjsﬂgus obt ai ned t he
required starting material (1.28 g); 1HNVR : (CDd 3)
prévidiind 8 plhudiity oF tdasddaters andHllocdthgEe BRh&oAdYSiig HBdefined
anal ogous procedure to_that described in Exanple 1,
classes baspdon psnesisrof aeepher g kenliguraenscol iy ttangpendetsact ed wit h
the appropriate anine to give the conpounds descri bed
e & ettt RO AT e b ke R gl Bl Yodotined
class of tiisporgiet Xtcdr that eachwdrthe glyrhlity eofqatdefined mdnshendenclassgs Yas a

ol ar mi xtures of water (caontaining 0.2% a nj um
predsternfine SHstasy R eta%fBiCBHFt%ﬁ?réy%foemﬁgmnflzgwﬁtgﬁofl peripherals of
transpond@F i@t Ss$t at ed, each anine was a commercially

aval | abl e materi al . APPARATUSAND METHCODS FOR
ELECTROVAGNETI C | DENTI FI CATI ON TECHNI CAL FI ELD Thi s
buiildingh o imessagsl packst based|cacsaidwstghieshed nageagei foimatt it message
. tens, . for .ex le of a type conmmonly referred to as
packet inpliding 1 ingiaiel Hhmvorder ds.el BsCAPbptyeeo s Mbmioped the
for use in RFID systens and net hods for operating-:such
systens and devices. In-particular, enbodinents of the
invention relate to active transponder tags, networked
reader devices, and nessagi ng protocols suitable for
comuni cations over the wireless interface between
such tags and readers. BACKGROUND RFI D apparatus are a
type of automatic identification systemand, as such,
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nmessage packet format for nessage packets sent by a
transponder to a reader unit in an RFID network,
W@ wpnIsBNg: a nessage packet type field indi ceCT/682G0M000734
message i s a transponder nessage; a transponder c|ass
class of th¢ trhespondirdean mdich the arespagsdsiginatess 8nd prmeamprapairhespl data
& of predefined transponder classes to which the
elds. i . :
transponder belongs; a plurality of peripheral data
fields and, optionally, a user data field according to
14.  Aanghedlad innddmniss sageid themdssdgerpatine imdlades uk@ datd fidldt he
transponder bel ongs. Preferably, their transponder

nmessage for. .nu C rises a further_ field for u
15, AQRAPALE! B Ehat o Cheren U dobtsnd pi/pgonsrel fipta el may be
defined aPRGitlih PRt by R ansponder nessage format conprises a
further field selected fromone or nore of: a tag ID
field; a network information field; and an error

16.  Acwethedt o held. claims 13 daske ntesreineds agethp rfirgtheggmprises

oo RS S55F 1502 BaRE i bt OSRRATLe AR Bnion of

the transpd@d €Y, dhd@ser daatthefradppeddr, Bf mbdis dlhesentminting hitéréite.
there is provided a set of transponder nessage fornats
for use i.n an RFI D network the,33£ of nessage formats

17. AceriBpflseiB:ang 9 casi iy too b, neaigdh Grpsaadgaggmprises two or
more per’ 15, ShiNRad S4ABBRANGETs bYRABsr &lddthel fx‘l@b&gé ;ﬁﬁglcétrﬁﬁcludes a
ssage Is a transponder nessage, and a transponder
corresporalipgssurhibel of peripltird alpiarfipldshe cl ass of transponder from
whi ch the nessage origi nates, and wherein a nessage

for has a diff.eregt edet erm ned peri.pheral . dat a .
1. AREE af el adish 3P Ben U L R B iR proratity
of periph&raP§ehsbris QY e £BsshfEpdPRESiAdIRAE 4 BhriddbesdinEpRAItRBI Yeripheral
each nessage format of the plurality of nessage
data fields.or mat s has different predeterm ned peripheral data
field configuration in dependence on the transponder
19. ACh38%a & & ﬁl&?%k%lﬁﬁb oy PRSIy ,h ei@%@nfe%@alggspa?ﬁet 'éxcludes a
nessage for conprise a plurality of senSor fields
transpondeaddentior fiddr ryi ng data froma different type of sensor
on a multi-functional transponder. According to
anot her aspect aof  t.he sent inventjon, there j
20, ASTEROGeH 5 ARAArC IRt L abat SHBIC GHS BisitAEenGelyies an error
checking fRidvor k message conprising a transponder data field
for content froma transponder nessage, wherein

substantially the entirety of transponder nessage is
21.  Ajmelbpgaes an el o whcterhinsgdaié ong mcaiequ@p@ra@pnttg@ transponder
. . Kk | L advant ages and novel
t1ansm1ts?1§g%é%sgqgé%?%%t@%\%gtcﬁg%o\% Il be set forth in part in
t he description which follows, and in part will becone
22. Aapghodnd intdaitn s evhekdin saddl ciiteribh eomptisas peseipghod ainassagerfrom a
of the follow ng and acconpanyi ng drawi ngs or nmay be
reader reqUesinedTespORE LNt €8 URSRWESY nvent i on. BRI EF
DESCRI PTI ON OF THE DRAW NGS For a better understandi ng
23.  AOhcfhBg RI&SQRM D1V EREIAN s/ EriRdiduOcfWidkh @ SRIGeRied elay
carried into effect reference will now be nade, by way
from recegift ofaamgrsageoindy a reaslet.he acconpanyi ng drawi ngs, in
whi ch: Figure 1 shows an exenplary RFID network;
Figure 2.shows. an lary.mesh. network or [ LOR;
24. A##%ﬁ?‘g ag i %t%osf C alplg)élggg Zg)é&hgreel% lélcagtrle |S¥] an 1(1)1%?% 0P %f)érgﬂcm the
transpondwh@dérﬁnmnlgfaﬁtame@m@ﬁﬁmd infer@d.i on; Figure 4 shows a
nmessage packet structure according to an enbodi nent of
the present invention; Figure 5 shows a response
packet structure according to an enbodi nent of the
present invention; Figure3 shows a tag transponder
according to an enbodi ment of the present invention;
Figure 7 shows a general nessage protocol suitable for
use between tags and readers according to the present
i nvention; Figures 8A-8G show a plurality of exenplary
tag nessage packet formats; Figure 9 shows a further
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Tags with novenent and tanper Tags with tanper and
tenperature Tags with GPS and accl eroneter and

w0 200009988 exanpl es and conbi nations are not iPCECH2@7/000734
to be limting and a skilled person will readily

25.  Aapgihediaatie anshef claimsoldstiodd), aieeein ifviiceashpne piode o gperation the
I.ti-peripheral i.nat.i pport ed,
transpon it i MLLREErof AR 8o FEOGRCRE P Vo, “Chr e,
four, five, six or nore sensor types, depending on the
26.  Aapplhodakiinanpof dpipls 13ato 20)svhekdin tiid Sarspemizr érahdieitRPased on a
transcei ver, circuitry 609 is configured to transmt at
frequency B3pwipe Rl ™Miki ch is an unlicensed band in nost
countries. The tags typically also conmply with well
27.  AReMRdRC a3 80d 26T SlvhERAL the MRAhSponBEr KHeb&ves and
enbodi nents "a tag may support transm ssion to the
respondsrie adeessagst fivon k rdagigr sele bmege On81ere Aihe deléqving fypes: get tag

.. proximate to tho indicated, j.n the. ran T )
cate; oy 07 G ftecmp bt Srerelith F uranBigd! RiRRb sot e
reportinge@abtidAgetkBBalann chRripf RYfanredint@ntatiansn t for exanple
at predeterm ned regular intervals, at irregular or
randomintervals, according to predeterm ned tim ng
28.  Astroprepedss messrEedreclRl Seianas fOF meeiasn BACkRIspsnhy @ transponder to a
reader urﬁ'l 00 $ 8P n t@U{kt P&hprifhel N addition, tags may be
programed Fo t7ansnit Fn response to bei ng addressed
by a reader, and in certain enbodinents to transmt
onl y aimessagsonke tye fGud mdenting treanssspgwois @dtdnspbridepmgicage;
when spoken to" configurations). In certain

enbodi nent s t re nd t ead fte Y
or eér Brpradtr ERa B HERERNE §dphiRNRk Juihgn o purality of
predeﬁné@ﬁﬁﬁ?bﬁdﬁrfcﬁﬁse@%mhmﬂe traapsdg HeAgs! ots to a

plurality of tags in the field of a particul ar reader.
Such techni ques have particul ar application in

depl Gyrhenlity ofRespheraldain §Rlde agdaunionaile g, uspidain figld according
. ; . . d
o soredE RO BRAL, AsRSCE RO, QiSO biia stbae,
by a user via the programmng interface 604. Such
29. Aphegsmmdebiestage ifempérasiiowdlan 28 usehpising af wrthew fald| for user
sophisticated renote sensing applications. For exanple
dﬁﬁndﬂ%ﬂ%ﬁgwﬁﬂga@ensors include a tenperature sensor, a tag

can be programmed to send an alert (or regular

30. A eAdiRgRl: infbsERSPRASS he iPIRdet e8dmed t@npeied ur farther field
conditions or a specific_pattern oftenperatures.

As
selected Hrasn Hame exxanept eff atagalP vildldi & neperk Jafrmatons diekh rangnap error
orrectic & gperature sensor may be progranmed to send
¢ tnehég‘rature data when the tag is within a certain
geographic area. I n another enbodi nent, where a tag
31. A sglofdeasponieomedsagecfosmais dor ude ioan RIDpredgodptiedewf nessage
codes .representative of individuals |likely to enpl oy
formats ¢HBPIREPGor . As an another exanple, a tag with a
tenperature sensor, humdity sensor and pressure
sensof f[ﬁéﬂi‘c? CofPHRGHSMBEN O A6 CoRpESHE! £ tHhakFbnabl Yydel field,
t he teﬁpera ure measurenment and thée humdity o
indicatingshe urcesagnts § ahspondar messagepart o ibhgponder olash dield, Mkicating the

rograpgm interface 604 typically.include eed
class of BBoR0R, i IR Ehetoi kol it 1Ot Frefoab® Fmat nas o
different' BRI &SRMhdD ferifheX Heta TRld Po T ALHONNE depérRlchecen tHedransponder
whi ch the user can program aspects of the tag
class frog} whish|the messaps griginaiBout necessarily progranming via
the reader network. In alternative enbodi nents, the
tag programm ng i nterface 604 nmay include an RF
recei ver nodul e capabl e of4operating at a different
frequency to the main RF nodule 609 of the tag (for
exanpl e so called "dual band" tags). In this case it
is possible to programtags, or to re-programthem
renotely, i.e. through the reader network. In general,
any suitable nodul ati on techni que may be used over the
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versatile tag-reader comuni cati ons protocol, capable
of scal abl e depl oynent to support a w de range of
weeorevs3and future applications. At the sane PCTEB2007/000734
enbodi ments descri bed here achi eve high data _
32, At setodghgssageand i sladmolle rveisireintapch wessage fampataisthe glurality of
pewer ., consupption. T b gt atq W : :
MesSage 5 06?’5‘&% %a% ?E{ae%en\?\hﬂeg&t% el%f% (lci)rgg |hﬁ%1h§§tad£1§1(§lri Oéggum%%?n .
dependerice oaahs irhepeaddrelabe t he best node and, where
appropriate, other nodes of perform ng the invention,

the invention should not be |limted to_ the specific .
3. Achet gﬁﬁsag?so%smaﬁan%ét%&swch‘ﬁge&@é ofapepy] (8B Hlds Comprise a
- ot FERAE typd IS G idn! £ehulti-
phudﬂygﬁ%%%gpg??ﬂﬁ?$?E@i%%%ﬁ%gg&?ﬁgﬁﬂ?ﬁgﬁgﬁveg?ion hgs a o
functionditeashanderge of applications in many different types of
renote identification, data and sensor applications,

and .t hat. t he, enbodi nent.s na ake a w de ran of
34, iR B OO HOOE ey PN AR e or i gy gransponder
data fiel§OfdE @PhteAs G hNethspondeh anappey) datbréih alubBantfly the entirety of
exanpl e, the inventjon has applications _in all manner

transpongdr Tagssese ipneaterded nige fepspanderdatiglisie af thedighpml naesaass-
managenent and process control applications in various
fields of operation such as industrial, nedical,
mlitary, home, office and other.CLAM 1. An active
transponder for use in an RFID network conprising
transponders and networ ked reader units for receiving
nmessages fromthe transponders, the transponder
conprising: transmission circuitry; a controller
havi ng access to a nenory; a power supply; wherein the
control l er conprises control code for constructing a
nmessage packet corresponding to a transponder class to
whi ch the transponder bel ongs, said class of
transponders being one of a plurality of classes each
characteri sed by aspects of the configuration of
peri pheral devices of transponders in that class, and
wherein the controller further conprises neans adapted
to include in said nessage packet an indication the
nmessage packet is a nessage froma transponder and an
i ndi cation of the class of transponder from which the
nessage originates, and one or nore peripheral data
fields according to the nessage packet structure of
the transponder class. 2. A transponder as in claiml,
wherei n the nessage packet conprises at |east one user
defined data field. 3. A transponder as in any
preceding claim wherein the content of a periphera
data field is at least partly defined by a user. 4. A
transponder as in any preceding claim wherein the
transponder conprises an external programm ng
i nterface capable of allow ng direct programmi ng of
the transponder, w thout programm ng via a reader
unit. 5. A transponder as in any of clains 1 to 3,
wherei n the transponder conprises a programi ng
i nterface capabl e of allow ng programm ng of the
transponder via a reader unit. 6. A transponder as in
any preceding claim wherein the transponder conprises
two or nore peripheral devices conprising one or nore
of a counter and a sensor.7. A transponder as in any
preceding claim wherein the transponder conprises two
or nore sensors selected fromone or nore of: a
tenperature sensor; a location sensor; a novenent
sensor; a vibration sensops.a Seisnc sensor; a
magnetic sensor; a force sensor; a strain sensor; a
rotary sensor; a pressure sensor; a tanper sensor
anot her type of nechani cal sensor; a chem cal sensor;
a biochem cal; a biological sensor; a bionetric
sensor; a proximty sensor; humdity sensor; a
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