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AM DE DERI VATI VES BEARI NG A CYCLOPROPYLAM NOACARBONYL
SUBSTI TUENT USEFUL AS CYTOKI NE | NHI BI TORS Thi s

WO posobideh rel ates to am de derivatives, or PCT/GB2004/005241
pharmaceutical |l y-acceptabl e salts thereof, which are
useful as inhibitors of cyteHi-ne nedi ated di sease. The
invention also relates to processes for the
manuf &UTRfr QEBTVASAVES ZAPRIACHR rGRFEP PRAFY LAY HOACARBONYL
phar maceut iSVEF TITYERHD SISEF &in S SCOYROAILRE TFHERITPRANI de
derivatives and to their use in therapeutic met hods,

tue of, i.nhibitiopn of cy i ne

e
mefﬁ lﬁe%%re?lHP%é%iétss OriHEI98 HPHETER (o) Aneseilically deseatable salt
ther etom SyIREE R Mseful X@Hﬁﬂb‘?ﬂ& B yidtiHBhiAhRd Qfseggée TRE QENGELR Rlso
of’ cytoki nes such as Tunodr Necrosis
1e1at¢stt9rpeq>q¢a§es dor t]iNﬁ)a,nufaotur@Gd‘aimﬂ zﬁnﬂibllaanvan&s \:ta iphamsaceutical
ers of.the ter n(ehe nafter |L) fam|y,
compRgfIRgR i s it S toabels s ghsFaprrsciistheds, for
exanf}fé | b%’ @ﬁ’tu\é%?nﬁflblftlaﬁ off BYEkhé ﬁﬁdi’éﬂte%d difgspiseful in the
treat ment of diseases or nedical conditions in which
exthssinde derivatirets |dma1aséd mythe ktenas mmnuoﬁ arefiahibéxanfltiee
excessi ve producti Fa or_|IL-I s known that
prodi et RIS sbqu%fqﬂ% s ez A (haeipeber T, SrseRple
t [ I _ )
TNE N, PP STUfy RRERER (AP ) AR ke 111, 16
and Thed.i Aventdinglyithe ampder deaivhtives of ilecaasention witldicastful in the treatment of
di condi ti gns such as. i nfl ammati on and |nnunoregulat|on
diseqsgy Oréxeaﬁﬁsl QOW%NP%%\W liigh pxqgs8i ¥ prednctionnticytokigs preurhdor |
exan % L:x %ﬁiu @lge Johﬂ%ho%ac?fc’l% W‘I'LCP it B?Ad/neﬁlge jt&(mes ar%ploduced by a

ontri sease S

widel \mhb@l’ﬁf&telbs“ Stchngd n&hioeytgﬂ iﬁlddh@@@pﬁﬁie@iﬂdi that they %we rise to a variety
cyt oki ne-induced toxicity. is also known t in

of pl?délrai%ilq@l é’fé“mtwarchsay%b@wed tereapm&an& lilldhsep?ee@eﬂ@hcaé genditions
e TE LAy M MO L e b

implicaRH i€ ﬂie&féllls[glaflﬂxb c@%ﬁﬂ@l&fﬁmhﬁh&l%@@i ueédr@fibute to the pathology of
of p héSl ol ogi cal | y-active eicosanoi ds such as the

dlsee@@ 8l aguc&w, infampatare akbaliargin discaseh end cytakinatindigedfoxicity. It is

eoI Suc
oo Kl B 3T Eer i BB RS Y PR U ES s prspeiges he
prod@tRNIfetHey c?tbkméb aidhcarg 1of], T- hel per cells, the
activation of osteoclast activity Ieadlng to the

r eé\bnfpmab kevels of aiiokings haveelsothegnlimplientebi, fexampleatbe
carti

prod R R PP et it Shnsi A S roedlgbasedpukoriencs

the sfiriRkibA @ tiRM8leadeSdT REtkbIONE BhAythel Sud R dotia %&ﬂsé fhd é@ﬁvaﬁon of the
production and devel opnment of di sease stafes such

immuuef Jyatemafareyample byl tengationdifsebelper, cellorthe xcamatlen of osteoclast
tion of

oints (especially rheu
cotv i AR 2 PP A Aol B0 om G RERRARS thprejeoelycans
from! 1@ e@@Rple Oéaﬁ*ttilﬁgé 'tﬁ@&tnﬁﬁl@t‘i’dn (gfec%ﬂ%%l?f*efaYmh Rhd Wﬁ@eﬁesm
bowel di sease, ulcerative colitis, Crohn's

Cytokines are also believed to be implicated in the production and development of
disease states such as inflammatory and allergic diseases, for example inflammation of the
joints (especially rheumatoid arthritis, osteoarthritis and gout), inflammation of the
gastrointestinal tract (especially inflammatory bowel disease, ulcerative colitis, Crohn’s
disease and gastritis), skin disease (especially psoriasis, eczema and dermatitis) and

respiratory disease (especially asthma, bronchitis, allergic rhinitis, chronic obstructive
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di sease and gastritis), skin disease (especially
psoriasis, eczena and dermatitis) and respiratory
wale@sacl6 especi al |y asthma, bronchitis, allerBtT/GB2004/005241
rhinitis, chronic obstructivepul nonary di sease and
adult respiratory distress synadrone), and in the
production and devel opnent of various cardi ovascul ar
pulmandly dekederaad agely kapirstoSodistedss spizbmag af@RO®S htodachesadid
failure, acute heart failure, myocardial infarction,
devehop@eanfmlpgﬁcagdlog@qqg}abgl@d @qr@hrp@aspulaq@@@,rders such as congestive heart
fallurlgg%élg tlgega?tlofﬁ llfuﬁjp 1|31a(t)c,ea|rc\?/%lsc alreo%rarﬁe&ng}m%ﬂogl B%the%srcf%rcﬁic plaques,
hypelrtaﬁstcﬁlnpmeﬁetaﬁ@e@aﬁdmb@glﬂé SHBRE W fudioh e MRy, V@é’&ﬁilarﬁlgﬁry including
exanpl e, various disorders of bone net abol i sm such
restemtsamﬁmeaﬁh@ral(Yaseularddlﬁﬁgscs anil| fer exanplesanenppiaersats of bone
teo 05|s i S as one, net ast
metaf 57 R 3 o ear AT ELpRuthE BRG wRRBEb BB S pprosis). Pagers
disea8S beAP RlcBSiaSesANfh P&l dafhd) hivhdrParafRfbiliRg, 8RBQCIBdsis, osteoperosis
changes i n bone netabol i sm whi ch nmay acconpany
and petiedoniitisi ahdethe hbiarive! ehadgessindoag titstabolism vhidewsy gecompany

sheug R R B PR NSy Easi R e Dk R SRS baf g apen

implidada & m\él:lifaﬁhg bél{a?l? Eélﬁﬁ‘l%aﬁHﬂshoﬁﬁc%ﬁptf@@aP ar_%ﬂ&cxlﬁral infections such
septic shock and toxic shock syndrome and in nediating

as endefox i shodo rsp}bth:szhpclomgi t@fucshsclsumgwye ard innjedistingueshiaims

urotr I schaem ¢ Excess; ve ¢ to i ne .
Compglrcatmﬁafm e 26 TR PR PP AR R e, Bxcessive
l&ﬂ‘@}?{%ﬂ@&idn%s b6 &Y RAARERAN ﬁ{edié'nﬁg dp @)@acbfb\éﬁhg’ tHddHevelopment of
cartilage or mnuscle resorption, pulnfonary fibrosis,
dlseasctsrlnt?rdgng cartdagel orfmusclBgeorptidne pobedraxy ﬁblfoengncdnhosls renal fibrosis,
rtai roni c. diseases such s na t dlse se an

the o G 8&5"$ I ATHRINGEFIn @ﬁa;essw A0 FEY Eﬂ"i‘ jseasérﬁn fPquired immune
deﬁc%ﬁ%E}Hﬂ%M@ RBPPAREY c dbSRRSCe phihiBRIALy 1i5RS | ARSIV Eness and
neta tas’s and nultiple scler03|s Excessi ve
tumouy tnelaistasis pnd dudtiple sclbasis a Ex oesbive wyiokplei jraduwtion hapasmbeen
Evi i(ience of the central role played by TNFain the cell
lnﬂﬂg?@ gt P#Ag cascade which gives rise to rheumatoid
ar i t gi
o e o R R ORI e P e et P EAsade which gives
rise td %nmmid Brthtitis s ll’rcmdethlby thie efRerayit cimocpt sdB5 of 3dtibodies of

TNFch Thusll§%éf>1 k| nes étaB h aslTOI\IFagn | L-1 are bg@ié— 134

di
PRAY gg’@%gﬁﬁ?% C’@LIF& QﬁHjH_f | 9ftSelibG queriHﬁ)Xthé%t r1]f(1je/71(1)artors ofa

expect tion e production o
consﬁfelfabtetranga‘ oftdigeaeesayt] akddivas cmndlﬂloﬂse Agfcotdangdy ittis expettad that

| axis, control or treatnment of such es and
mhlbﬁm %fﬁhe PradlsqnoRfendiay effest Oéxﬁhﬁﬁ GEekBes; Y OLg? alefitwé the

propl%’]%)gg A&6bI pﬁttfe\éﬁﬁenlq ?&lcﬂ%ﬁ&a#& aﬂmﬁ%meﬁ'iﬁ%f@ Jidhgent i on

gsses arnacol ogi cal Ivity on y virtue of

anwethbeckishihgao siplgltkatbhodmle dativaives d&slosd:d inithe present invention
believed that the am de derivatives inhibit the

possespsgipEmaoigaiet peibdtyply by viswe of an affpdioniagwngls biolpgical process, it
is beﬁé’Ve}ﬂ 'fﬁat QI%eSalﬁ dd %%ﬁVatR%glrhlJn?&l% ’eff%%t@ SF Wéﬁn@&\’%nﬁ% of inhibition of

i ne suppressive
the enzyme p38 kinase. p38 kinase, otherwise known as cytokine suppressive binding protein

(hereinafter CSBP) and reactivating kinase (hereinafter RK), is a member of the mitogen-
activated protein (hereinafter MAP) kinase family of enzymes which is known to be activated
by physiological stress such as that induced by ionising radiation, cytotoxic agents, and toxins,

for example endotoxins such as bacterial lipopolysaccharide, and by a variety of agents such
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(hereinafter CSBP) and reactivating ki nase
(hereinafter RK), is a nenber of the mtogenactivated
w@e@sos1a6y her ei nafter MAP) ki nase fam |y of enegmes2004/005241
which is known to be activated by physiol ogi cal stress
such as that induced by ionk8i-ng radiation, cytotoxic
agents, and toxins, for exanple endotoxins such as
as thB agibRiba|fol é)ﬁﬁﬂﬂ’é Y‘NF&%H@T]I (ﬂe,lt RN ¢ tgﬁlg kBlaYe }3{08 horylates
agent s suchas the cyt oki nes, for exanp TNFaan P_
certajrg mitlgcdlhmrazthmts i dee nwb’eplhmﬁmmasgddatoésnzymmmlsmps Whlch leads

B A R R TR T NI —
p38 l@hé’s%%(f@@@én&e@ﬁ@e@ﬁ?l@ﬁrﬁ %’éin the?y}té?éﬂ‘%%%()@ul 1/285-37, p38 kinase is

TNFaand | L-1. Known Tnhi ors rase ‘have béen
knownswl ee(mm isnfolEap Jdﬂxﬁad asTpBR0. arldgt38ft s . 2000, 10(1),

38 kinase is known to exist in isoforns
i dElPﬁ ?m}d@dieagatp@s sisglogedyinghe present Aveation ate iphibitois of the
I I It
plodﬁ’(lﬁﬁ)‘ﬁ 0‘?%2@1{{11{38 trs] fgcﬁf’%%ﬁ %121%@8{: T'%PPN BLE d”JAhQus 1?1 C%lé?l{\lél? in
partmﬂar'IIINFh and vari ous interleukins, in partl cuI ar IL-1.
is known fromthe International Patent %EI i cation

V\dt sowrosmomihe nderpatignal Batentd nidicpijan MR 80/Q7280 that certain amide
t TNF,
s s B UG B R AR BUD ol

mterkeolmpmu@ds of ﬂquﬁCY@Ied) b@hydmrﬂs (SN 4yeiobRtyhaX$ RediAR MBI ODenzamido)-
et hyl benzani de (Conparat or Conpound X). There is no
4- me&hyglgqnggrmd@ (Camparasordsuwppand X0f an am de derivative

the% p05| chﬁsq%ghftﬁgzsodg)é{ﬁ ratlr})qgﬁell ﬁy?elhvg ‘S’%I‘“bc?’rgea%\téa

cycldpeotslamdivodbsid)] blitRtinsHCh (EOIPON6S 0 PAS eHFal BOhEMYIphenyl core.
cytokine inhibitory activity and have desirable

We hét:‘? pow dgungk thet quels corspesysly pessessypotencatok e inmhitorpackyity and have
ggp 2004/ 071440 has di scl osed am de
desir e?:a{:/tatl ‘}Qﬁ at bear a cycl oal kyl am nocar bonyl

S Lﬁlﬂiséquéﬁﬂy Iﬁtenﬁd’ﬂ@nﬁ -FR@s Wip@RcaontWe) B@aL07ak40 has disclosed amide
6- met hyl phenyl core. However, this application

derivaityes|thaidsan Eh@)@i%lﬂwlal@agwb@b’&rﬁduﬁﬂ@nt #tie &ipasitihe of the central

t1d titut
el ARl ek o he b kSt M Brarpindp et
whertig th QYAzdeckid: & ANRELDutbD K ithel stbbtduled Biniho Yaapei n
Qa i s phenyl or heteroaryl, and Qa may optional |y bear

1 Apcopding ks thetpuesanisineition tlede fsrroavidydin osypotmsl afgbnBormula I
trifluoronet hyk cyano, am no (1- Oalkyl,
(1- ©al koxy,

(2 6C) al kenyl {2 6C) aI ky
-6C) al ky ,- C) a kyl ] am no and
- 6C) al ko R7—at\e each independently
dr ogen : @

sel ected from ), (2-6C)al kenyl and

_<]

Ir=

wherein

Q. is phenyl or heteroaryl, and Q, may optionally bear 1 or 2 substituents selected from
hydroxy, halogeno, trifluoromethyl, cyano, amino, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl,
(1-6C)alkoxy, (1-6C)alkylamino, di-[(1-6C)alkyl]amino and (1-6C)alkoxycarbonyl;
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(2-6C) al kynyl; and Qo is phenyl, heteroaryl or

heterocyclyl, and Qo nay optionally bear 1 or 2
waemsst4eent s sel ect ed from hydroxy, hal ogeno, PCT/6B2004/005241

O al kyl, (2-6C)al kenyl, (2-6C) al kynyl,

(3-6C) cycl oal kyl, (3-6C)cyclgpal kyl -(1-6C)al kyl, (I-

O al koxy, (3- 6C) cycl oal koxy

R, an%l:ﬁ' gg %Xﬁ Olgi'y% o nﬁg Fg @(}F’Bg% yd‘ﬁ%r Pcar alk?llll,’(2-6C)alkenyl and

(2-6Q)hINyrdil;-dndl - 6C) al kyI ] car bamoyl, (2-6C)al kanoyl, amn no,
(1-6C) al kyl am no, yﬁ; -6C aI kyl ] am no,
Qpis ph¢rrygéwtf,1cqarylgm)hgtep@qyc yeare Gdoymayl 013@)13]1]@«[& 1 or 2 substituents

e BB i P 020 A2 o

(3- 6c?¢yc(g%§lg?%ﬁdgg? ch@amyl Ql{ép%gla 1‘®d|:éaanxrx{oaC%@ JckybhiRbRy,

(3- 6@@01&%1—[011-6@?2111{0){5& Cab63), al%@aih(bman’myjfl N-(1-6C)alkylcarbamoyl,
I
NN b ef eI RO R dm e 160 Ay % e

A A B i e g Sl

1- 6@51&%0%0&1@@al@:lyk';)améﬂd’-\(le)aﬁ{yﬂlﬁﬂ-Eﬁ@’)ﬂ?lﬁy]‘amll&{) -Clab Oy,
t

11D O -So bt )3y BB ed R BIILRORT, cyano.

(1- 6(25%918&1%1%1}}@%@%15%1}(11}9 N- EIQS@ lﬂ§7f§{1lpk{a ad3f) al kyl ami no

N,N-@ib@ 1 GagklisapihayroataspBadl)eydadikyltdiphient;. According to
a further aspect of present invention there is

“and Wirewn dexdofathe ewstitiedtsom Qher @odefiried herejithsfa iwhagh gagnprise a CH,

rimdiny azin

groupbxy}qc a&@t%fleddfér%ca&omméﬁf lp&{-g Q,upogglfch 1S gfached to a carbon atom
may c?ff{@g& F‘%? bi eﬁgl &4 g%f e, I%?cl 9$Qr nidre @@sﬂhﬁ}ﬂs s@fdgted from

aré-ea h I ndependent |
hydrcS@L €ehe, Chnﬁlho,mltﬁ@amgbml qC)akCx gl (Ry&C)al((QLaﬁm)camda nyl and
2-6C) al kynyl; and Qo is phenyl, heteroaryl or
di- (hé@l@#lﬁ’&?&m and Qb may optionally bear 1 or 2

ora pﬁ})ﬂgﬁ%ﬁe[ﬁf&n@s&égﬁt?ﬁé ed {h&%g}" g%sglloixnyral ogeno, (I-

Accof cﬁn@@ CHethephdpytt,of @&s@ﬁ)my@itmaltlh@yé is(preGi@dh kyinpound of the
(1-60) al koxy, (3-6C)cycl oal koxy,
FOfm(u@- &§8l oal kyl - (I - 6C) al koxy, carboxy,

o R SFL Sl e Y SRy oy o
ansflpBE AL Ao Bial i 20 ooy

R, arld R4z} a&dhqn&epe(lﬂent@)salelcgeﬂ frcmyhydmgdn- 61C§€1bdﬂy§ﬂ (2-6C)alkenyl and
0 6C)alk"yny1( LndGC) al kyl, (1-6C)al kyl am no-(I|-6C)al kyl,

Qy is phenyl, heteroaryl or heterocyclyl, and Q, may optionally bear 1 or 2 substituents
selected from hydroxy, halogeno, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl,
(3-6C)cycloalkyl, (3-6C)cycloalkyl-(1-6C)alkyl, (1-6C)alkoxy, (3-6C)cycloalkoxy,
(3-6C)cycloalkyl-(1-6C)alkoxy, carboxy, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl,
N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, amino, (1-6C)alkylamino,
di-[(1-6C)alkyl]amino, halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl, (1-6C)alkoxy-
(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alkylamino-(1-6C)alkyl,
di-[(1-6Q)alkyl]amino-(1-6C)alkyl, (1-6C)alkylthio, (1-6C)alkylsulphinyl, |
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-[ (I -6C)al kyl ] am no- (I -6C)al kyl, (I-6C)alkylthio,
(1-6C) al kyl sul phinyl, (I- C)al kyl sul phonyl
waniososubphonyl , N- (I -6C)al kyl sul phanoyl PCT/GB2004/005241
N, N-di -[ (I -6C)al kyl ] sul phanoyl and
(3-60) cycl oal kyl sul phonyl ; a®d wherein any of the
substituents on Qa or @ defined herei nbefore which
(1- 6€mmr1m1ﬂmaypbﬁmwsmpmom Kb1i6T) RGRA Wb, 2 carbon

at o rou Ich is at to’a carbon

N.N-gh &@H@@?ll@ﬁﬁ‘ﬂléh@h@y apd43-66 prebbaﬂcyhiahﬂloﬁyiz or CH3 group
and Fr‘? A Sélgstl t uents sel ected from hydr ox‘\l/ cyano,

W I‘ﬁlél ané/|o &5) Rijfpents E)p € Qoidstiyed hgreintyfardayhighicomprise a CH,
o B BN YT 08 o, sy s v o

may spéaialll dadi diheach Bﬁdt@{ﬂh (@51 6@%1% bvd oﬂ MA6leWlBSituents se ected from
strai ght-chain and branch ed3 chai n al kyl groups suc

hydrpto Syan0. pEies Op§e)adind . {epElabiuty) (1-6Efabrybmcias ahd

i I kyl groups such as "propyl" are specific
di-[( %@)&i{%}g {’rg’i ght-chain version only, references to

oraprweﬁitladllybe{o@Bﬂblﬁesﬂhﬁiefbo@' kyl groups such as
i sopropyl” are specific for the branched-chain

veldhisspemiication; the fgre @p@Clatkiyt acludes stt‘ahglttcfham and branched-chain

| k | ud
ol S OBy e e BB g R ok EfmGriciey diitual alil groups
such Bﬁf}ﬁbﬁ}m)@& F)@cnﬁ@ br\thé k@dlg]ﬁ}’c@lhﬁ’laxtelfs\ﬂm 91512%'1% eréﬁ&%p toalﬁdmdual

cycl opent are specific for
b1anq§)ﬁf13¢ha1pta g[(@lpb sualired € sopopyl " tahagpecifiesiof thie basched- t:laanm version

d fE f d ab t
onty o S p SRS e S MaR st SRt reiviss el msone
cycloBltylBxy EcyREIFHRA dxlyCan@ &% BB R RB ’Retfﬂ@néeg\(@ﬂiltdf\%]ual £ySloalkyl groups

includes in its definition any such optica
such @y "oyalopentil" faoy spevificdhr yhatss-asaﬁ&rddhmgcmﬂjaer ty of

| h hesi
qug?ﬁa ﬁﬁj“g}g {f fl{;ag up%)[fn E%rﬁxgyalugg) aggrqgg{:pogg@seqfs or;;muleaslI dseﬁned
abovéhﬁ?@ﬁ%ﬂlntc%ﬁbﬂl}%%e %f rdeEY ofmgﬁf r om Lo F@M 1;6p asmﬁ1etr1c

the art, for exanple by synthesis
carboR@toms tlgft iaventiog inglnéesiialits definitiyn aeg sxldhtdp@lﬁalgf aofive or racemic
c for Simlar nhi bitory properties agai nst
form SR 5P P RS O R B B A s oy e symthesis of
opticA1BCdRk & Bs mefyd e @kid P Jﬂ%&%#ﬂ@?&rrg chn%g apbs a%? ﬁfj%nlstry well

for the generic radlc ove
knownhp 8 asteforeeampks tqunﬂne&a iftoabbsicdBY tetivietartie Blateidals or by
1 enf|t |sh }mﬁﬁﬁ? for exanple, an aromatic 5-
resolyf1on o] a%qﬂ}gf g:1|y1 l&hl(biltﬁ@/ prgpgtiepgganpt kdfgaaeke evaluated
usingPhENSHaR] TabORY 1@ndne Aerd A TBRBRLARL 11 cyCl i c ri ng

each with up |ve ring heteroatons sSelected from

oXpgetre Vaﬂlues fnye&lm gemdris I:ddmdaﬂ,lsfr,efefrﬂﬁ t@¥BovR! ifclhlld tbse set out below.

pyrrol t hi en oxazol yl, isoxazolyl, imdazolyl,

pfr %@ngah’@l’fpé ey Qp Whetithis hetetopryl i )fmda*(amllqg b aromatic 5- or 6-
rtazolyl, tri zoI tetrazol yl,

membﬁﬁﬁ&g‘}?%{ C Tipg, 2 $riCd ﬁwel 11?533;?(5121@%}10 rlqg @ 2351}/3[~ oF 44-argpbered
tricycR€ Hﬁg’faéﬁha{/‘i‘ﬂll up td'HOd Mhe nOERARLNT LI ea AN 5534 01|11¥r0gen and

sulphur, for example furyl, pyrrolyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyl,
thiazolyl, isothiazolyl, oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, pyridyl, pyridazinyl,
pyrimidinyl, pyrazinyl, 1,3,5-triazenyl, benzofuranyl, indolyl, benzothienyl, benzoxazolyl,
benzimidazolyl, benzothiazolyl, indazolyl, benzofurazanyl, quinolyl, isoquinolyl,

quinazolinyl, quinoxalinyl, cinnolinyl, naphthyridinyl, carbazolyl, dibenzofuranyl,
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benzi m dazol yl , benzot hi azol yl, indazolyl,

benzof urazanyl, quinolyl, isoquinolyl, quinazolinyl,
wa@iososabi nyl , cinnolinyl, naphthyridinyl, carbemcBI04/005241

di benzof uranyl , di benzot hi ophenyl ,

S., S—dloxodlbenzothlophenyl 6xantheny|

dlbenzo |, 4-di oxi nyl, phenoxathllnyl phenoxa2|nyl

d1berm0ﬁeo1lzlmm1 S[&mepﬂlb&%dﬂh@@‘leﬁﬂ xaﬂthé@ﬂ‘tﬁﬁﬁﬁ}éll’él dioxinyl,
-i doi ndolyl, acri di nyl

ben ropyrld I [
phenﬁhaéﬁ ,mheapmnyl F;F gfmgp@bpyl phnry)thlaztmyleﬂu}dr;threlxﬁ,zlmdnybfuropyndyl

pyudo)?/tfr%%,loic?/ nty?1 @I A %{)fim%/ e&%{&l}%}lvll, tmﬁyyl, g zolyl isoxazolyl,

imidqapiyil dazidofl 2 -apiyitid arot] %az@[ylﬁlﬂfa@?a‘zﬂb&ll isdTRtaZolPr ngt‘?ﬂﬁ%ﬂldazmvl

furyl, isoxazolyl, thiazolyl, pyr
pyrm[ﬂﬂmzl & PREBRYompre prefrirady firpl ybeayrolxiytﬂnaZy]yl, pyrido

112 Db i B PP, Biridhbig ity fsios o e,
a Refita)OMRhE for@L \anéht e l%?ercéf }Jl ?Q lchr e%g%ﬁ[eag 219)11 abon}a ic

10- menber ed nonocyc or b

saturaitedlrbepzﬁfdalﬂmm&ﬂl% té l@lgleﬁﬂﬁfbd\%bﬁbcy@hé & tflb%?lc ring or a 5- to 7-
roat ons. sel ected from oxygen, nitrogen "and
mem QIF RigRocychie riagLanh withwpitafiyt hetemtcmnwselec&zie&mﬂ iomygen, nitrogen

and S{l@il[lug x?fn )ﬁ/e?%{an& %%t%%}i%{zgﬁglg?fﬁi}ﬁahyciirﬁfla‘gliy& t]egqil}y)gropwanyl,

pyrrobylylaﬁja‘rd)lnmhyl ipyid@zink ﬁrﬁhd'azolﬂahrilyl 15%926'115491 PotaRbIRERN f1-
nmor phol i nyl, thlonDrpho I nyl

d10x1f1@§(ptg@§glp@nyl; nflomhoélzlylmluomg_q)hohnyl tetrahydro 1,4-thiazinyl, 1,1-

dloxcﬂétp‘fﬁg&%g ?E]XSE 8yf Blpﬁbl?%]%/r :L};%opws ]’HV gi nnglqwl homopiperazinyl,

dlhyddwﬂ}mdir@,ytémzﬂiyﬂydpyrlﬂﬁﬁlf @h%fdi’)@ﬁﬁh@ih?]ycl»r’tet1ahyd10 imidinyl or benzo
di hydr opy rlmdlng or tetrahydropyrimd &yrg %
derivefgsiep U@W(\féﬁdt et ﬁhh}@mnasfu@psl a;3h§411yc¢1bb¢1mﬂllmﬂ’mlhdohnyl

1som£(1h"l)’1P OCHI%%}&%X 1%%0' 5 %@Hﬂrﬁrefo b’i:t)gyag,[egl So lt;;ygro}}nj_l X,l;

pyrroBdipyI-§10biolidid|2-y1PY,1 Laab:lidhiboti 1§10 1.
[, - dly gg%lld%l s}ot h)|/ gzol id }Tln 12_ty{a,¥éhd1ﬁ-& ™ ]!nb%lh%?&i Ll

leXOéﬁt@kwét%ﬁ;ﬂdﬂW yl, madrhimaiﬁm Lﬁpqridmﬂm}ﬂ elmrﬂbmpeﬁrdﬁh 1-yl,

h di
plperlﬁh aﬁmll &’ IPOCI) rr(gtﬁ%%g%llé- = ﬁx ﬁl}[ Sgple V/Q? OF é&%@ grapRwhich

bearslei’r 2Si)k6rbr%16£@b|lﬁb YhieR iDT8 Scatp®!, 24 9x0
substituents is, Sfore eianp ea ox%ﬁy ?b?ﬁ%hﬂyr 2-

thioxeuyriekiginyt. Q&ﬂ@m@kollmnﬁxb{mmnndazdhdmm 2-oxopiperidinyl, 2,5-
dZO|Id 0X eridinyl, 2,5-
dl°"°§¥“§3&“ﬁvﬁr ‘@?’rﬂﬂméaéxﬁdlaﬁ&{ ligxoBPFd IHi/’lr or
a r, v.ar
SUIta%ﬁ @%lg%s?f&g ﬁ?@&%ﬂs@@%em%ﬁ QF g¥ @P oh%ogﬁg 3158&%‘{1?}3@%
for haltepgeno: fluoro, chl gneyo, BhOMD b8Ho bRAERHdo! or (I -

gé}lkl methyl, ethyl, propyl, isopropyl and
for (1166pelkilut y1 ; for (2- 6Cpadthdnsthyl, priopyl, isaprbpgl dnd tertfbayl;

alkynyl et hynyl d opynyl; for (I-
for(2%)%3$l§% Xy~ met hoxy, et H’B%[l: % gﬁbxy i sopropoxy and
for QBaysmylf or (1-60C) al kgﬁ%,ﬁﬁraggriylgmﬁgﬁﬁhoxycar bonyl ,

ethoxycarbonyl pr opoxycar bonyl
for (1-6C)alkoxy: methoxy, ethoxy, propoxy, isopropoxy and butoxy;
for (1-6C)alkoxycarbonyl: methoxycarbonyl, ethoxycarbonyl, propoxycarbonyl and
tert-butoxycarbonyl;
for N-(1-6C)alkylcarbamoyl: N-methylcarbamoyl, N-ethylcarbamoyl and

N-propylcarbamoyl;
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tert-butoxycarbonyl; for N (1-6C)al kyl car banoyl :
N- et hyl car banoyl , N-et hyl car banoyl and
wok@soppbTar bamoyl ;for N, N-di-[(1-6C)al kyl] ceebaBeyk/005241

N, N- di net hyl car banoyl, N-et hyl - N-net hyl car banoyl and
N, N- di et hyl car barmoyl ; for (276C) al kanoyl: acetyl and
propionyl; for (I- 6C) al kyl am no: net hyl am no,

for _I\_Ig_l\i %t@gﬁd;?ll fljgaégé | et iy __a%rm{%%rlcéilbar[lé}l'l R iy a@bamoyl
N- et hyl - N- net hyl am no,anfddj NadiethgababyBC) al ky

fl uoronethyl, chloronethyl, bronmpnethyl,
for 2ge¢)eligrevtet hyl , di chl oaﬁsg%wftpmptﬂnwp ormonet hyl |,

for (126%Jaﬂ§r§a91ﬂxgyl 2-chl Orlﬂ@ﬁlgﬁéhm?@ @t}ﬁléﬂﬁlﬁﬁgféﬁ g%{%

6C) al kyl : hydroxynet hy

for d11[(h)6®ﬂky1wnlnnb and 3- fd/ldremyjfammmp)dlethj/lannno and
-6C) al koxy- (I-6C)al k I rret hoxymet hyl , et hoxynet hyl ,

1 met hoxyet hyl , 2- et AYrpet laé]PIHBa(yet hyl and

for I,
for ho LT SHRAY y°f%f m@ I Sy TR
am no- (1 -6C)al kyl : am dlﬁmtoh)elthyl Alctorarthy) dibromomethyl,
1- am noet hyl and 3-am noprop

Cf
(1-6C) al kyl ani no- (1- 6G)- ﬂNRWC%YH&ﬁ{WI‘SﬁEhW&P&41910,moethyl;
oG AREAIRATYL . 3 oKL BB PNy syt

3 net hyI am nopr opyl ; ff&)—lhydroxypropyl

Ggl -6C) al kyl ] am no- (1 -6C) al ky
for (lgf mdh%ﬂKth dlméthﬁggyrgﬁtpﬁ]@ ﬁt@pmlethyl 1-methoxyethyl,

e e D

for cyHnd-(Rreenaleny | oxy: for &)}anﬁxﬁ)sﬁhblkamwhc&mh}mot cyamostihahardo,
acetam do and propi onam do; for_ carboxy-(I- 6C) al kyl :
car boxynet hyl , 1-car bo&?é@ﬂWFOp}’B car boxyet hyl ,

for a%’lfncog@? @ﬁ‘{@égggla ; 22gy|4 % ﬁu@%eﬁfy;t%y gmmogt'hyl 1 ammoethyl and
met hoxycar bonyl net hyl , 3ehhspregnbonyl net hyl ,

for (1-6C)alkylamino-(1-6C)alkyl:  methylaminomethyl, ethylaminomethyl,
1-methylaminoethyl, 2-methylaminoethyl,
2-ethylaminoethyl and 3-methylaminopropyl;

for di-[(1-6C)alkyl]amino-(1-6C)alkyl: dimethylaminomethyl, diethylaminomethyl,
1-dimethylahﬁnoethy1, 2-dimethylaminoethyl and
3-dimethylaminopropyl.

for (2-6C)alkanoyloxy: acetoxy and propionyloxy:
for (1-6C)alkanoylamino: formamido, acetamido and propionamido;
for carboxy-(1-6C)alkyl: carboxymethyl, 1-carboxyethyl, 2-carboxyethyl,

3-carboxypropyl and 4-carboxybutyl;

for (1-6C)alkoxycarbonyl-(1-6C)alkyl: methoxycarbonylmethyl, ethoxycarbonylmethyl,
tert-butoxycarbonylmethyl, 1-methoxycarbonylethyl,
1-ethoxycarbonylethyl, 2-methoxycarbonylethyl,
2-ethoxycarbonylethyl, 3-methoxycarbonylpropyl and
3-ethoxycarbonylpropyl;

for (1-6C)alkylthio: methylthio, ethylthio and propylthio;
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tert-butoxycarbonyl net hyl, 1-nethoxycarbonyl ethyl,

1- et hoxycar bonyl et hyl , 2- net hoxycar bonyl et hyl ,
wQ@2@slenygtar bonyl et hyl , 3- net hoxycar bonyl pr opyPCEG®B2004/005241

3- et hoxycar bonyl propyl; for (I- C)al kylthio:

methylthio, ethylthio and pfr®pylthio;for (I-

Q) al kyl sul phi nyl: nethyl sul phinyl, ethylsulphiiiyl and

for (196@]%14@%\!1'1}9“1’1 iyl for ﬁ]kﬂ@@l his l%\%ﬂyﬂ’d" Mﬁyl and ﬁropylsulphmyl
Isulphonyl et hyl sul phony and propyl sul phonyl

for (1f- 6E)atl¥ydsujpl”©@)fhl kyI sul plhlatﬂnml;,%uhahbhyfettthylblﬁphcpb&amyproam]dulphonyl,
o RS BTy b e S BHAREE
for NSIU*EI%{ lté@fatkyﬂgul%tr\‘i%ﬁn it igN- am@@?&ﬁé is, for

, ‘a satu nmonocyciTc 3 ere

C a4& b@lﬂabﬂé Vglués figha sabstity@lt 6RQPyllen 1C§$C(B(ﬂﬁl)§y&oalkyl is, for example, a
cycl opentyl or cycl ohexyl, preferably cyclopropyl,

satur@ty«b hmeWCj/ib 3eto Wnﬁndh:ee@darquﬁl@ pick e cwddpropyl, cyclobutyl,

cycl (?r 1%@'?\,@%%%{,% a]lrcl)'lp?}ilf oréo%pitw)ﬁ ! tf“clmgs)fyl mor(g3 preferably

cydo% l e, cyclopropylnethyl cycl obut yl net hyl ,
cl opent yl met hyl , cyclohexylnethyl cycl opropyl et hyl

Aszl@ﬁeifcﬂﬂ@bélye coral sabsfm@gdt Ry herit fsy(elammpydueylnylac)alkyl is, for
rmre preferably cycl opropyl nethyl. A suitable

examphanﬂqmpylmﬂw cacbbptwhmthyls@ycﬂomﬁtymmtbnboyni@heaﬁflmehbyl
f.or. exa i d-addi ti
cyelopRIsUnA- IR FP R R RS ohey s Pey Eiorg PisTertly
cyclobRipyBx&@Apl €, an acid-addition salt wt h an inorganic
or "organic acid such as hydrochloric, hydrobromc,
suh ptmlta’alc:phqymasqmmlﬂseacwpuablle solt 0fie eoinpourti afithe Formula I, for
fumari mar i c

Cxall'ﬁgql,nglié g@ggaﬁﬁﬁi%rnﬁgﬁ QR ic:gmpﬁc):f.g}dhoj'%esﬁ?rﬁﬂgﬁ gfnbcl:%cils Qlilf%bienﬂy basic, for

examPldTBh Qﬁﬁ%ﬂltfbﬂ%@lt %uh%ﬂﬁ&%aﬂlc &t E%aﬁﬁ%icpsuch as hydrochloric,
enzenesul phonic, salicylic or 4-tol uenesul phonic

hydrecomic, Fuphurer, phadpthesc afifl@road@ic, Eiricandldr’, 2artarie, fgnaric,
N A A M R LT
ethan@elfi Qﬁgh&’% edeﬁ?&‘fe@ﬁl h&lic Q@lrléé)h@%ﬁ tlecf)}uel@sullﬁloﬂﬁ%@id or

het'eroaryl,” and y opti bear

S ulifthet Ug0ESORB), ez%; Rdaﬁdmm@wmms Ba&m@m may be used where
trifluoronmethyl, cyano, am no, (I-6C)alkyl,

apprap2ia@Gydh kengf the @Qﬁn@@))m klanys$ or §rhbodBpantk dﬁf}],led hereinbefore or
I % ft6C)a|ky|amno -[(1-6C)al kyl ]am no and
e C) al koxycar bonyl Qa is heteroaryl, and Qa may

h%ar %;ﬁ;&%h}){ ok? ﬁ@{elojar}q,r arfd (§aulg§§ bﬁt%%h? béﬁl 1e&rtfglb§ﬁt%%ts selected
from hydroxy, halogeno, trifluoromethyl, cyano, amino, (1-6C)alkyl, (2-6C)alkenyl,
(2-6C)alkynyl, (1-6C)alkoxy, (1-6C)alkylamino, di-[(1-6C)alkyl]lamino and
(1-6C)alkoxycarbonyl.

Q. is heteroaryl, and Q, may optionally bear 1 or 2 substituents selected from hydroxy,
halogeno, trifluoromethyl, cyano, amino, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl,
(1-6C)alkoxy, (1-6C)alkylamino, di-[(1-6C)alkyl]Jamino and (1-6C)alkoxycarbonyl.

Q. is phenyl, pyridyl, pyrimidinyl, pyrazinyl or pyridazinyl, and Q, may optionally
bear 1 or 2 substituents selected from hydroxy, halogeno, trifluoromethyl, cyano, amino,
(1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (1-6C)alkoxy, (1-6C)alkylamino,
di-[(1-6C)alkyl]amino and (1-6C)alkoxycarbonyl.
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hal ogeno, trifluoronethyl, cyano, am no, (I|-6C)alkyl,
(2-6C)al kenyl, (2-6C)al kynyl, (I-6C)al koxy,

w@ keos@yabkyl am no, di-[(l-6C)al kyl]am no and PCT/GB2004/005241
(1-6C)al koxycarbonyl. Qa is phenyl, pyridyl,
pyri mdinyl, pyrazinyl or pyidazinyl, and Qa may
optionally bear 1 or 2 substituents selected from

??@g%ﬁq@/‘?r he?eg%ég %H% qu]l%ryoct 108%; al?ﬁ?}[?%?z sﬁmtﬂl?ents selected
fromy, Maﬁ%ﬁ@l(k%qilkillanﬁ L gfg.no, di-[( - 6C) al kyl ] am no

ycar ony Qa IS phenyl or heteroaryl,

1§phé1BY, p9Ra{IOpRihdiBEAsyrdzigyfl o pStideiiyl,uadt(@, may optlonally
se@e%e%m{f rpgﬁ]y ﬁ?’atl)gengﬁamir 1?:};lal F andyq(l 6C) al koxg
bear Qar 2 subghtwayts selpgted pin h}pgyoxyﬂwﬂpgym,, (p9Ctionyphd 6} 6C)alkoxy.
pyridazi nyl, and Qa nay optlonally bear 1 or, 2
s bt PhershpyTidel BumiliRyl oAy Bk Py dray g g, Qa(lpay optionally

bear C%,rra% ﬂﬁ)& 1%&5% 9tg& ?rqug}o IX%?D&‘% <ld%©hﬁ9'¥ ﬂda(ﬂéé%nw
o SBRLLY ogluc A b LSSy BOhAE S | e

lecRY Tty hal@genBY (1LATRIKIY hnd ANEC y optlonally bear 1
> ecor substit u(crant S sgl ectgd f%\(ﬂﬁal ogeno, - 60C) al kyl

af@a i§ phéifg), éplykldxly py@aidisylppyeayihyl qmlDMId%dlnylm}ﬁl Q4 wangptionally
g yrazi nyl or r|da2|ng and may optionally bear 1
bear bpr 2 sehgtients seeied Sermbydseny & qlfg&s:rl@xy and hal ogeno.

gbql 13 b ?l?le yplyr ‘Qﬁ% {3;23?%1&9 Qp{’ﬁlﬂénﬂg}l’lr ngg leiy IdeQ may optionally
bear %bftsﬁbsﬁ 1]% sgl%ktgﬁgﬂl Bi&&g%ﬂf&?%ﬁd@ [gro and fluoro.

ear 1 or 2

S L@Slfs 'phé‘r?ynta%difl ﬁ&} Stidra M bEdr YsubSith it s@bded frb‘@ﬂ@droxy,

phenyl Qe may optionally bear 1 or 2 fluoro
chlorsuﬂ@ﬂubments Qa i s phenyl which optionally bears 1 or
2 substituents selected from hal ogeno, (I-6C)al kyl and
(1Qa i€phtikdvand amasoptamelphear|], onghiletio ophstisiealst y bear s

1 or 2 substituents selected from hal ogeno

(I Q@]@phbw IWhacﬁ)doRuon@I@) b¢q1(sb;(9r 2 @bq‘ug,lepﬁéﬁyapteé drom halogeno,
<1-6C2>8»isg ?Q%&érﬁ@a]%‘@%ct et rom {1 or o, chl oro. methyl and
TR RIS AU AP ] e
(-SSR %‘%"Eﬁf cctod Fom i uoro, ohtord b?é‘[ i
ang, ﬁ@)‘hbl@()br heteroaryl, and Q, may optionally bear 1 or 2 substituents selected
from fluoro, chloro, methyl and methoxy.
Q, is phenyl, which optionally bears 1 or 2 substituents selected from fluoro, chloro,
methyl and methoxy.
Q, is heteroaryl, which optionally bears 1 or 2 substituents selected from fluoro,
chloro, methyl and methoxy.
Q, is phenyl, pyridyl or pyrimidinyl, which bears 1 or 2 substituents selected from
fluoro, chloro, methyl and methoxy.

Q, is phenyl or heteroaryl, which bears 1 or 2 substituents selected from fluoro, chloro,

methyl and methoxy.
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Qa is phenyl, pyridyl or pyrimdinyl, which bears 1 or

2 substituents selected fromfluoro, chloro, nethyl
wap@soetdbdxy. Qa is phenyl or heteroaryl, whi chCbheae®@405241

or 2 substituents selected fromfluoro, chloro, nethyl

and net hoxy. Q is phenyl, Rhderoaryl or heterocyclyl,

and Qo nay optionally bear 1 or 2 substituents

(ARl SR 0y A g 1 2 et

I |
ool Sl e,

(3-6aydbantlyy], (@Fé@)@)’dbdfibyd)(lfﬂ?)bﬁﬂyl(l 6C)alkoxy, (3- 6C)cycloalkoxy,

(3-6%§%@§122§?ﬁ]ﬁ5§&@ oty U e ickircamhohgt NATL6GT R amoy,

N_,Ij—%i' g[ -%t")m;%/l?éalﬂyeh | (%)31;: (Q%C)Qlﬁ%:&%@ N 11) @ @C?Llﬁéﬂammo

r oxy al kyl

di-[(lc@@)aﬁéy(l]anﬁm) shlalqgleuo élnﬁ(ala-ll(}ll lﬁ@)rcadyk(yl-éC)alkyl (1- 6C)alkoxy-
| -6C Ik i -(1-60) al d .
(1-6CqRIE 450 A P B - B -6 gy larmipeshl H ! and

di-[(NEERI Yﬂ K pgcgﬂqmay optionally bear 1 or 2
al ﬁ‘ggt%eﬁ?% sel ect’ed from hydroxy, hal ogeno,

(1Qbs)pakiylor heRkrdE)l 2dndelyinay ORtidifa)lgblsylydr 2 substituents selected
(3-6C)cycl oal kyl, (3-6C)cycl oal kyl -(I-6C)al kyl, (I-
from GydidokpxyalogeBe Q) &S elkyh (6% alkenyl, (2-6C)alkynyl,
3-6C kyl.- (.| -.6 k , ,
(-6 R Sy St TR RS LR B Grgheeloatioxy,
(3-6%3_%%%1]2*1(@1 -RRRLEY, |c]11@>%[<f9 Qm)alk(@ c@@d'ﬁ!yi‘ N]Pl)le)aﬂchfb?bamoyl

Kyl am no,” di-[( aky
N,N- daﬂ(b@@ﬂdkﬂ]eeﬁi@)m@k;(ﬂ 6@)9!11{&00(}51 E(rhmﬁ,C()lafBCk)ﬁllQ/lammo

<gm;yﬂangw 5 P YRR - E L o

(1- 66(3}?1_1\%& @@@S . Lnyaﬂﬁm( (r- 6@@% ;6&@'&1&2%/1?%15—“-%@)&@1,

di- [(]aﬁC}uHsyd]aplhmgg 6?&&11@1;3@%@[&@ pllgé@tayltylsulphinyl,

(1- 6@3@@)1@@1%{1&%&@%%%&& ﬂgﬁbﬁﬁ]é‘ﬂ%@%‘%ﬂy of the

N R e e Wi ch 16
atdnachigdeih @nf of fleRAPs R AM GFRY, Sbidhoddalprite RER, GBuedhlth is
said CH or group one or nore substituents selected

attaclﬁerdde‘qambcmqtoms yam G H; gnoupoyhith iG@ahddyto a, cafion atom may optionally
C) al kox al kyl am no and 6C) al m no.

bear g HRLABH i @oUP GaF 91 O ICER R ST PO N i ity cvano,

amm% QL (%2) P\Tgfps([l' @%&?y,l kleé?)%ﬂ’(% B{n%’? gir[‘%T%C)anﬁyl?a&%HQ

( 0pE)pheaYIar hkittoardl3 @Hﬁllb|16 ad kystituents selected
(I3Q§C)Igl k%xy W (Soag(c egﬁi?lgglﬁk plidndlly (ea f«))l KyHstituents selecte

from wdlfﬁ)@)’d)ﬂwgmbk@F6(()|aH@EXE6WBI¢HY¢,6(Q{6@WU<YHYI
(-6 )@%41%'[,1“&’( R se%lcgr%f ?@%@gﬁ Eﬁ-ﬁ%%log}lﬁ%&
(3-6)ey AGARNLGFHRFRY carboxy, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl,
N,N-di-[(1-6C)alkyl]carbamoyl, (2-6C)alkanoyl, amino, (1-6C)alkylamino,
di-[(1-6C)alkyl}amino, halogeno-(1-6C)alkyl, hydroxy-(1-6C)alkyl, (1-6C)alkoxy-
(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl, (1-6C)alkylamino-(1-6C)alkyl and
di-[(1-6C)alkyl]amino-(1-6C)alkyl.

Qp is phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, thiazolyl, thiadiazolyl,

imidazolyl, isoxazolyl, oxazolyl, furanyl, thienyl, benzimidazolyl, isoquinolinyl, quinolinyl,
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di-[(l-6Callcyl]am no, hal ogeno-(I-6C)alkyl,
hydr oxy- (I -6C) al kyl, (I-6C)al koxy- (I-6C) al kyl,
W@ y@so614bs 6C) al kyl , am no- (1 -6C) al kyl, PCT/GB2004/005241
(1-60) al kyl am no- (| -6C)al k3d and
di-[(1-6C) al kyl]am no-(1-6GH kyl. Qb is phenyl,
pyridyl, pyrl m di nyl, pyrazinyl, p} idazinyl,
benzbﬁhha’%%@ll )6} Py ;?d' aﬁﬁﬁ’ilc‘léﬁol{/l' mag(gzma ogtl&ﬁaﬁﬂ?}%&] ¥be 2 substituents

oxazolyl nyl, thie

seleciteiofifoii rmgrﬂlrdxyj hawganeoquay)lalkpp nZ—@U)‘élR@rSJI NR-62halkynyl,

optlonally bear 1

rido 2-alimdaz Qb na
3- 6‘5%@0%1[%‘5(3 -6 M@@ag@ll Elcﬁ@lﬂﬂlml drh&@ballkoxy (3+6&1)c>>qéoaﬂ\0xy
6C 2-6C) a
(-6l Ry o iR G o ey IR g alkarbamoy,

N,N-di-f 6 @@k ik Iﬂyalbérﬁoﬁqzlﬂ@jaﬂ@hgﬂxé{mmo (1- 6C)alkylammo
(1-6C) al koxy, carbox

oaI ky
di-[ %ﬁc@@;ﬁﬂ/ Wda%hmmw(l @)f(lkylﬁh})cabmylbééfbékm;(ll 6C)alkoxy-

(1- 6%&%?:)05 f(l %& d’z] Car ?g@%}\%ﬁ] g@aﬁglfa%rﬁ%% (1- @alﬂ'yl,

di-[ (MC%EﬁthﬁthQ@)mgh (1ha©)"amsartﬁld '(ﬁgfzili@ﬂ;ulphmyl

[, cyano-

(1-6 bll nhﬂazi) alllllawsulp(lbn)&(l)ldll%ﬂ)dkyladpl\‘ldtm@ﬁ) aI kyl ,

NN éécéq%ﬁ%ﬁ?“b%a?r?ﬁgod &ﬁ&@w@@uﬁbﬂwﬁya' o,

anéﬂd"\’?ﬁéﬂnptbﬂ tll(e'% tﬁg‘?%@&lf élb %&Huﬁ{“@éﬁ%se a CH; group which is

N, N-di - ( )aI

attacheit 0 Q) euytsdroabiny s o ICFH}%‘Mip whBiRH iYREICBEd o Yartn ét@lﬁ may optlonally
substituents on Qo which conprise a CH group ch

bear g eachirfell €2 or €Hp Emhlp@mol%*n‘@re alb@}ktglegts oelpctogh lfrohl ln)siroxhy, cyano,
amln?tﬁt chfisl TRaCRIES GruHieree sl seniley B gts e

C; g\ﬂ( L}il@ﬁ\quyrlc%f th{(%y?lgmfﬁlgnyl( rgﬁ}[ F% l@ﬁé&l zlgb/'l hiadiazolyl,
oxaz8®1, '1s%x9ﬂﬂg¥ blpeHan'yIj}Skper&fﬁ?%ﬁ%ﬂo’ldq yr Ay nga optlonally bear 1 or 2

pyrido[ | aJ i mdazolyl I azo

substmaxamwéd ﬁpnlﬂ@ﬂldidyﬁb(élogd@bp(qtdi@)aﬂ{vyﬂ (gr609x1kelgh diersd)alkynyl,
i onal ear 1 or 2 substituents sel ected

R S O R B o oy RN S LA e
(3- 6(%)%}/ g@l@% E)Bq)ﬁlkF&%lcg:%)%/{g’l(? afidSXf&(nyc&} qny%xlﬂy(l -6C)alkylcarbamoyl,

N,N- aisf(m)cgmkm@ilkmyyl CI1Okans, oaahlmsl (ée)RRyAInkaxY

car box Q) al kox carbonyl, N-(|-6C) al kyl carbanoyl,

di-[(pRadisy. Iamm@@a Yo écmwydrm-@@@auqhdy+6c>a1wm

(1- 6(.@51]1(2 2& (:13%@?%}/ afnlgégldg%ygy{%%%ﬁﬁya)pm (1-6C)alkyl and

di- (I(BCﬁmﬁ]ahﬂmy(l 6C?a1@1al kyl, cyano-(I-6C)al kyl,
am no- (| -6C) al ky (1-6C aI kyl am no- (| - 6C) al kyI and

di Qf slpheg)lapkridy],ahianayl; Fur&iG) apsicido[ 1,2 ] insdgubbmythiadiazolyl, oxazolyl
_pyridyl, thiazolyl, furanyl, pyrido[l,2-a]imdazolyl,
or isaxpralgl, alzd)Qy m;ayo)mpndtlw bear 1 iosd xaizityenis satedte@iramitydroxy, halogeno,
onal 2 substituents selected from

(16Dl 0 S ChriR b - ek o) Bt o ealledh G fenyeloalvt-(1-6C)alicyl,

(1-6C§)§1}<§)§g 3ymé§}c&c§ﬁ61§oﬁ%§@ I icf/l Jﬁ}le (1-6C)alkoxy, carboxy,

(1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl, N,N-di-[(1-6C)alkyl]carbamoyl,
(2-6C)alkanoyl, amino, (1-6C)alkylamino, di-[(1-6C)alkyl]amino, halogeno-(1-6C)alkyl,
hydroxy-(1-6C)alkyl, (1-6C)alkoxy-(1-6C)alkyl, cyano-(1-6C)alkyl, amino-(1-6C)alkyl,
(1-6C)alkylamino-(1-6C)alkyl and di-[(1-6C)alkyl]amino-(1-6C)alkyl.
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(1- O al koxy, (3-6C)cycl oal koxy,
(3-6C)cycl oal kyl - (I -6C)al | coxy, carboxy,

w@ 0060y abkoxycar bonyl, N-(1 -6C)al kyl car banoyl PCT/GB2004/005241
N, Ndi -[ (I -6C)al kyl]carbanoyl, (2-6C)al kanoyl, am no,
(1-6C) al kyl am no, di-[(Il-6C akkyl]am no, '
haI ogeno- (| -6C) ahcyl, hydroxy- (I -6C) al kyl

r% bﬁg})ﬁ 11%’8 8(" ?:}21 &CQZ%:l}hY%t DISIE dﬁbﬁ%%@é¥$l& tl iadiazd)lyl, oxazolyl

or 1sogazo[1}8y:im§iﬁﬁ!11§¥ %ﬁ{ﬂaﬂ?&%grnls %Jd}}arsw(]]l ﬁs’ él%ct? éi l%ydroxy fluoro,

chlord, thamy1 a@tﬁi/]}’lsopl%?lz HeoxQ! eth&BX azedh dlycarBiEH1 QQd BBxycarboyl.
opt i onal or 2 Substituents selected from

hyRdraost R> afd ersh andephidently setecth fromdiyidydgeni @ effe)ofgl. (2-6C)alkenyl

et hoxy, nethoxycarbonyl and et hoxycarboyl. Ri
and (gﬁé?%yg each i ndependently sel ected from hydrogen,

(IR 6EAA, ¥l @acﬁ%n&?;)el@déﬁﬁpxéle&e&i froRr 168} ek end (1 -6B)alRy1d

R2 ‘are each i ndependently sel ected from hydrogen and
(IR, &:leyd hydRdgeand R ar e hydrogen Partl cul ar novel
on i ncl ud

gg)girpou eg\sr;lggé &%H{%H'BH gq r{h? lélVFl’lthdlrll’l ’ude %r exan{me Gmiddn derlvatlves
of tlle[’[t:?'ﬁfﬁ?acle 3 1'a¥e%§l%95&@bﬁb§%la&§th%ﬁ@f e@fereiher ei n:

eny or heteroaryl, and Qa may opti onal I y

(a) bedris phedyl 3r bbbyl uadiQ, B @ﬂioﬁdlbf b@mlhydrsnhmtuents selected
hal ogeno, trifluoromethyl, cyano, am no,

from (12(416@ dlalogayd, t11ﬂ@@1©@)ea1ykmymo a(nmce(j)—épkdw? (" 6&)all\eny1

-6l dloéé)aﬂgpsmﬁéC)%ﬁMa@%% SRy P ARyt ang

1-6 6% gyoq)h and Qo may opti onaIIy bear 1 or 2
( djﬁ%st%%t uen s sel ected from hydroxy, hal ogeno,

Qy is ?hen@@lﬂtdfyéryl (612he6é17h>@|ck}&mnld Q&ﬁaﬁﬁ})t&idﬂmybar 1 01 2 substituents
3-6C) cycl oal kyl, (3-6C)cycl oal kyl -(1-6C)al ky

selec(eld-f8@) hydcoxy ,hakogemgx ty€)d lk@ng)alkenyl (2- 6C)alkynyl

R T S e ——

(3- 6@:&1&151 3[1!01 -RGAIRbIY, |c%11%@£?qllrf6\d)alk6 afoayl SRS )atiyiAgbamoyl,

6C) dl kyl am no, kyl’] am no,

N,N- ﬂa[(bg(pé])a:lkﬂ[leaﬁ@)mbyky([z 6@?9]&{51@009 qopinG,)l 5ﬂ@<)9]kylammo

aicl (T aay Bl S Fo b b SRRSO T epenkmy-

(1- 6(%'2{1&5/& lcyﬁl@(?lé@')hik?maﬁﬁn& kl’-@@)eﬁ‘lbh}’dl @)glk@aﬁﬂﬂo-&6@ﬁeﬂkyl and
Qa"1's phenyl,  pyi dyl, pyrimdinyl
di- (pﬁﬁwkyﬂ,ahnm -(byCidladiang R, amwm@ h'ml}?Ongtl onal l'y bear 1
or 2 substituents selected from hydraoxy, hal 08
(®) t rQf iswbemermidyl, payg]&,@ny]aﬁyrﬁ@ny](qr pyg)igqlk |and may optionally

bear S o1 ge;l 2l keniérﬁe}?gtedg‘%n[l qu&éé%/ &a!&%eﬁl%ﬁ? ﬂl&m SH%/?“P’ _Cyano, amino,
(1- 6@%%%&6@%@%}/'@ @am&]ﬁf@%@)aud@y J@G)alkbiaazad,y! |

2-a]im dazol'yl, thiadi'azolyl,
di-[( b¥@Xadkyllamino and (1-6C)alkoxycarbonyl;

Qy, is phenyl, pyridyl, thiazolyl, furanyl, pyrido[1,2-a]imidazolyl, thiadiazolyl, oxazolyl,
isoxazolyl, piperidinyl, piperizinyl or pyrroldinyl, and Q, may optionally bear 1 or 2
substituents selected from hydroxy, halogeno, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl,
(3-6C)cycloalkyl, (3-6C)cycloalkyl-(1-6C)alkyl, (1-6C)alkoxy, (3-6C)cycloalkoxy,
(3-6C)cycloalkyl-(1-6C)alkoxy, carboxy, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl,
N,N-di-[(1-6C)alkyljcarbamoyl, (2-6C)alkanoyl, amino, (1-6C)alkylamino,
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i soxazol yl, piperidinyl, piperizinyl or pyrroldinyl,
and Qo nmay optionally bear 1 or 2 substituents
waelsosres from hydroxy, hal ogeno, (I|-6C)al kyl , PCT/GB2004/005241
(2-6C) al kenyl, (2-6C) al kynyl, (3-6C)cycl oal kyl,
(3-6C) cycl oal kyl - (1-6C)al ky+13 {1 -6C) al koxy,
(3-6C) cycl oal koxy, (3-6C)cycloal kyl-(1-6C)al koxy,
di-[(C®)aKWJarkino, Cl@)l@%(h@xm@)awhydrw r-?@?a@lhhyhfﬁ!‘)g%myl

car bano kanoy

(1- 6@alkyé;)camkcy(laﬁ25)§tﬂml a{nqmoﬁtﬁél)zklwl} é]ﬁﬁ(a)m,lkwammo (1 6C)alkyl and

di-[ (g%@%ﬁﬁian&m)?gé)@a% anﬂﬁg aﬂ‘?@iﬁ(’ al %%}%al kyl,
© ST AR Phiorkls ?Qﬁéﬁlz%% £t ioseno,
(1-6OMALPERD(1- é@)‘alk@%y Q R pg{}acﬁgltﬂﬁwgm%lﬁx%geg{ §y|1 or

SUbStI uents seél ect ogen

pyrld%[lﬁ 2(alinf6a Otliiédla%lyl %x@ﬂﬂﬂydr 1869(36561215’ bng B o?a%rcﬂﬂmnally bear 1 or

furanyl, pyrido[l,2-a]iniidazolyl radi a
2 sutsineotsyskleord Iﬁmxﬁydﬂbw haﬁ»@dn@@l-ﬂ‘@yalﬁﬁt {206@jalk\én?19€q 6&)alkynyl,
ituents sel ected from hydroxy, hal ogeno,
(3- 6@)(:}/%@91; iﬁ 6Ckcgclgéj<§] Wepylalkyl. A1 )allkR?Wq)(B 6C)uycloalko>\y
(3- 6(%)%y<g§lﬁ1¥1%)%)E%gx%&ﬁléb%g&cq (%(@%ik@( cagbonyp)l\?(f(gb)alkylcalbamoyl,

N,N- GBE(GCQCC:)ykbdyljedlkaﬂm}(lJ (ZGGIIﬁlk!ﬁﬁéim, alﬁﬁlbeXG/C)alkylammo di-[(1-
&_ 6C) al koxycarb -60) ah%ylcarbanv
6CafpyNagfing, @PLOSQ)Oaﬁlkéﬁf)janﬂ B’é{ﬁﬁy‘l}’ (1¢ )@l@ylalkéﬁ%glkoxya(mmalkyl

cndl S AT hn 1 RS st v -

6C)alidyi] ﬁﬁ)nai @O&@)a[ldyi 669 R| kiyd R, &i¢aRardgkn.6C) al kyl ,
am nopS1 6C) al kyl, (I-6C)al kyl'am no-(I-60C aI kyl and
(d) d| Qf 1l e@@; whicylo]aamahb' hehrs@Crdl dupktimmts Bile@edifiBa, dnero, chloro,

dr ogen. Id Q is phenyl, which optionally bears 1 or
methz andimethoxe fbgs phanob tpatidy’s triazofyluforanyl, ivtido[d,2-alimidakolyl,

and nmet hoxy; Qo is phenyl, pyridyl, thiazolyl,
thladfa@pb(hwazcﬁyqurd@pcazcﬂylapm damlqpmonalha bedi A2 whbstituents selected

zoI or | Xazo tionally bear 1
Ly A T e M T S
ethox%@ﬁf%ﬁ’yl AR R)¥hd R‘?tag-yle}%dﬁéieypr opyl, ”Et hoxy et hoxy,

et hoxycar bonyl car bonyl and R and R2 are
hy&lipegenlar prefardd o@uip&mn@béﬂmnnmﬂltlomﬂmmﬂedamblet.he
or. exanp

3l '@Ven ' ; naszxﬁwm ot Tséfiqmal}ylﬂ -wgbybspesyides- met hyl be
1[32(%{@ *[ﬁ t?%l?]ez”ifyllaﬁlb%}n o prendi-Redyibenzamide) 4 et hyl

4- (bebzejdzm)ﬁ}le{S [(cyclopropylam1no)carbonyl] 2-methylphenyl}-3- methylbenzannde

4- (bewyé pen ;%S%%%&{ ﬁﬁ?ﬁl@fﬁ)@ﬁy&glgg) CL%TnQI(]))ZCn?étE}?I?JYenyI } bernrzeaznl;llde

4- (beﬁf}(lgxeﬁzﬂﬂﬁé 3§§| }cjé;a[o% %}gaﬁmﬁlgfc%%og?f %pl%et%%pﬂoﬂﬁ%e%%g%Me

N- cydeﬁxbﬁﬂléy-hmﬂw)-ag{- cmpmmm} ilﬁreﬂ(o&y}ﬂeﬁmy@]@ﬁiuﬂﬂw@aﬁﬂﬂbony

N- cyq@@yeyloébp};gwl 34» flréi ﬁythlago]{-fr xh@@b@xy)benzoy]]ammo1benzan11de
N- uyélgléﬂag%lo 3 %gw QXMW@X glﬁme&%k%grzlz{’lonﬁ]am’mo} benzamide;

N- cyc(l{)léhof)jll @nieﬁi}@-aq|{44€5¥inﬁmyh%§¢éi@e31§f9ﬂlleﬂlﬂﬂy BenAdERAAAD)EEzamide;
3-({4-[(5-chloro-1,2,3-thiadiazol-4-yl)methoxy]benzoyl } amino)-N-cyclopropyl-4-

methylbenzamide;
N-cyclopropyl-3-{[4-(imidazo[1,2-a]pyridin-2-ylmethoxy)benzoyl]amino} -4-

methylbenzamide;
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N- cycl opr opyl - 4- et hyl - 3-
{[4- (pyridin-3-yhnet hoxy) benzoyl ] am no) benzam de;
wok@gobaps Qpyl - 4- met hyl - 3- ({4- [ (5- et hyl i soxazptF/8BR00H005241
et hoxy] benzoyl ) am no) benzan de;
3-({4-[(5-chloro-1, 2, 3-thi adi4azol - 4-yl ) met hoxy] benzoy!
}am no) - N-cycl opr opyl - 4- net hyl benzam de;
- 2 -13-
N cy%ﬁlﬁéﬁ?%@g&?}g}h %4a[f p?lrelt l 1 thllazol
methexiy|bererokih) hﬁlﬂ@h&'ﬂzd@ide

N- v@@%f)mogi o fdilfgq'il)neftig%ﬁﬁwpbéﬁbagﬁrhc}xa]heﬁ%t)wﬁl%am e

meth%:r Héﬁ]ﬁﬁ’ .Opyl -3-({4-[ (3, 5-di net hyl i soxazol - 4-yl ) nmet hox
nzoy }ami no) - 4- net hyl benzani de;

N- cyﬂoply)pyka@}mmnlyjl-%{[nml [2y3-thladidzbl-GlylRe thok ibagicglahviky] pemaainide;
benzo am no} benzam de;_ methyl 5-({4-][(
meth{'lsﬁ f Ackied (qusff%}emoa WQe BRI~ 2- et hyl phenyl

meth%I?HH}Q%%@B)QQH%Hlﬁ)&%ﬂQNA{E%};]}/ /b)malur oate; 3-(

3-({41(B-chlvk@2 (B-thiez30  yBteehokly Rk @d)dnhias)-NejycNpeytsi-apr opy |
-4- met hyl benzam de;

metlmlb(:lb@ﬁ)ég}%oxy) N-{5-[ (cycl opr opyl am no) car bonyl ] - 2- net h

4-(beﬁé}?§§}? ﬁﬁ%%ﬁi%?ﬁ?n ?1%?)&1%@11%1; |2] mﬁth%‘g pny 13- ﬁ-met}mxy?enzannde

N-{5t l(tgm}opéo;(ynatﬁmd)datboayl Yl fed oyl penneadb e - (erldm-?
g{m cycl opr opyl am i ~car bonyl ] - 2- et hyl phenyl
ylmethozy’ W?@% &4- (1, 3-thiazol -4- yl net hoxy) benzam de;

N-{ SIT‘SC&\Q; gﬁfgzgﬁ%ﬁ}m%a%%gli !%zrglﬁ‘]i%%hg%h h-)é mél’[hgpy b '(? 3 nthgazgll et

yllnemoﬁy)tbbﬁ)mh@ﬂyl -4-net hyl -3- {[3-net hyl - 4- (I
3-thiazol - I nmet hoxy) benzoyl ] am no }beiizam de;

N-cyplopspyk ﬂ:«}l@ﬁt@dr piptaetl AR plpe et P pimesHgmmosbenzgmide;

de;
N-cy 01{"5’1’?%2 %“?%Brbogy?’l‘é?ﬁ’ T g?ﬁfgﬁz‘ﬁf‘m 2- et hyl phenyl } - 3-f|
ylmetlh@kgbénic( aﬁﬁ[ﬁd’}%hnﬂaﬂ’adé hi azol -4-yl) nmet hoxyj benzani de;

I I b |]1-2-meth l}-4-
N-{5¢[ gcyslmm%&gg@%gﬁnﬂ)ﬂ%ﬁphg?}%‘ ]3 ﬂuorlrg 4- éyndl?l 3/— b4

3| uorobenzam de;
ylme Ofg%f’%{;c 'f&pr opyl ani no) car bonyl | - 2- met hyl phenyl } - 3-f|

N- { 5L{@dySroprépylanDoidaitaela2oheBylphbiigt Bofyorbang 2mede;l- 1,3-thiazol-4-y1)

methoxy]benzamide;

hg>2y) benzoyl ] am no)

N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl } -4-[(3,5-dimethylisoxazol-4-yl)
methoxy]-3-fluorobenzamide;

N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl } -3-fluoro-4-(1,2,5-thiadiazol-3-
ylmethoxy)benzamide;
N-cyclopropyl-4-methyl-3-{[3-(1,3-thiazol-4-ylmethoxy)benzoyl]amino } benzamide;
N-cyclopropyl-4-methyl-3-({3-[(2-methyl-1,3-thiazol-4-yl)

methoxy|benzoyl} amino)benzamide;
N-cyclopropyl-4-methyl-3-{[3-(pyridin-2-ylmethoxy)benzoyl]amino} benzamide;

N- {5-[(cyclopropylamino)carbonyl]-2-methylphenyl }-3-fluoro-4-(1,3-thiazol-4-
ylmethoxy)benzamide;
N-cyclopropyl-4-methyl-3-({3-methyl-4-[(2-methyl-1,3-thiazol-4-yl)

methoxy]benzoyl}amino)benzamide;
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N-cycl opropyl - net hyl -S- {[ 3- (|

, 3-thi azol - 4-yl net hox)"' ) benzoyl ] am no) benzam de;
wok@gobaps opyl - 4- met hyl - 3- ({3-[ (2- et hyl - |, 3- t O BEGEBRO04A05241

yl) nmet hoxy] beii zoyl )am no)benzam de;

N-cycl opropyl - 4-net hyl - 3-{[ 35 ¢pyri din-2-yl met hoxy) benz

oyl ] am no) bei i zam de;

N-{S-T%?ébl[zl&wlﬁ%ﬂ&ﬁ%% <]41?§1 ylila- Raf@ialhyétlﬁshﬁayézbt-ayﬁj

I azo hoxy ) bei i zam de;
methdy$-BahethylOpylandderet hyI 3 ({3-methyl-4-[(2-methyl -1, 3-t

-4-yl th 1 de;
Nyl S (TSR Cby P ch e SURPIFEF et hy| phenyl } - 4- [
I th 3-nethyl b i de;
e B gt 2 S vot iyl -4 (1 2 5t hi adi azo
methjrl -53 {45{{ {memmmb@dmnyio}@rbdmgl 1) 2emathgiphdey] ) areinloydarbonyl]-2-

({5 [S&ycl opr opyl am no) car bonyl ] - 2- met hyl phenyl
meth?}%bﬁ“ﬁé%@é?tbﬂ tfpregte; net hyl phenoxy} net hyl ) - 2- f ur oat e;

?-chlg’ro-cl\l'l‘-l{g-[g B,N i:) do;[ﬁ/ 1%1%&%%&%')](@.% %lgﬁ&g@fmld)ygdlmh)" phe

yhnetﬁoﬁﬁb@fz@mli&e{j L(cyc: opi QO?H amhno) car bonyl ] - 2- et hyl phe
-4-( t hi azol - 4- nmet hoxy
-Clﬂwﬂnﬁdﬁ}%b}blQWJWISQIC@@OBY%%@?@W‘?PP%&ia‘ftﬂ 634"’11%2%%1 hox
no) - 4- net hyl benzam de;
yhne%]_oﬁﬂ%ﬁ%%l}% 34- 4- et hyl - 3-{[3- (I, 2, 5-thi adi azol - 3-yl net
N- cyé]@p%ﬁﬂeli- B,Baiﬁﬂaﬂlb/hmamayt)methoxy]benzoyl}ammo) -4-
3-({3-[(2- chI 0i O 1, 3-thiazol -5-yl ) net hoxy] benzoyl }ami n
methygpengag opr opyl - 4- et hyl benzami de;

N- cy%\ll-u,grpggrl(f %{ h%rl) %oﬁ%:q,@g—gi?%(ﬁ%og?ﬂ?@%thgiﬁ%l%lyﬁg‘ﬁﬂ%l}i)én’%élfnide;
3-({3 l-blﬂbfmX,\Z)tﬁﬁilzélaﬁdyt)éiethoxy]benzoyl}amino)-E-cyclopropyl-4-

cycl opropyl - 3-({4-[ (4-ni et hoxypyi i dm 2-yl ) nmet hoxy] be
metlmlbqua]l ;no) - 4- met hyl benzani de;

R L N E————
yhlle??ﬁ%?%n%h ! -tsh({s L( 4- et hox} 4 ety

' oxy] benz am_no e enza
N- CYNOWDVW% |4-fBetP(’%%’[@m@vaéméWﬁﬂbﬁ%qyb@mmo) 4- methy?benzarmde

N- cyﬂ_ogr}opélr%é}%lgﬁﬁ %%?l?gy %-&?ﬂ&oggg&enéoylﬁﬁ{lhg ‘lbk%ﬁ%"ﬁﬁ'é de;
N-cydlop®phini ﬂﬁ@(ﬂlﬁ&}ibkﬁyﬁdﬁlw ki pethbeypEhayremine-aethyfbenzamide;

N-cyclopropyl-3-[(4- {[5-(hydroxymethyl)pyridin-2-ylJmethoxy} benzoyl)amino]-4-

methylbenzamide;

N-cyclopropyl-3-[(4- {[5-(1-hydroxy-1-methylethyl)pyridin-2-ylJmethoxy} benzoyl)amino]-4-
methylbenzamide;

Ij-cyclopropyl-B -{[4-({5-[(isopropylamino)methyl]pyridin-2-y]} methoxy)benzoyl]amino} -4-
methylbenzamide;

N-cyclopropyl-3-{[4-({5-[(dimethylamino)methyl]pyridin-2-yl} methoxy)benzoyl]amino}-4-
methylbenzamide;

methyl 6-({4-[({5-[(cyclopropylamino)carbonyl}-2-

methylphenyl}amino)carbonyl]phenoxy} methylnicotinate;

N-cyclopropyl-3- {[4-({5-[2-(dimethylamino)ethoxy]pyridin-2-yl} methoxy)benzoylJamino} -4-

methylbenzamide;
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nmet hyl benzam de ; N cycl opropyl - o
{[4-({5-[(isopiOpylam no) et hyl]pyridin-2-yl}
woreikossbenzoyl ] am no} - Anet hyl benzam de; PCT/GB2004/005241

N-cycl opropyl - 3-{[4- ({5-[ (di et hyl am no) met hyl ] pyri din

- 2-yl } met hoxy) benzoyl ] am no}164- net hyl benzam de;

met hyl 6-({4-[ ({5-[(cycl opriogé)l am no)carbfnyl ]-2- )
N-cyoRproplypB ﬁ@boszarah BRRY rgemogz 1)aminol-4-

N- c?”é OE%E%WP, 2- (di e yI am El'ryq et hgk@ @’) ]
methy{bgnzangige;net hoxy) benzoyl ] am no} - 4- net hyl benzami de;

T IR S -,

methit 6- 5 le lamino)carbonyl]-2-
M YEASRQ oxy%ﬂ?&? -yl) rryel hoxy] benzoyl

methyh),hﬁmd mmlmMMHﬁmmﬁwmlW1d&e(7-carboxylate

N- cygl%%%&) ?%&{g\iy[% a@?ﬁf%@?@%ﬁ@g cﬁ%g Eﬁ)g,%thoxy} benzoyl)amino]-4-

methl ﬁb\@n)lgyrl di ne- 2- car boxyl ate; N-cyclopropyl-3-[(4-
roxyni et hyl ) pyridi n-2-yl ] nmet hoxy}benzoyl)am ii
N- Cyglppmpygrﬁﬁy{[lﬁdﬂzl’aﬁi‘m;-I—Nedyfiﬁthp)p(yriﬁm-l?ry[](lﬁthoxy}benzoyl)amino]-4-
! ﬂz%l 5 rdr ox} ' - 1- net hyl et hyl ) pyri di n- 2-yl ] met hoxy
metl;'%)g %/arri noj - 4- net hyl benzam de;

N- cyé\logmypmgny(h \]%ﬂ(é{éﬂ a%nﬁ&)%fh%séwxiéﬁyﬁ?ﬁsirma-ﬁl hoxy] met hy

n- 2- €nzo

' yl)m@tiwxydyenaoyh};amyiobénnaﬂryﬂbenzamwcI opropyl - 3- ({4-[ (6-
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N-cyélﬁyw%yfﬁﬁ% ﬁéa@@ﬁ? i Owﬁﬂyﬁv?tﬁ%g%iéé—

yl)mé‘th@)}y]l%ngwmﬁﬁhloﬂm[@Etﬁyllbegka iéé‘e [(I'-oxidopyridin-2-yl)ne

benzoy ) am no) benzam

N- Cy({lapl[opylyfb-l‘r@@iryb-ﬁyq {dH( homdap)bmmylz}ylﬁndmctﬂwbmeﬂy hmmo)benzamlde

N- {5),[ fﬁfgéoﬁ ? [J?)ﬁfug)pﬂgglﬁ) ia)f,l,gkg]w ki@-(imidazo[1,2-a]pyridin-2-
ylmet!}lbiﬁﬁhﬁﬁ%hé?@'c%ékﬁﬂd%o)Car bonyl] 2- et hyl phenyl} 2- (I

i azol - 2- oxXyj pyri niidme- 5-carboxami de;

N-{ 5f{l(«{yBlop(apytahmm)omy)bayh]-ﬂaj)ahylbml}yll 1-241 pehhybPhehdethdxydprimidine-
rimdin-2-ylmethox}')pyrimdine- 5-carboxani de;

>-carRPXeBUAe v | opr opyl ami no) car bonyl | - 2- et hyl phenyl } - 2- (
N-{ 5% )y%{)ﬂ%)kra ‘rﬁﬁb 'cg?bggflﬁb rﬁethylp%en)éll 2- é%ynrw_dm- 2-ylmethoxy)pyrimidine-

5- carl@@eapﬁdqgcl opr op;r/: ?m no) car bonyl ] - 2- net hyl phenyl }-2-[ (1
N-{5-] ?cyglopropy%lmmo)car glrl}?l]z 8!1{1<§t}-1ylphenyl 2-[(1-methyl-1H-imidazol-2-
yl)methoxy]pyrimidine-5-carboxamide;

N-{5-[(cyclopropylamino)carbonyl]- -methylphenyl‘-Z [(1,5-dimethyl-1H-pyrazol-3-
yl)methoxy]pyrumdme-5-carboxamlde,

N- {5-[(cyclopropylamino)carbonyl]-2-methylphenyl }-2-[(1,3-dimethyl-1 H-pyrazol-5-
yDmethoxy]pyrimidine-5-carboxamide;
E—{5-[(cyclopropylamino)carbonyl]-2-methy1phenyl}-2-[(3-methylpyridin-2-
yDmethoxy]pyrimidine-5-carboxamide;
N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl}-2-[(1-methyl-1 H-benzimidazol-2-
yl)methoxy]pyrimidine-5-carboxamide;
N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl }-2~(isoquinolin-1-

ylmethoxy)pyrimidine-5-carboxamide;



yl ) met hoxy] pyri m di ne- 5- car boxam de;
N-{5-[ (cycl opropyl am no) car bonyl ] - 2- net hyl phenyl }-2- (
wo 2®5061et hyl -1 H p) azol - 5- PCT/GB2004/005241
yl)met hox) ' -] pyri niidi ne-5-carboxam de;
N-{5-[ (cycl opropyl am no) carlqgnyl | - 2- met hyl phenyl } - 2-[ (
3-net hyl pyridi n-2- -

IR SR M imialgrpop e

carboxamideyl| - 1H benzi m dazol -

2L %y\*l’?@otlgox %&ﬁ%@?gﬁhgﬂzg&@ﬁgﬂ%gmewgnyl} 2- (i
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meth%??éHyP? 111 Laihylsre ﬁb%bﬁ)l Qyrim di ne-5- car boxani de;

C opropy am no) ¢ar bonyl ] - 2- ni et hyl phenyl } - 2-(

N-{ S{ﬁ(dyb]’(‘bpi dpiy}aﬂamé)mbhmydymwthwpmmk&(1@gﬁbﬂ)Xiﬂ@iedﬁny)pyrmndme-S-
2- 3-beiizot hiazol - 2-yl net hoxy) - N-{5-[ (cycl opr opyl am
Carboixﬁ@}d’?ar bonyl ]-2- ni et hyl phenyl

N- {Sﬁ@%’goﬂogkfﬁfl 150)%%%?12&2?@1 &h¥18116n ) 2—5}ﬁgpir?)z/?lahglﬁg}?t?gy_)]i){rimidine-

5- carb(mahudda n-2-yl ethoxy)pyrimdiiie-5- carboxam de;
(cycl opropgl ani i_.no) car bon £ 2- et hyl pheny I} 2-(
N- {51[(c301l0m0&21?ma0)p@r e@ﬂb%wﬁbylphe né-(ryidiaZbdmgthoyy)pyrimidine-5-

carbo'%'é&? e[(cycl opr opyl am no) car bonyl ] 2- et hyl phenyl }-2-(p
I'h- 2-yl met hoxy) pyri m di ne-5- car boxam de;

N- cyd&bwpylop( EPYEcJelbpropyl-1,3,4-thiadiazol-2-yl)methoxy]benzoyl} amino)-4-
4-[(5-cycl opropyl - 1,3,4-thiadiazol-2-y|)nethoxy]benzo
methylpgnzgrides) - 4- net hyI bei i zam de;

N- ‘S-D‘ic{ygfohgo%gffall ﬁﬁ@gg lémﬂ Coﬁﬂﬂgﬁé}x}l‘] 6 %pﬁ%lﬁ%l ﬁ&%ﬁ%&%n@co&%amlde

ni v d

N- {slﬁwsbbf@ymhﬁmﬁmbﬂm Dah&ByIBREK - si(pyfﬂithszyﬂh@ﬂwbc}/)p'@ra(zme 2-

di n-2-yl met hoxy) pyrazme- 2- car boxam de;
Carbogal@{dﬁ [ (6-br om)pyrl di n- 2- yI ) met hoxy] benzoyl }ami no) - N-c

3- ({4{@% gpﬁ é%’&‘ﬂ%‘p 1y gmxx e%oyg}oaﬁl 1P¢])) c&{oqupgh r{r)}?thylbenzamide

N-{54 eipfy g érb -2ahé&hdph 8 Bog I Hre e aivridei-2-
{ Ngoglcho pfryé1 @)Z rrgit@%{/l 3- (%14 ?ﬂ - et hyp/llblpyrl gﬁ'rr] 2-yl)ne
yhnetthh&y()y?l%mlgfbyl } ami no) benzami de;

N-cycgli)]'}]r(ggil]dgg{ g%?r&g ﬁ%‘%{%ﬁ”ﬁé‘ﬁf %grl?)mn%toI% b%}{zqu{ ammo%epnzamlde

N- cyé‘lbﬁﬂéﬁ%rl%hﬁﬂﬂl 34({H—Q(jlﬂlleth;}'iﬂy[rlﬂm(-@-)5/[)lﬂé‘tlﬂixmb%nz’d)ﬂ'ﬁinﬁlﬁli)b)e%mlde

i i zoyl ] am no} benzam de; N-cyclo rog - 4- et
N-cyqlparopphy4-nmgenil-4- &%(pyremﬂmc%}weﬁﬁhmy) ?lmw}]@t)mt@éh@mm@

N-cyclopropyl-4-methyl-3-{[4-(pyridazin-3-ylmethoxy)benzoylJamino } benzamide;
N-cyclopropyl-3-{[4-({6-[(2-methoxyethyl)amino]pyridin-2-yl} methoxy)benzoyl]amino} -4-
methylbenzamide;
N-cyclopropyl-3-({4-[(6-{[2-(dimethylamino)ethyl]amino} pyridin-2-
yDmethoxy]benzoyl} amino)-4-methylbenzamide;
5-(benzyloxy)-N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl } pyridine-2-carboxamide
N-{5-[(cyclopropylamino)carbonyl}-2-methylphenyl} -5-(pyridin-2-ylmethoxy)pyridine-2-
carboxamide; and
N-cyclopropyl-4-methyl-3-[(4- {[4-(methylsulfonyl)benzyl]oxy} benzoyl)amino Jbenzamide;
or a pharmaceutically-acceptable salt thereof.

Compounds of the Formula I, or a pharmaceutically-acceptable salts thereof, may be

prepared by any process known to be applicable to the preparation of chemically-related
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N-cycl opr opyl - 3-
{[4-({6-[(2-nmet hoxyet hyl ) am no] pyri di n-2-yl
w0 p@loanyj benzoyl ] am no }-4- net hyl benzam de; PCT/GB2004/005241
N-cycl opropyl -3-({4-[(6-{[ 2- (di net hyl am no) et hyl ] am no
}pyridin-2- yl)nethoxy] benzggl)
am no) - 4- net hyl benzam de; N
compggl}f(%ﬁregﬁl)%t%@éﬁ?c%s%g a%(lg%(lsrq agé)%lglﬁ]f gAerae%&Bf%), %rsp Wd 0@ 0. Such
procebbe$, Swildroysed epprepate amonel)coatpoond bl the Rt Ipkeppkijded a¢ p further
yridi n-2-yl met hoxy) pyri di ne-2- car boxam de; and X )
featmrwoé yh ISE?IBWI angd apfeid In§tratest by the follovying reRypssulatiymProcasnAants m
. 0 nzayl ) am nQ] henzani j de. or a .
which, aeht SRRRTYE HACLAR] LR R BEbariand ot the mespings ssfizeds
. 0 , . i . .
e R EORE i BRI N ARL Y BESBRERD B o rsni
chempP! ThapkatmmiohdE sypheypating materafs is described in conjunction with the

chem cal | y-rel at edconpounds. Suitable processes are

following genresenEadive ProcessyVapRRiiENG WithHbibe apepnypnymedapwles-

e B RESR ey MR A PP e NN SN e

illustiabeR] Win¥e Bic wWithia itk @timatyl dkils bf &t edabiy chéaist.ol | ow ng
representative process variants in which, unless

() othermpewndsafdhetornua L of a phprmaseuirealiageeriahle st thergof, may be
meani ngs. defi ned. el R e tart

oo G RS L R By eGP AR R0 vt
organi ¢ chem StRy. The preparation of such starting

materials is described in nj ynction with the
fol l owing regr aLtY oces
t he acconpany' n anplPes. \ Al t g

ariants and within
N vely necessary
starting materigls are obtﬁ?nat anal ogous
procedures to thése illusHrated—w{ch are wi {hin the
ordinary skill of an organic chem

of the Formula I, or a pharnaceutica

Ppga) A Conpound
y

.. salt.there e prepared by reacting a benzoic
with §Epiyins ot er oL

-acceptabl e
Il, or a activated derivative
thereof, RL CO2H with an am neqof the Fornula Il H2N
1l under standard amildgN orm ng conditions,
wherein Qa, b, R and R are as denfli ned herei nbefore
and wherein any functional group i's optionally

undeP&A GBS Blide FORE fortlidg EGTIRYIRIWARKIPH QRS R BEA RIS RS defined
and (11) optionally %orm ng a
hereiptheAordR@e iilicgdh bty AmcemiadptompIabptionally protected , and:

(1) removing any protecting groups; and

(i)  optionally forming a pharmaceutically-acceptable salt.

A suitable activated derivative of an acid of the Formula II is, for example, an acyl
halide, for example an acyl chloride formed by the reaction of the acid and an inorganic acid
chloride, for example thionyl chloride; a mixed anhydride, for example an anhydride formed
by the reaction of the acid and a chloroformate such as isobutyl chloroformate; an active ester,
for example an ester formed by the reaction of the acid and a phenol such as
pentafluorophenol, an ester such as pentafluorophenyl trifluoroacetate or an alcohol such as
N-hydroxybenzotriazole; an acyl azide, for example an azide formed by the reaction of the

acid and an azide such as diphenylphosphoryl azide; an acyl cyanide, for example a cyanide

formed by the reaction of an acid and a cyanide such as diethylphosphoryl cyanide; or the
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A suitable activated derivative of an acid of the
Formula Il is, for exanple, an acyl halide, for

wex@spbaean acyl chloride fornmed by the reactipor/aB2a0h®05241
acid and an inorganic acid chloride, for exanple
thionyl chloride; a m xed anbydride, for exanple an
anhydri de forned by the reaction of the acid and a

produ NbAMO L QB B¢ ?1%%@1daa?1d'asc‘a%ﬁ}ihud}:h§u%ﬁ qf are g@lbﬁexy?&rbodumlde

active ester, for exanple an ester forne
r edetreationfis pﬂe&r@tﬂy daraindl oat ip hlenmieseswee bf asultable base such as, for
pent af | uor ophenol

example, 1} tsplb At akakee e@ﬂﬁgﬂ%}%@@#@g%l@%xiggquagxlf SRR, for
examgk r%gfu ¥¥£§§%aby ptoﬁaéﬁ{u% ;caffondeYdoddth g&oxgﬁgﬁﬁéﬁm Sut%ﬁlde

or me reaction of the aci an azid
SOdluﬁ‘UlG?}ml @addimtmmmhﬂhmﬁmhdﬁ yodiami lgeridaor petytsivoy apddds, of m’r
yani de fornmed by the reaction of an acid
orga@nwtaéhw%ﬁ.sa%h aarplly- lahl@tlh;ﬁrl ;ﬂ%a@,sﬁrdhbvty ﬁﬁﬁlﬂ%@r r
o .
dxalkilgl%@godl Hitm gtfms %}Ebﬁnﬁlg f 1}11'&19? g}d@?%aglﬁigg g@:‘%‘r g)éam%_ﬁ,ean organic

aminé Baetsucinad, $01erfr©teabyryd1ﬁal‘2l;6 hrﬂldmet cmlhdhb%ﬂrm&hyﬂamnﬁipyrldine
a suitabl e base such as, an al kali or

triethylapung, meorabeling %@Wﬁblé&il‘%{éﬁ‘aq énde&r%s&ff dbbe 1gciiass also greferably
carrlézlyoq.lglgﬂfg §u1 a%ﬁe @éﬁ%&é?ﬁs&% Hgﬂtct% Q d?ﬁ’%l@ ’t%%?g%glgglmm Jh}(jlene

chlorfitedr Q>ﬁ1ﬂ1€thoﬂ9¢th§rﬁel, NDNldeéthyllf(ﬂﬁlanﬁdd INID- dhiytcbthiydes e tarmide,
potaSS|un1hydr|de or an organonetal li¢ base such as

N- meghylgylkg,l}dm-],_tqﬂeuﬁa\nlqtl@fls mpm%é)r RCHORSs lang at g fegperagire An the range,

for e’fﬂmﬁ' 1%’0' zggby@ak; a%nveg}en ¥ otroer)e%li1 gpglﬁbleﬁtt tQﬂng Q?aguﬁ? c amine

bapgi & @%odﬁlﬁ{ld@é‘&fﬂ?ﬂhg1ea@6’1ft|1§jh%a,m &eﬁnb%b@bﬂm organic solvent
colli di ne, 4-dinethylam nopyridine, triethylam ne,

(prefmblmao|anh1edrous mlaM@mgmp@salvwhwve@mn@ terpperature, for

exanpfiSpbS RO g ARG e b pieahpr e ey irn

&
Wiﬁcﬁﬂ ﬁl“ﬂla*) {Wg%n géne?al{l@ﬁggéslrargiﬁﬁaﬁ g%g?f at}}]e oups described in the

literareret lmyd\mytormb iskiillad 2hamist, ascippmiphiglesor ﬂnh@xwtd@ilqmrof the group in
acetone, and at a tenperature in t ange, for
uesggraRg B2y b BpguaRSIEE TP BARP Y. HIOBF U hEP RS Rt removed
by a&%ﬁ@ 113&“ rn‘?etliljc-)rd’ R &R_bivedan Pﬁrlﬁ&qwr%gﬁl&ﬂp@ thO SkilIERERMist as
resence of an organi c sol vent
apprc(mra&f for dizl Iynﬂmalajfhlycdpmt&tlmg) E@op alpqmstlon,csruglamedlods bemg chosen so
sglvent) at a non-extrene tenperature r _ex 0
as totefféctrr@@pw of ilep Qr@te&g@ggropg mlténdmnynglp cg%q aAge 0 afrgoups elsewhere in
the ngoqggaieer ature of about 200C. Protecting groups may in
neral be chosen fromany of the groups described in
t h@pdciﬁoeermtnﬁl&s adiprétacing groupshes gikeh beldwdbethestkasf convenience, in

te for th te
hich RSt bR Hh ORI KOt GUIbGHE e BT B EIIRAP hich it is applicd

prefer@otlgﬁgssl 4RLH ?%Edd‘ﬁ' &}ﬂ'ﬁ}éu]gﬁ%}‘ tg@d thﬁﬂmlgsedeﬂ}ﬁ AdYare not exhaustive.

conveni ent escri |n Iterature or

Whela¥petifit @xamples bt hie&d)dst fenhstenasakbgipropetieg gohipr art Ige/en below
renoval of the protecting group in question, suc
thesenase pigilarbyaton gxleaysiden His Uas Of proecting g%ﬁé%}neﬁpdf REdeprotection

not s cg%é Va,]lé/ﬁg Gt B8R M b Bes PR g&(ﬁ) WA §GeiondT OUPS
n

A carboxy protecting group may be the residue of an ester-forming aliphatic or
arylaliphatic alcohol or of an ester-forming silanol (the said alcohol or silanol preferably

containing 1-20 carbon atoms). Examples of carboxy protecting groups include straight or
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the nol ecul e. Specific exanples of protecting groups
are given below for the sake of conveni ence, in which
wO b@dmeisss as in, for exanple, |ower alkyl, sigPCT/iG82004/005241
that the group to which it is applied preferably has
1-4 carbon atons. It will begunderstood that these
exanpl es are not exhaustive. Were speC| fic exanpl es

brancﬂgd %' @ngé)g%é’i gr%apg mval rg)fle[ B[)ﬁrto?§ bt&(fﬁ“l%%feg?_ﬁlﬁoxy lower

W ST m ustrv

alkyl gﬁﬁp@(fopéxmqﬂ& brfeeho3keie s, &ﬂﬂ)xmbfh@ﬂ dsobhtaepiettyd)c tdvee aliphatic
not specifically nmentioned is of course within the

acyloxy. b}yﬁer LEHNY. ar@upsa\iffsmei\ample,ac@?%m@wy pPIOPEBw axysHYhp may
L
butyrgl%xylg?th%]hg%vgyo?’lqg O%HTY?% ro%\g aﬁ(roqg&?be(?{y?cggrmﬂﬁgl %L’Yl ﬁmfps (for

examgIe'“lﬁn‘éﬂioﬁy@'r&ﬂﬂ'ﬂixy@tﬂiyﬁ il Le@lﬁtﬁdyceﬁbelﬁ}&dj)@kéﬂwlp afl aj\mrrag(yl groups (for
20 carbon at omns) anpl es of carboxy gr otectin

examgledigpayli protetpxybenzal. gmltr@bemzah pHigoRamaylnbgnzhydrg) @}Wthahdyl)

trl(long&ag@)ﬁglgﬁéﬁpﬁéﬁa{fgﬁ € ?eo b %?%fllgilm afld &g_tt l}{&t%r]ﬁlull&ﬁgltshg}
trl(loﬁfEPQKM hpokwier bk {zbﬂbﬁwmt @Mh]})le ﬂrmmmylalylahﬂg iahd (2- 6C)alkeny1

acyl oxy [ower al roups or exanp

groupsdr exgmpletajiyl ar&r@pyleﬁhyl)onmamoww&mppmw@t fiay the removal of

net h ower a koxyc 0 X
Calbo%ﬂ(@fp{%{" %r SUPY %1'; uélx é??‘peixgmf § a"t“f. %(S)Q/ Cgr t‘%n§ %xéﬁt}%np -catalysed
hydroty$d. hoxycar bonyl oxyet hyl); aryl |ower alkyl groups
?or exanpl e benzyl, p_-nmethoxybenzyl, o-nitrobenzyl,
p Exampicsbérlrwyltowemthgtum@ ounsdnghdciomics glky 01101:1199( Gf@m@qample

T A PR S SR TR s g

acetyﬁ foxter QH&H?@%M&]@/[ gx%&ﬁﬁ?%ﬁeﬁa[ﬂﬂl@feh%dlﬁlﬂ}%b%h}’lb,)low@ﬂd

2-6C) al kenyl groups r exa
alkenylcrxytaebmbﬂ )g,rounvstﬂwo d)sarpldﬂ tallyigxmaﬂ:;pnabmlmblow elkp&ycattwé\yl groups

o SRS SR, B Sl Bt Sy
p-mufb‘ib@iﬁ&hasszbaﬁbo@i?m|1&§eroaf1k>ll|é4@! ggye%qn@mmagylgn ups

ncl ude "l ower” al kyl groups r exanple tert utyI)

tert-HquMameﬁl}R&a}yjl)l angmoylr}3W€rf aﬂryl éfcm nmreplalblewﬂ) giooper

S easr FS %%gleg)((g? i‘ﬁ%l %1’[?’15’1 araYigli groups (for example
benz%lqnﬁ s%i@ﬁ%&ﬁ&%ﬂ ﬁlethok%%gﬁfylal!ui?%ﬂéﬂzw(m hammbihexMeRsyl, and

for exanpl e al I'yloxycar
triphedyioxthghy dieryhisgnethys agd fxmrlmcdwb gre)upa dzwyﬂ aikmaltb@nyll (for

o EERGSURERE S0 SRR
lowef 51@PP§{c§rﬁoﬁS %Bgﬁ%/sj @61J e)ﬁlampfeetfetnzﬁHiwaF’doﬂ?t Eﬂl@t’hbﬂﬁenﬁﬁgxycarbonyl

ower for exanpl e benzyl)  groups.
o- mtﬂibemmmcmbonﬁ;:mnng)tgnz;dqwsycanbohyldmaﬂlqunlw (for axaampdy Itrlmethvlsﬂyl

and G SRER AR ST HSDB Gt Foraa T A R ROV DEFiAA
Subsﬁtﬂ%dtbreh%ﬂ%wg? otugyl )i I oSvler |oal- Eg;%gr&%: a?gor

Methods appropriate for removal of hydroxy and amino protecting groups include, for
example, acid-, base-, metal- or enzymically-catalysed hydrolysis fdr groups such as
p-nitrobenzyloxycarbonyl, hydrogenation for groups such as benzyl and photolytically for
groups such as o-nitrobenzyloxycarbonyl.

The reader is referred to Advanced Organic Chemistry, 4th Edition, by Jerry March,

published by John Wiley & Sons 1992, for general guidance on reaction conditions and
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exanpl e tert-butoxycarbonyl); |ower al kenyl oxycarbonyl
(for exanple allyloxycarbonyl); aryl |ower
wa@bkdsnyaes bonyl groups (for exanpl e benzyl oxyceebyaBRI04/005241
p_- met hoxybenzyl oxycar bonyl, o-nitrobenzyl oxycarbonyl,
p_-ni trobenzyl oxycar bonyl ; trital kyl silyl (for exanple
trinmethylsilyl and tert-butyldinmethylsilyl);
(f . ' :
reog R e oA AR R S L e Ry Eion, by
Greef and Mans\pabligfed vy d bhxxwmyc& éSmmfbr rgemﬁtl elcgu'lmcg b ppgecting groups.
i ncl ude, for exanp
e n}“we@épwswaqff %@1& Ihpw 5F ygqp§rerichy tb? slﬁb%agé @ theggrresponding
xycar dro nat on_f.

ester e&fﬁo 11 éﬁpz( b.lrn ARy %%8?1 X gﬁzal oy 8 angz?c %ngr N % wherein Q,,
Iﬁ C?VI oatrJee %? é’e!ﬁ%xg ﬁ%} gl%nymé oIlgﬁ f'iﬁt?\@gec{ derﬁla{l . {eeI%? as &efined

nced
hereilyB&t61, publlshed by John VVIey & Sons 1992 for
general gui dance on reaction conditions andr eagent s.
The reader Rs referred to Protective Goups in Organic
Synt hesis, 3rd Editi onOby Green and Wits, published
by John @ r general guidance on
protecting roups %hecgen oic acid of Formula I{, may
be preparedgby the clea §£ of the correspondi ng ester
t hereof whicH, in turn, may be prepared by reaction of
with @A afiting opFG@RINA | Y wherein Qa, @b, R and R are as
defi ned herei nbefore, or an activated derivative
t hereof as defined heréjnbefore, .0 Q-CQO HIV RI
with an aniline of For a .V CO2R V wherein Ris, for
exanpl e, |ower al 0 yl, under suitable am de
bond form ng cond 2|0n~ defi ned herei nbefore.
Typi cal conditions incltdelactivating the carboxy
group of the conmpound of Fo qy IV, fov exanpl e by
treatment with a hal o reagent ¥ for exanple oxal yl

whelg{ﬁ 114 %98)?(51?13{60{0%6? QH&@F&I téft\?k éﬁl?c}er gul?ﬂ)rl]egélgﬁie 'b%n? %%‘ﬁﬂe%

condﬁm@yﬂéﬁﬂﬁdﬂi&rdﬁrﬁtﬁf@& line of Formula V. Any functional
groups are protected and deprotected as necessary. (hb)
A Eonpid gaadigens inelufey astinaging thegarhpxy group of the compound of

Folehaaf\'ft% é&talm%% i)y T 8teR! @Rﬁ g hgf%l rteageq‘w {f&o EXan{ny O)Paefyl chloride) to

form an acyl halide in an organic solvent at ambient temperature and then reacting the
activated compound with the aniline of Formula V. Any functional groups are protected and
deprotected as necessary.

(b) A compound of the Formula I, or a pharmaceutically-acceptable salt thereof, may be
prepared by reacting an acid of the Formula IV, or an activated derivative thereof as defined
hereinbefore,

R,

O
Qb+O_Qa_<
O—H v

R

with an aniline of the Formula VI



prepared by reacting an acid of the Formula IY, or an
activated derivative thereof as defined hereinbefore,
WER00B/0Q460--NnQ\ O HIV Rwith an aniline of PEEGB2004/005241
Formul a VIVI under standard am de bond form ng
conditions as defined herei-nhefore, wherein Qa, Q, Ri
and R 2 are as defined herei nbefore and wherei n any
functional group is optionally protected, and: (i)
renovi ng any protecting groups; (ii) optionally
form ng a pharngGen\ical |l y-acceptable salt. The
ani | i ne of Hay may be prepared by reduction of
t he correspondi tro conpound usi ng convention
procedures such as hhose il Lustrated in the Exanpl es.
Typi cal reaction copgith ncl ude the use of
anmoni um f or mat e om)hyd?ogen gas in the presen e of a
cat al yst (for exanpl e pal | adi um on-carbon) in

undefNtSREAE Sl b%HSI 95, emﬁg;o\ﬁ@ra& d rfé&él%éf 2 &ﬁLr%rn Q4 Qo Ry

protic sol vent preferably wt i ng, exanp
and R, QrefO0dfinGd Qereidaioré kh{tp\ﬁvhél’@ﬂﬂ ang"fesRondl &olp thﬁ)@&ﬁ&ilﬁ}&ected
deprot ected as necessary. compound of th
and: Fornula | wherein a substltuent on Qa or @ is
(1-6C) al koxy or sugstjtuted (I- O al koxy,
(KD6C35FQVI 1RSI Fgﬁnéﬁfalkyl]an1no or substituted

(160 alpkivhany RamifEWpHienRIARAIRhNpIE sat kyl ati on,

conveniéntly in the presence of "a suitable base as
défflierradlireeatdi onbekadflemasolﬁe Ianp?aml te rafciiomof the cofresphading nitro

comnfSh g s U5 BB AP G L P S i

 reacti6ACbh@HoUinchile RGP OLESARRRIM fdntH draRlifodeR8hd i in the presence ofa

10

15

25

sol vent or diluent, for exanple a hal ogenated sol vent
catalysticthr exsanipde hglllaelnmmmcerhoubm thh ptﬁsen'lcmrqﬁao rorgaaidsotvent (preferably a

et rachl ori de eth r such as te drof ran or
polarfr%lcoqog‘s@gﬂ Praferaly i ol Jo ke O AR OH N (e eAn fungtional

gmulglap@ [F-To | galsTi o} ﬁ’@édc/fﬁ%ﬂ_‘% tg%rgs N, N- di met hyl f or mam de,

i met hy ace Ipyrrolldln 2-one or

(c) dl/ﬂ@&rﬂlﬁbtﬁiﬂ FMBXFéenuld hehERACE §udBtitusntCaNYELHI ?QIS'(Y -6C)alkoxy or
carried out at a tenperature in the range,

substiwtad! -6C)alBoxtyo (116020 ylamieb ediglpl -pChalkyl]Jamino or substituted
(1-6C)alkylamino, may be prepared by the alkylation, conveniently in the presence of a
suitable base as defined hereinbefore, of an amide derivative of the Formula I wherein a
substituent on Q, or Qy, is hydroxy or amino as appropriate.

The reaction is preferably carried out in the presence of a suitable inert solvent or
diluent, for example a halogenated solvent such as methylene chloride, chloroform or carbon
tetrachloride, an ether such as tetrahydrofuran or 1,4-dioxan, an aromatic solvent such as
toluene, or a dipolar aprotic solvent such as N,N-dimethylformamide,
N,N-dimethylacetamide, N-methylpyrrolidin-2-one or dimethylsulphoxide. The reaction is
conveniently catried out at a temperature in the range, for example, 10 to 150°C, preferably in
the range 20 to 80°C.

A suitable alkylating agent is, for example, any agent known in the art for the
alkylation of hydroxy to alkoxy or substituted alkoxy, or for the alkylation of mercapto to
alkylthio, or for the alkylation of amino to alkylamino or substituted alkylamino, or for the

alkylation of hydroxy to heterocyclyloxy, for example an alkyl or substituted alkyl halide, for
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- the splphopie @cidiid apfinoreanis acif chlopde donexamtle

the range 20 to 800C. A suitable alkylating agent is,

for exanple, any agent known in.the art for the
wa@bdogloet4sdn of hydroxy to al koxy or substitut ePCHIGBRO0Y/ 005241

or for the alkylation ofmercapto to alkylthio, or for

the al kylation of am no to -g3kylam no or substituted

al kyl am no, or for the al kyI ation of hydroxy to

0 s [ :
RPN TR B0 4 SUBREA G
bronﬁxﬂa)cm idéidebr & bekecteyelyl c&ﬂmtimsbndnuﬂedr (oldrdeglﬁhkpiesence of a suitable

oride, brom de or iodide or a heterocyclyl
baseehﬂ%fmeééleremhsmrse or iodide, in the presence of a

@ G ARBRBRT 4E Folu N reaTL S bURFhGaFin 64 ee5F TG 1<

I .
(1-6@%&@@6}%%?%%(5 ﬁg? 81 2l Ibgl%ﬁg?c( %ag G%rg %%959% Z%H@hé&/latlon of
a corpuidlo® tHe MBS l"wﬁeréhhthsiubhirtﬁéﬁt 08, & @ is@hihé am no.

A suitable acylating agent is, for exan‘pl e, any agent

knawnitatie ddydatargtagbmris tfheemmlatanp agaft kaownan the art for the acylation
acyl am no, for exanple an al i de, for anpl e a .
of angip0 tyiFaiRsylor ExABF 4B A6 e X IR H-EnialRpnpy chloride or
b101r15]c23? g?lﬁ]vgeéfeﬂgz 119?116:%1*?3%%%%{?'@%51& 3 g% y 9§%Lﬂégsle¥%11}(beefme an alkanoic

acid aihydeldée demixedrandydridel ﬁ)raxéﬂlplﬁﬁ)(a‘ﬂd@)mkanmaamd aah‘{f@mﬁelsdd] as
such as acetic anhydride _or the m xed anhydri de for

acetlg,?lﬂpﬁiél ?@5g1e|1we%]arﬂgﬁirlgp kerpwsd oy s tpackip ¢f an alkanoic aci and a

0 | ; . .
(1-6(((‘ [l%gfg% 1 ¥§§E%b%lexgﬂ er%g(]:]e Cg?llﬁgif B %g%hr%%rédeé %n tgle presence of
a sulﬁabldlﬁbd: s deffed dsretidlefare. dhi‘@nenahbefaoyletlolt i @eielr @it it heuitable

lation is carried out in a suitable inert sol vent
mert@p vt Qs eiluentas definerohereiabelpisiiad 3t a texprerafprey in the range, for example,

230 th $IRRY. %BH\{fi%’lenﬂ? at 91 né’a?glgl%hg @E}p@iﬁml e, -30 to 1200C,

converii en enperature. (e) A
(e) COBRQHIpHuRd ofdm@ F%%ﬁlﬁ'l@vﬂeréﬁi‘S%@ésﬁt@nﬁéﬂx‘?%'ﬂ uent on Qb
is (I-6C)al kanesul phonyl am no nay be prepared by the
(1-6Criahtwmiphohyantormmay be pahated &y Boy reattéon ofishengioond of the Formula |
substituent on Qb is amino with a o '
wher(einas@joauiwaamtesswtpmﬁnno aith@, (1 HC)allfarasuiphanie dcide pi arpadtiyated
ther A suitable activated derivative of a
derivafivg Eﬂo anesul phonic acid is, for exanple, an
ch%%plﬁ%%? or rre %34 ?ffeeg(g Qﬁ@ (%uﬁgogigkdgilglgﬁrﬂgpam le, an
alkarsesallpaonyil hakidmg fiorcexamipte a:i’dlkanlesiﬂphdngt cldxadpioembd by thel reaction of

" chloride. The reaction is preferably arrl e(ilclolutnde The reacti
hlo ction

is pr&@faﬁlf&ﬁfl&f Sut i ﬁfegi %’éh?&r (gfya JoY 51?19 'bg% %S%Tliné hf?‘gﬁ’lﬂéfo?é? b8rticularly

nert’ sol vent or I ne erelrn

pyr 1cﬁﬂa’ tah® il asdiableeinby kelnent@hn ldﬂﬁd:mi as d¢finedAeccintpdoreppanficutlinty
Fornmula | wherein a substituent on Qa or Q is
methyieng ghloridec) al kyl |

) A compound of the Formula I wherein a substituent on Q, or Qy is amino-(1-6C)alkyl,

(1-6C)alkylamino-(1-6C)alkyl, di-[(1-6C)alkyl}lamino-(1-6C)alkyl, may be prepared by the

reaction of a compound of the Formula I wherein a substituent on Q, is a group of the formula
-(1-6C)alkylene-Z wherein Z is a displaceable group with an appropriate amine.

A suitable displaceable group Z is, for example, a halogeno group such as fluoro,
chloro or bromo, a (1-6C)alkanesulphonyloxy group such as methanesulphonyloxy or an

arylsulphonyloxy group such as 4-toluenesulphonyloxy.
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(1-6C)al kyl am no- (I -6C)al kyl,
i-[(l-6C)al kyl]am no-(l-6C)al kyl, may be prepared by
wo b@sneset i on of a conmpound of the Fornmula | wWheT/€Br00a/005241
substituent on Qb is a group of the fornmula -(I-
C) al kyl ene-Z wherein Z is a2di-spl aceabl e group with an
appr opriate am ne. A suitable displaceable group Z is,
PTG RERTB S o AR R it MTeOfel BHEN bR et & defined
herenliw:fdira aed it thb @msbme;of @rsuéabla melrtsmhﬁhmndaamt ag ﬁeﬂmedslwo:ehnbefore
as 4-tol uenesul phonyl oxy. The reaction is convenient|
The rgagtion dcaayenipRlt ¢ratigh il 8 LTBICTRNES P B BE AL & B0 C, Preferably
&IBUQ? her ei nbefore and in the presence of a suitable
fert diluent or carrier as defined hereinbefore. The

() r eRebhpHuldorERIVERLENT el 4 §udEiiRbht ¢ Q8ot @R&MHNMAE group
in the range 10 to 15Q0C, preferably at or near 500C

may lﬂegl)r £&1§&B}Dﬂiéﬁ€d@f1oh Bea bompbiuil df tHOB6@hula BwhERS! 4 EwAtuent on Q,
or Qo is an am no group nmay be prepared by the
orQbrlgdlmtdgﬁupf a conpound of the Fornmula | wherein a
substituent on Qa or Qb is a nitro group. Typical
r qumabreactwmdmdams impdhdedbe tifecofipmenafiusinfioonataer hydrogen gas in
f or mat

the pgegencg @ ﬁfj?t@ ygdr ot gglins@ acé}?tﬁthcia iﬁuc < S%]:ﬂle?dllcl:l%t c%l-élar{)(ﬁn
AlterRAJeRA] i8NG B1RA rﬂeduehbﬁ iy ?tb'e\éﬁllriéd%ug if§SQlafiphudiBs Bbn in the
reduction may be carried for exanple using iron
presence ¢fhum goids S@rexempie &mna@anh,c ofr orgasxceavpl |ichmrs ihyidnogldml@;
rgani c acid such.as draochloric,
Qi SIE I L CEF AL T A PR CoSAIL SR iy presence
of an‘(b‘%‘%eﬁ#c‘é%é%%/ (ﬂr@fg%a@gyr @%?l%xtel:i%ﬁg g&l\\;gxﬁ %gﬁgfega}tgf (I\_:‘N‘;hgrﬂe?/tmg, for
exampid o abe@td0nG, Alngriusctiipl gotys @b pritedd@DAmd depyotected as necessary.
functi gnal oups are protected and deprotected as
ne“éltesf@blwmg%ﬁ%logleﬁh 3§58 g Eyppgles amag%%&vgtr%tﬁ ¢he present invention.
Exanpl es serve to illustrate the present invention.
Bi ol ogi cal Assays The foll ow ng assays can be used to
Biologkas Wssayshe p38 ki nase-inhibitory, the TNF-inhibitory
and anti-arthritic effects of conpounds of .the Fornula
| - Therfollpwing assrzy fen e yseyl tomeasse ek Sdrasedaipibeiiddet o
i ctivity
e bRy e g ESRKTT, B 2ol SRS A ana ple
In vit®Gn@ime aayt he enzyne was determ ned. Human
reconbi nant MKK6 ( GenBank Accesi on Nunber G1209672)
wakhe Qbé)llltatt@él compordabe Bhitibthe eazmrap IS danesi s assef@e@es Activity of

I e s e

deterBfi@ddogous procedures to those disclosed

at or

Human recombinant MKK6 (GenBank Accesion Number G1209672) was isolated
from Image clone 45578 (Genomics, 1996, 33, 151) and utilised to produce protein in the
form of a GST fusion protein in a pGEX vector using analogous procedures to those disclosed
by J. Han et al., Journal of Biological Chemistry, 1996, 271, 2886-2891. p38c. (GenBank
Accession Number G529039) and p38f (GenBank Accession Number G1469305) were
isolated by PCR amplification of human lymphoblastoid cDNA (GenBank Accession Number

GM1416) and human foetal brain cDNA [synthesised from mRNA (Clontech, catalogue no.
6525-1) using a Gibco superscript cDNA synthesis kit] respectively using oligonucleotides

designed for the 5" and 3’ ends of the human p38c and p38f3 genes using analogous
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by J. Han et al.. Journal of Biological Chemstry,
1996, 271, 2886-2891. p38a (GenBank Accessi on Nunber
w@BR8082%5 and p38b (GenBank Accessi on Nunber QidBEBO®N/005241
were isolated by PCR anplification of human
| ynphobl ast oi d cDNA ( GenBanksAccessi on Nunmber GVL416)
and human foetal brain cDNA [synthesised from nRNA
procetle R Bt 1 4 Pocplpk B LRI P Rta, 1995, 1265
224-237iaganl dlaagtet ale Soumsi afifdldoaml Chenbtryvafi®632€nds 92(?-1?%
human 338a and p38b genes using ana ogousproced%ﬁ
umml

t gk p %gwlaéwfwsw%ﬁstsafl n Egol i PRl dgctors

e e

MKK%EQ@Qhé—?&Qﬁroteﬁm \hef@ %anﬂwtlsangu sﬂaﬁ@efra By Eth@@STFGMRKdS was

in E co In PET vectors. Human recorrbl nant p38a a

purifigd 8bing s wrthonaserhaprse dabiae 2yl the Pés pitcinBpEs nua'é'kjé sing nickel

chela% of ei ns ‘Both MKK6 and the p38 proteins were purified
s(i Y andar d protocol s: the GST MKK6 was purified

usm:q)% ik thad e neti cRANBH @36 usOby MruBdbntvigh RGEI6 for
proteins were purified using nickel chelate colums.

3 houThat 386. ditzymedivadd.cat-expacssed MISH retaingd eufﬁylent activity to fully
ati o 6 h t 3

activalp RERA RLoBE £ R3S | OERpreBe A R el? P@Pgﬁﬂﬁ SR RIS SOM of

101n%%®aﬁl§li\é6ii§élfolflll’ /gh‘ﬂt) ' ‘yak, LY 7Q‘I bﬁ%@a n_llll: Bfl?mg Tris

on incu ate co

@MWEXRTW&&@”&OCﬁﬁm b2l aHaflate ((Kll ﬂﬂ&iﬁarﬂtﬁ-flﬁ[ captoethanol
4 buffer conprising Tris HA (5 EGTA

(. 1%)(]), Mgﬂﬂsul EI60mM M Q6O end STP (FAiladdmM). The activation
b SRR, (120 Vi Tort o soeranntcone
3. 051I1g/r§‘g?§1§cp5 l\r@? %E{%é fﬂffeg( OQ% %&f}yﬁﬁedﬁ%@igﬁrﬁrpﬁ%lﬁag%We either used

ﬁesh@#fafl@tﬁoted ﬁﬁﬁﬁor@ﬂdt 13880, activation incubates were
ei thér used fresh or aliquoted and stored at -800C.

THEhet t@sttcoomcvpmdmas srdebibisgdibi PMSON(10mMIVEBG 103 s3igl dipdons in

omsh SarhEd ot inmeb e e Pl ERs 88885 Onshil awtons verg then
dilute1:§0 G eRindsd BUirRer dndl oyl FrantfeR8s @Hlfl(frgtﬁter 28k plard (Cojc,tar 3596).

transferred to a mcrotiter assay plate (Costar 3
Contf&‘h niallelconined 10[.(Dll’(tl diondbhtiofrih k(lmsellb),lf&lr) DM iKinkseressey Mix’
buffer) DWVSO, 'Kinase Assay M g Onm ; conprisi gi
[3OHW@n1ﬂ3ﬁSIBéé\iI1€11Pr3ﬂS@|Pﬁo‘(eS} %@wﬂ\&é@ }; (ot at.6gmg/mil solution in

s OB oG S oL A S R e

adde@d@8HuolRalS B e blate AthefabiiaiRt @R DbV ina QI &bT Mix” (n=6
the above "Kinase Assay M x" (n=6 replicates) or

replicates) ar nadaihed ﬂémeseA&ssay MirX in whichtthe #etivated 288 ievesnesiwas replaced

p38 e s replac Ki ase
by Kitiggy bdierdeyo roplistieny B r Srbati AaE S ittt et 10w
comP¥RilSsdUNPR TP, 5pCi P ATP (Amersham International cat. no. AH9968) and 50mM
Mg(OCOCH;),]. For p38p, 23ul activated p38f enzyme and “Kinase buffer” (2.53 ml) were -

included in the “Kinase Assay Mix”. The final concentration of test compound was
2.4uM-0.001uM (n=2 replicates). Microtiter plates were incubated at ambient temperature
(with gentle agitation) for 60 minutes and the reaction stopped by addition of 20% |
trichloroacetic acid (TCA) (50ul). The precipitate protein was captured onto filter plates
(PerkinElmer 6005174) using a Packard Filtermate harvester (2% TCA wash) which was then
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conprising 50mM ATP, 5nCi 33P ATP (Amersham

I nternational cat. no. AH9968) and 50vM My( OCOCH 3) 2] .
wo-005088h 23n1 activated p3Sb enzyne and " Ki NnBEEGB2004/005241

buffer” (2.53 m) were included in the "Kinase Assay

M x". The final concentrati-olof test conpound was

2.4mvt 0. 001mMM (n=2 replicates). Mcrotiter plates

dried’\@\_feﬁli%_ )Q@Sﬁfjl\/ﬁtR@ﬁ@IﬂmO (FJER?{L@@G’G 86y dddcd %‘p%a'gg v%e;/l. Plates

agitation) for 60 m nutes and e reaction sto

wereaddited on adfop2086rit s¢iatillaionaoetter sk despdhsd)cutmd Mere géileeated

. precipitate I[I)rotein was captured onto filter plates

usmf %Wf%&? Apglsgsiatapnalysis pgckeepapd ap Prigin ewyaiitmg package.
; S % JCA wash) which was thendried overni ght

In vifiy KR REd ol CI NT O (Packard 0601361 1) added to

(1)RBMC wel | . Plates were counted on a Top Count
scintil]ation counter. Dose response curves were

gehilds ik of<itay camppendieuslaby gt oduetianavasrrsbessddsby using

v B B 1 S B A et i
stimél IR WMiﬂd@oiy@ﬁﬂchﬁﬁdeﬂP&"ﬁS? production was assessed by
usi ng human peri pheral bl ood nmononucl ear cells which

syPerhdsiad blopd dngwondea CENF(RBMKR west isnlakealt feon hepdninised

| I har i PS). Peripheral bl ood. nonopucl ear
N LRt AR T o I AN NI M b
Monéicléat Bé11sheR8 réddlpdhdBRh RhaQde Meﬂﬁﬁ?gm%g 1640 medium (Sigma

centrifugation (Lynphoprep (tm; N
RO88UD nontamieaf0 weisisl paielline S spmhstechtomyciahd dmd Mrckinint |

RPM 1640 pedi um (Si ROBS3) containing 50 units/m
Supp%@WPPﬁdIWlith,l o Wﬁbmﬁftl@?ﬁw%e@ﬁa@gm -3 13- feqmpounds

i 0, - i . . I . .
v PB4 508 P SBONY TR0 5
and satialaliwionecdrried bairin GCuR@eWledlivht! tceoftaiiidd 0% DMSCUI RBNIEs (2.2x10°

medi unt and serial dilutions carried out in "Culture
cells i HpQhculberg gl w et ippbeted PRI 2 yarying ®newittagonsof test

6 cul ture, nmediu re i ncybated wth
comppfRTtaich cBisBE) dtohul it BEARE Shithind 428 PiviSo deontrol wells)
for 30 WlihMEES)370C iR MumEMFEA[ 2,805 emgriﬁ@ib_aio? 0CdHarM305 ; 96 well
(control wells) for 30 mnutes at 370C in a humdified

flat-bogo@0isgnO&Uuas platesh ciiipdlipopdl Gacchange 35BS E, CAB0 1l B4 (Sigma L-
bottom ti ssue cul ates)

| at - t I . 20
4l 30&#%%%9@%%%}9&&- H@/Ipﬁpsﬁ%iel.isgg in “Qulfure Mediym) yagadded to

. w1id Al ent rat | Lad 1i. solubi,l i sed.in :
soprbpi el O GARSERICCRln S Fceg T Bl i) 2B0upRps. six
“LPSQIbidIragd Madimkdiwa sicdd esnttdds weRAhbted Oneach®BdIPhlate.

wells. Six "LPS alone" and six "nmedi um al one"” controls

wetle esichnpeundastested 9& TEF: ighibitey atindtit @st a ¢ioapunehtration
o e U Do LSS e e
MAPKEh GRS SBI038%H (IFy 2. iePhi RbSA NI 372N938386). Plates were
incubated for 24 hours at 37°C (humidified incubator) after which 100ul of the supernatant
was removed from each well and stored at -80°C (96 well round-bottom plates; Corning
3799). TNFo.levels were determined in each sample using a human TNFo ELISA (using
R&D Systems paired antibodies, MAB610 and BAF210.

% inhibition = _(LPS alone - medium alone) - (test concentration - medium alone) 190

(LPS alone - medium alone)
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MAPK i nhi bi tor, SB203580 (Lee, J.C., et al (1994)

Nat ure 372 p739-746). Plates were incubated for 24
whows®eats 370C (hum di fied incubator) after whPChGB@Dai005241

of the supernatant was renoved fromeach well and

stored at -800C (96 well round-bottom plates; Corning

3799). TNF a levels were determ ned in each sanple

(ii)H?lin@ g;hla %EQNF a ELI SA (using R&D Systens paired
amntT ot 610 and BAF210. % ni i hi Hhn= (LPS al one
TiRAbULY afa B} compour@sh idibic ENTFqurbdlibti-on redialbd as$costd in a
) x 100 (LPS alone - medi um al one) ( ) Human Whol e

humaB| whrde Tloed abralyi Hpneh whaleblood @m@gﬁaNfoc Wiketmi spiinyulatpgewath LPS.
I
;@%?&hgﬁgﬁ%% qsgﬁ B\S{S}%g %ioggrv&sggt&pﬂh “g,'H go%hyg ente*%alrso 1d60u1 whole
t
bloo fvh%d@& edlo xﬁen rbrirt-b ?g‘.ﬁws%@gmﬁ 4@37@% &b Wﬁlgbul | ood

was o tained from unteers
solubl\}amd anﬂEXMS(D at 8 6onvehiratiamurfd-Obd § dimteal kil 88 ir ‘(ﬁnﬁturegnedlum” [RPMI
Compounds, were sol ubjlise

1640@@%1@%&@%% RORINITEAY urhis(npk Regicth ?lyzo‘épucﬁml SiEAPLEin and 2mM
gluta xgtjt] ldmi ms&‘t@‘&ﬁ%'nﬂ%@%@al '@gh&)@ \(re?% r s ognly%l'le% ﬂ{aeﬂg.l g%{ﬂtalmng 1%

DM% lmam)frbabh edadccﬁm@lstmmwsmdaaf fodppEbpkidic WElS (WaFlRateRde
in culture medi umcontaining 1% DMSO. 20m of each

cultutes}finddoooemtration dnsewasgeefddiM-@. A0 nbpr 24tlef RéMculture medium
tripli cul t fin oncentration dose range
Contag’?mgffém® iﬂ?ﬁ MZ q&%ﬁ’l\ﬂ cul ture medi um

Coph Rl NeRDinliB S0 BB snigatdest I7oC ?ﬂﬂlfd@ﬂied’\iﬁkﬁb%torf) éﬁ"oﬁﬁa addition

were | ncubated for 30 mnutes at 370C (hu
of 20uhED S &fiwal cpngeniration DOLgrhaii)t iCrttued m2@ioin W&‘at{dﬁed trad:ontrol wells. Six

. concentrat| on | Ong/mM ). Culture nedi um was_ adde
LPScalpre’’ ¢ind wi ‘fraedignsalenepsonirdpwereipgfudgdon ﬁ%&lnﬂﬁ:d’bbﬂ%‘wn TNFo.

sylltlleglgfs%cgéﬁ?ory\’ﬁ]ﬁ)1t0 &Jaygl%ﬂhdggl e@a%ﬁ t&lt af’l%t spildéeilé %Wﬂb;;w Ec@ 6 hours at

secre or was

37°Ct(ﬁ§ﬁnd1ﬁ’écﬁ'fn@§bdf@) EPiaRGURat 8shtfiRige® (morrﬁm%r Wﬂfﬁmtes& and 80ul
(hum dified incubator). Plates were centrifuged (200

plasmaprenfoyed a6d storudtemst)o(’@r(dioﬂﬂmg 3% datas)r dihbiie tevalsdvese meefdlred by

PO B Bk EbL Sohi i SL MRl BAF210)

In vivy St &0Endfiat al ogue nos. MAB610 and BAF210). In vivo
The ability of a test conmpound to inhibit .
TNFhesatsitytdfasess compyindtoualsiba IiNFesstttiesisdn KBl was assessed in a rat
| i popol ysaccharide (LPS) -chall enge nodel . Briefly
lipopedipshmadad Sy odwliengeanpdel. Boefly, compeynd yas Aossd rvso

oo TR PRS0 12 i I P 5700

/ 2099 eferily diphist @ waeig b aniMalé pér by nd emdParkistaAR)deriey Park (AP) rats
(80-10Cg) at appropriate tinmepoints prior to chall en%
(80-1A0ghat|apstopaatet tHBE P oA F pﬁprstO(cj}@lleg)@p with LPS. Control animals (10 per

group) were dosed vehicle alone. LPS (LPS E.Coli 0111:B4 ; Sigma L-4130) was
administered intravenously (30pg in 0.2 ml sterile physiological saline (Phoenix Pharma Ltd).
A control group were challenged with 0.2 ml sterile physiological saline. Blood was obtained
60 minutes later from anaesthetised animals and serum isolated after 2 hours incubation at
ambient temperature (Sarstedt serum separator 1ml microtubes, ref 41.1500.005) and
centrifugation. Serum samples were stored at -80 °C prior to determination of TNFa content
by ELISA (R&D Systems rat TNFo Quantikine kit, catalogue no. SRTA00). % inhibition
TNFo calculated as
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group) were dosed vehicle alone. LPS (LPS E.Coli O
111: B4 ; Sigma L-4130) was adm ni stered intravenously
W@ 305m6i465 0. 2 M sterile physiol ogi cal saline PEhGBRIOM/005241
Pharma Ltd). A control group were challenged with 0.2
m sterile physiol ogical salzgne. Bl ood was obtai ned 60
m nutes |later from anaesthetised animls and serum
' S%Oat ?9011?;%[1{5([ trg%telao ﬁné &)‘HHQ?; LWcﬁtlola@ll@éonnol x100]
tenperature (Sar st e serum Separ at or m cr ot ubes,
Tbﬁaeﬁnﬂ&rmﬁm&dggj and centrifugation. Serun1sanp|es
were stored at pri.or to determg I on of TNC!l: ahI
c drRTBRRUNG Y as tgsted %R&‘ES“S?SIP &t strgptogpgealc f‘@;iﬁémlth'npé% arthritis
moddf G T SRR BN Carti KT B Re L B, (1099)
Compeizbn of }djhvduPand strdpt@loceal sall-wad-iadided akthritis ﬁIDh]a rdielitn Vivo
as anti-arthritjc agent_ Conmpound was_te Ste,ﬂh
Modelg of Ipflagmagion, gds Merga o SE.gwddylarslall, Ly Big w&@&erlaga Basel,
itis nodel (SCW [for further information see
SWlt%alfraF@bn, R P. and Jacobsen, P.B. (1999) Conparison of

adpriefan fengaiel Lo fsepis §LEH-¢ 80g) eedré samaitised blxdumechramunf mjelcﬁon of
inthe rat. In In Vivo Mdels of Inflammation,

Sug sspigarccaryellwalhd-criebhAG-PSILOAP) ingiOuk ﬁtaugee:ﬂwemga@l saline into

the le?llaé% ﬁ%?gﬁ\lgelgg‘gsg‘%%ﬁ e}%%ésg%i %days%W?% anélir 3, C%’I]s "-HBmised. Arthritis
was 1hH'lhd%@t2'l Qia%ﬁfté FEhsHidaBOh %@fgﬁ@ﬂed agy b) U‘Pﬁﬂtraﬁéﬂ%ﬁs k@&%on of 100pg

S 100 in 20m sterile physiological saliné into
SCW (tuh éOOpéfstenb:nﬂiyeml@@ﬂ) eaimev e@empowabwasdmsd edlllg(ﬁd)ay Blg/kg once

da11y)j§ly1§ /Lég?)[]egtlhéan gret(i:lég—t% ghafi egéqe%g;]ré%tt(lg%yvﬁi ldogm%%?s per test group

n
e A ISR 0L ST R s
vehldi@éllsge O‘Nﬁbﬁ mldilclegl' ) cqrdrobbahikgls whicheverbédsed evi(hdahicld ereralso

after disease onset (da 1) (10 ani mal s per
mcluded/@rﬁn@péls OSLFPERN V)1 i T hegeoadeily 2@% P! and ankle

dlamétl%%s r%l.“%gﬁ‘tég gxélg}a‘{}éﬁ?ér%allﬁfﬂel%%l ﬁr @a‘fl&ﬁ%ﬁg ﬁ\ﬂﬁﬂleﬁ

Al @ t d
contro wer e “dose é%/lvl%tl?}a ton on day

6, lefy Biniddingbswesre rahs@diand Ifixdé dh { @odommainsfopristodrgiesd hssessment.
Ani mal s were wei ghed on a daily basis frgm y- 1 and )
i LB g A e e sRIABIEHFEORT 0T Qb QRPQUaA PF FOFARUA 1 vary with

StI’Uuﬁl%l &Y)fﬂ?g%ga's% v\é{cg&l} gia eneéal glnﬁjlg{)’l(lgﬂ d@tathé ?gwcﬂpo %a\feg 'ov%: egd%
inhibitici B8 b.aall/onp SES sttt entAtibROMENthER €p P awpnyzshcqgmealy
properties of the conpounds of the Fornmula | vary with

unacespiable oK ity steanhesraed ahtheeffestive dasefeneqmapounds txsisdipd ghe present
. f the Formula a gives over 50% i nhibition of p38a
mvelﬁlr‘i’b‘/or p38 b at concentrations less than ImM No

pPhyid RlIedipahblY sHAAE REPFahies fé@ﬂe?ieﬁ%tm selRe®61Y 6 anipounds

the effective dose for conpounds tested of the present
accoidimgstetth@imyvention, as well as for the Comparator Compound X disclosed in

WO 00/07980 when tested in the above assays:
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The follow ng table shows 1 C50 figures for a
representative selection of conpounds according to the
WO pwsosideh, as well as for the Conparator ConppCTdB2004/005241
di scl osed in WD 00/ 07980 when tested in the above
assays: Exanpl e p38a (mMV) Hunman- Whol e Bl ood (V)
Conpar at or Conpound X 4.4 >10 5[ac] 0.007 0.07 5[e€]
0.01 0.52 5[y] 0.006 0.14 5[z] 0.007 0.30 8 0.059 1.8
23[al..0.17. 1.7 According to a further aspect of the
invention Erempld s provi ¢edaguRar MG Wedle Blood (M)
conposi.tion.which conprises conpound of the Formula l
or a (ymaparetoetvinpatidXacceptdbl e salt theredd, in
association yth a pharmaceutically-acceptahle dil uent
or carrier. ﬁ%%ording to a%gwpther aspect §B7the
invention there is provided)g pharmaceuticglsy
conposition for use in the treatnent of diseases
medi at ed by &yl oki nes whi cR.006npri ses conpouad of the
Formula I, o phar maceutical | y-accept abl al t
thereof, in ggzociationlmﬁpﬁﬁg .30
phar maceuticag |l y-accept abl ¢ gl uent or carriger. The
conpositions of the invention may be in a form
sui tabl e for23pa]al use (for ®kanple as tabl dts,
| ozenges, hard or soft capsul es, aqueous or oily
suspensi ons, enul sions, dispersible powders or
gr ABH:ERg (&Y AR Wpebl dPthe ﬁ')vemfi&lf thERAL GRYvidIS: S}‘lfaﬁﬁaceutical
exanpl e as creans, ol ntnents, gels, or  agueous or oily
compseitiohi vansh comprisep easpons) of the Fomaliih fji & tarphtungaretiycally-acceptable
j nha ation.éfor exanpl e as a Einely di vi. ded powder or
salt thereply i #FsauiftioNyh 2 pERRGRRtifREY1SESPER g lMeRG o GaFTagti on
fo | L Vi . r -
pareor SRR Ea A porBf of th HCRTMUREE drodlact ¥phapmaceutica
com@pgitdalusr we inithetrapaheritioddistases nrediaaadebiotigokines which comprises
subcut.aneous, intranmuscul ar, or intrapuscul ar dosing or. ,
comppaing of 319 skl of pphargasenticylbspgrgptableisalt hergrisintgsensdation with

apha%laéé?lgicélgxg&g#tggle%ﬁelﬁ%r%Qltrﬁ:k.ned by conventional
pr ures using

oce conventi onal  pharmaceuti ca

ex Tl entpsitival bf e ehwention b€ barih a fdmvsuitaBRNPOSHal L For
i ntended for oral use may contain, for exanple, one or
exampisy @ té'élleﬁuwwesvéw%?re%ﬂf%@PS‘flPsa%‘éﬁquﬁ g" aikgguspensions, emulsions,
- - Y S e t ~Of [ i ndr.edien
i BSOS ROy AT, 5 U B 0 s,
ointments, gels, or aqueous or oily solutions or suspensions), for administration by inhalation

(for example as a finely divided powder or a liquid aerosol), for administration by insufflation
(for example as a finely divided powder) or for parenteral administration (for example as a
sterile aqueous or oily solution for intravenous, subcutaneous, intramuscular or intramuscular
dosing or as a suppository for rectal dosing).

The compositions of the invention may be obtained by conventional procedures using
conventional pharmaceutical excipients, well known in the art. Thus, compositions intended
for oral use may contain, for example, one or more colouring, sweetening, flavouring and/or
preservative agents.

The amount of active ingredient that is combined with one or more excipients to
produce a single dosage formx will necessarily vary depending upon the host treated and the

particular route of administration. For example, a formulation intended for oral
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produce a single dosage formw || necessarily vary
dependi ng upon the host treated and the particul ar
wo oms®6abs adm ni stration. For exanple, a fornuPErl/Garoo4/005241

intended for oraladm nistration to humans w ||

generally contain, for exangpe, fromO0.5 ng to 0.5 g

of active agent conpounded with an appropriate and

. C | o
admiFRRAER S BB U gflr ol 1 A, By i 2lg ] P ofccive
agentmﬂm@ahdddamth din Eprﬁ’b]mat@ﬁnd temveniset dnosunt bﬁemﬁamts &\’hrmh may vary

hyl acti c _purposes of _.a conpound of the Fornula I

from é‘?o‘%t Relo aRYw A3 RercaRf Py Wﬁ‘ﬂ‘h?fatth VOIIHONPRERISATi ng to t he
n at’l{ﬁn e Qi ieé{c%r 'f&rytthfaR&R e 3%?(?1%1%%51? gu@??esqgﬁ BRoREKof the

ani ma ati e

Formaltdi ofitlsd ih&émtﬁﬁl, wﬁlcxmrdﬂlﬁgary acoweting k¢ themapire aed pdveﬂty(xff the
nmedi ci ne. Si ng a compound of the Formula_l

for
condifiay, Apredsei 8@ sex BF thsiRpinaad oF patit ped the rpyte B pdmydtietigny gpeording
e t a daily dose in the range, for
to we'i’l%%%‘én n%pgés oq"nff@d@gé‘ng per kg body weight is
r eq&mmg a ddinpeind bf the fatmeld lifor Wenpelaid cﬁ‘@@@ﬂlyldcm purposes it will
general | ower doses wi |l be adm nistered when

genergly bpedmiistergd se thag a dpily dgssdn therigage, f@r%&l@%ﬁppé mg & 75 mg per
kg boggt\{ggélh% o %%%l%g(ﬁn g(nve%égﬁet%l?rgd in cégg%%g 85§Est Iﬂ? ﬁ{répaq ??\Vélq{OSCS will be

admifigfReddakhah szarblﬁt@ﬂll ro‘&téﬁskﬁ{ﬂldyedf qmu@dm é)daﬁ{pl@ttbmﬂtrbvenous
i nhal ation, a dose in the range, for exanple, 0.5 ngy
admipigtraong dees intge my fppxsmplai0. 3 mgdo 38 @ae paykg body weight will
ni st ver 1 n
ene RS St DI RE HEpBL A b

exanPRO L5 rﬂigﬁo b9 n08r 'Kgb@ﬁy Wef‘g@ﬂﬁﬂvﬁéjuﬂd tO”thBadnﬁlMSfthﬂl@ms however
ccord to a further aspect of the inventjon there

prefeired, m‘a@w ty ia teldatfoumd Topicelle uri dashes fermsgyilkcontain about 1 mg to
harmaceut i c acceptable salt thereof, for use in a
so0 PR aroniEa e

VD% he human or ani mal body by

t hex @RYdind\es # it adpRctdfithd inReitichsheets plovide@ a compound of the
invention there is provided the use of a conmpound of

Formufeel, Boa phdtraxapeutmall:a—agl@atahmmth@gq)ﬂ {or ase b akthed 94 freatment of
i lthereof 2 Cg}’ nuf acture of a nedi canent. According
1€ higai of E}?lflﬁ‘ po e‘fy 8Y- the invention there is provided

t hea (2ediRk (da GAIREHHH IS thdBvERIdtharelis p@¥idRd the use of a
pharmaceuti cal | y-acceptabl e salt thereo in the

comprand béttedicemota Jaone dharmaenticaldy-acssptabls sakghereafaintbpmanufacture
¢ of .nmedi cal conditions nediated by cytokines. hi a
of a pediedaeniaspect the present invention provides a method

! AFFRULES, FURSEE gt TRy AL, ot ol
compwandolf thedthethudent, ond plaamvaﬁeﬂ:émmweceap’@bhtsabfcheaeqfonmb@mnufacture
ofa lglfsqh%)g]l%ﬂg&r mjsleé}n Ithe t?eratna}enﬁ o? me 1ca écl)ll%at n?e%?a‘%g& g‘y cﬁol\mes

In a further aspect the present invention provides a method of treating diseases or
medical conditions mediated by cytokines which comprises administering to a warm-blooded
animal an effective amount of a compound of the Formula I, or a pharmaceutically-acceptable
salt thereof.

In a further aspect the present invention provides a method of treating a disease or
medical condition mediated by cytokines which comprises administering to a warm-blooded

animal in need thereof a cytokine inhibiting amount of a compound of the Formula I, or a

pharmaceutically-acceptable salt thereof.
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In a further aspect the present invention provides a
nmet hod of treating a disease or nedical condition
wore@sas|es by cyt oki nes which conpri ses adm ni SPET/GBOOLD005241
a warm bl ooded animal in need thereof a cytokine
i nhi biting amount of a conpgynd of the Fornula I, or a
phar maceutical |l y-acceptable salt thereof.ln a further
as t (o ' ' oadi
Ao eh o B U A B G Bl o discase or
meditdl e opditiclu ateld e disy @ haghictidreyt edfcneSeyidliinds wigopcoapdses
.adm nistering to a warmbl ooded ani mal in need .t hereof
adm@s@ypg ke y¥arpathlepded @glmmeddhergofc%%@lgﬁ@ inggbitipg amount of a
| J - al t
compsghih e'raeliad, HPHERPEEHILATL KRRHERECERTR, L ¢ 1
pr duiadedhea aspdcnof tHeoihvértioh bhdré Roprbtided b attiedd R iribiting the

effect of a cytokine in a warm bl ooded ani mal in need.
prodychiep ob eifect 988 criokingdn pAtaHr Rlpedsdanindiin seedihetsepa pad kinase
o t r C ' | -,
ool AFREPOEY  upouilartEPRREREL St b Bk BRRER B0 Bpable sal
therepf ovi des the use of a conpound of the Fornmula I, or a
phar maceuti cal | y-acceptabl e salt thereof, in the
meinarfaeherraspest the prewsntmveniontapvidesthe fse plea eerapaundr the

Lse i cal i1i.0ns ' .
pornff 1P PR POy () Sk 8P NPT bR g mecicamen
for ude M €Y fr &AMPAIDA diRSsed omatdard! @nditiaindightel BEANESIION, IL-6 or IL-8.

medi cal conditions nediated by TNF, IL-1, IL-6 or IL-8
whiheHuebermspess sheapiasent Bvertignprovides yuancod| o dgadnsdisepges or

.an eff.ective,a nt C ou of ..t h ol a L. or
medlgeﬂ 68%(?1%1&561&95118{%&591_%\3% égfl A .- oL gls-tS \?/thgl} g%l%:l]%rl e agmlmstgl[mg toa
warnf-blob8&T ardSRE&T effdteive aRSetoflavaipolidoPihe Foelaslatiher dise

of a conpound of the Fornmula |, or a

pharm#esttierdyracicedibly salt hepsoabl e salt thereof in the

ufacture of .a nmedicament for .use.in the treatnent
oringh Qe Rafeical MER i MortEbatat & ORI U he
FormAld U6t HBhardtbaR{calll8cRpRSRMNIt ¢ EdTih 8t BEAMAHAER of a medicament
met hod of treating diseases or nmedical conditions
for usepiditha wehtimgntTiiseasasior omdprl ewditdsinedsated bngNFo a
m bl poded i mal an. effective anpun f [ofe) und i
oA B s e Prgpe L SRt PR S Tsh ey Gaces o
medigacbndin8hEREdialel [554 TN (RRL REPESEs dAEnRILHENS a warm-blooded
i nvention provides the use of "a conpound of the
animplommiffeative ampurg qflhaompoend ¢fthe Fymawe &pirahfhermsadentically-acceptable

It fherfeof, in the manufacture of a nedi cament for use in
salt MeiRt%i ting TNF, IL-1 , IL-6 or IL-8. hi a further
a%f&acﬁlﬂha%sﬁ’_&ﬁ FNbreddY ERELRD REGMESRS ule BES BHpQAINd of the
inhibiting TNF, I'L-1, IL- 6 or IL-8 which conprises

Formatind, ni 3 pearinagettwably-aareptablecol dlbreet] imethe aranefateice pfemedicament
for ue B Uib e dINE, TL-1, 1L-6 or IL-8.

In a further aspect the present invention provides a method of inhibiting TNF, IL-1, IL-
6 or IL-8 which comprises administering to a warm-blooded animal an effective amount of a
compound of the Formula I, or a pharmaceutically-acceptable salt thereof.

In a further aspect the present invention provides the use of a compound of the
Formula I, or a pharmaceutically-acceptable salt thereof, in the manufacture of a medicament
for use 1n inhibiting TNF.

- In a further aspect the present invention provides a method of inhibiting TNF which

comprises administering to a warm-blooded animal an effective amount of a compound of the
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conmpound of the Formula I, or a
pham aceutical |l y-acceptable salt thereof. hi a further
wW@aspsosi46he present invention provides the usePOl/GB2004/005241
conmpound of the Formula I, or a
pharmaceutical | y-accept abl e3galt thereof, in the
manuf acture of a nedicanment for use in inhibiting TNF.
TR g r Jdmvention provides a
FC.)mlﬁgtIh%%?%%ﬁ?@?iﬁ%%&%ﬁﬂ\%ﬁﬁlg e%:ég E’pri ses admi ni stering
t dna fuslicnabpeoothe presshninberaionekdedds venapoundiof dfe Bormula I, or a
conpound of theFomula |, or a ) .
pharmacswi e s epiable saliciherseh i theganufachiue e madicagment for pag in the
trearrfiRBELisLAES B AORD JoRAEBR ALaRIAY 48 hagompound of
e Fornula 1, or a pharnmaceuticall'y-acceptabl e salt
t e neaftheriaBpdchthe Prevghvi@l eHtRnrovdd eseinetidd Rf treaingudiseasds or
the treatnent of diseases or nedical conditions
medigpd gprdidensgypeqiziad ky pag kinapqwhich ¢prpEpespdpupistering to a warm-blooded
. pr.es . ny [ j ftr ' .
ani i BRI !l B PESYL AP B LUt £ o b BB Sycally acceptable
salt tddésth conpri ses adm ni stering to a warm bl ooded ani mal
an effective anount of a conpound of the Formula I, or
a Ipdurives dspdct BielpfeseatBapitin Rsoydes the Heg @log comppugd of the
Formglrar acr)]lg ag%}_gag ulﬁcgéuéikglﬁﬁg&ggg%lslgﬁ Yl%?%drfpig the Hl\éhgﬁétu}g]& HhEdicament

for uRNARKESBAIdtAlJ Y P38 kepisaiebieay tffédier eof , in the
manuf acture of a medi canment for use in_the production
ofIna fagBeriaspess thei pipdent ingenticafraides 3 method of praidigg peds kinase
. .. the esent.inventio rovi.d i.di
R T i

amou@ BT DEShFHInAD e PoryildTt, bl 8 9Haehaaitially-atceptdbcialivBereof.
anount of a conpound of the Fornula |I5or a

pharsi fabetaspest te-pressapinabhieongupyidesi@e asf of 3 eprapaupdiaiéhe
Formglf?ﬁlg gltu% tal?ag?l%{;ﬁlzﬁ%&-%ﬁ%ﬁ&biqu?lgé‘i? Yd t%g ‘T’natnrﬁ?acﬂﬁg of E nfdicament for

use iR RMAGEH: bE Hehidraffi€ SRR, Gsthid@f @@bnic bBsthid€ive pulmonary disease,
manuf acture of a medi canent for use in the treatnent

inflamfnatdre bowelolistase. mnrtipiesclernsish ARD S cleponsliockbengegiivieweart failure,
. laﬁﬂl' nﬁn%redy di sease,. i.nfl anmatory bowel disease,
1SchapimG 199, ll%ﬁéfee?rﬁf)’g?m%l DS, septic shock, congestive

hegra fufthbd d4p&t theSHBRRNIHR e NERH frotidsLARRIG dTI$RE(ASHBumatoid

In a further aspect the present invention provides a
arthritist dsthinag Chtongashstrgetiveeuiaronary discader inflagmaeiytheayel disease,

RPN R AT R
psorig Q9 9aRA c\éﬁ}l\pﬁi%‘@squ ddnliftlsten® to b HRAVTDSded @BIThal B 2ERE@YOdmount of a

psoriasis which conprisés admnistering to a
comprantobthedbeduk osd plaarmetdusicaliyeccaptoblatsald thezeaddonpound

SR T NN G T TS .
therablbs GO IRY rOmBh{ &F HIAS staled@RicBRbuld benefit from the inhibition of
cytokines, in particular TNF and IL-1. For example, a compound of the Formula I could be
used in combination with drugs and therapies used in the treatment of rheumatoid arthritis,
asthma, chronic obstructive pulmonary disease, inflammatory bowel disease, multiple
sclerosis, AIDS, septic shock, congestive heart failure, ischaemic heart disease, psoriasis and
the other disease states mentioned earlier in this specification.

For example, by virtue of its ability to inhubit cytokines, a compound of the Formula I

is of value in the treatment of certain inflammatory and non-inflammatory diseases which are
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therapies used in the treatnment of disease states
whi ch woul d benefit fromthe inhibition of cytokines,
wo oopast4sTul ar TNF and IL-1. For exanple, a cop@QDGBA0a005241
the Forrmula | could be used in conbination with drugs
and therapies used in the trgatment of rheumatoid
arthritis, asthma, chronic obstructive puI nonary
cun'egﬁafggazgd with c%gggﬁsyggﬁasg%%lbltgfﬁ%%nﬁgg ﬁﬂtﬁ n?la mnatorv drug
(NSAB) kuwheas 1n($(ﬁiikﬁﬁimuc Kegaslhc,dicai®Ralicyclis a¢id a1$>u§ro&nﬂ siilivglac, tolmetin
ot her di sease states nentioned earlier in th
and pggaicam; CR-pdpinistgiion R bapPBpowN ofithe Fermpa | @fstha prasgRtynvention
with égSArl'p éﬁhﬁes‘ﬁ t 119 le(llrg uc 101?0? Rl%ghﬁﬂﬂ'ty %Etheng %: %ln%e(!ledl 3 é)roduce a
in oft'cer in

tre

thera;bm-cleﬂﬁebta mt@&%aﬂm&&&s&@ oﬁ&ﬂv@ﬁe&[&%ﬁeﬁ%rﬂdm tﬁer IQ&AEU such as
cl ooxygenase- i nhi bi tory non- st er oi dal

gastrfameﬁtmalaﬁ%[ fagiprarearduedd.ug h‘QS\EAE@}“&@(ﬁwaHBeH fetorecefithe invention there
is proy cfeﬁ h%%h%c%?lﬁéa%f lcﬁr%g(lﬁsg ion lv'h?ch%% ﬂwrl&sbéjg é]o(?u of the Forn oqula [Lora

pi roxi cam ratlon

phanﬂa&@ﬁ(’ﬁ&l’l@%céﬁtaﬁl@ %lﬁﬁéﬁbf an borgfindtioa op hes@ittrel wiveatydsoxygenase

with a NSAED can result in a reduction of the quantity
inhibierytriea-stespidel andigaferimsseiz e, Prdouphesmacautieslhpeaseptgble diluent or
carti effect. Thereby the likelihood of adverse side-effects

¥rom the NSAID such as gastrointestinal effects are

I efld6@Pountefih@B6&@idh Nhal/ Alsd bl WkédRith heatinflen@htorNezents such as

invention there is provided a pharnmaceuti cal
an Hﬂ@bﬁplb@fthﬁ éwymfchp@%‘pIMSSes a corrpound of the Fornula

o FhmBoRBRIRE Bt 7 Linds AFERRUSR) B BEbbALE Conalibns such a

rheulhzitBidbdrﬂ]@i"cM iNefnsihaici Wah afiriimitidfabaii Bl RAE Meth@RSlate,
a pharmaceuti cal | y-acceptabl e dil dent or earner. A

steroigle apd perdciblinanhiee, Bod frutcanditiong puet asooskemaxilatds i combination with
¢ _@ntl-l nfl ammat ory agents such as an inhibitor of the
SIerofzyme 5-1i poxygenase. A conpound of the Formula | may
al &@oﬁ?ow th&F&iAgul4 [ BAY %Btbe%ﬁnﬁﬂﬂgf&i'@ﬂ@@@&ﬂe&ﬁseases for
rheumatoid arthritis in conbination with antiarthritic
examagaecvst®aghnhs a&stl‘grhloddropgﬂmwpmmm@gl atativoamEormgparative agents such
cil.lipam.ne nd i.n.conditions,su a
es DI bRPROTiG SoiA G PO b5 rP ISt STy Agteparon and
gluco%é’rﬁﬁf%%ﬁs Qlchthbangormula 1| may al so be administered in
degradati ve di seases, for exanple osteoarthritis, wth
c hdrdmppust efché P@;rmdmi inapl g macthini thetreatoheotr ofraeﬂmmaaml opgbination

with SR GRS o 22 SToRp Sr-Rre RO ATOR andfe-Bptsienr anagonists.
gl ]}{ﬁglﬁgﬂ}a‘??ﬁ%ﬁ ﬁ'Jetu%aﬁ*HéH? oftheARfAthinatofy 8RPREUAR RN D Srthritis,

For be used in the treatnent of asthma in
psoriaxi)srblilﬂ‘eaminauoryv\bdml diseasas throniciobstageive :puhnm‘rarﬁdlsease asthma and

St elr oi ds, bron cP%f?l | ators .and || eukotbF| en on| sts.
allergigyijBite A.SQIMEPUNG 05 0¢ RiSSEHARYTHIAR M9 D ETPHFARTREEsHY such as

TNF -%! SARES bR HMtQTﬁF%&MG’I&faFantlbodws (such as Remicade, CDP-870 and

D.sub2.E.sub7.) and TNF receptor immunoglobulin molecules (such as Enbrel.reg.), non-

selective COX-1 / COX-2 inhibitors (such as piroxicam, diclofenac, propionic acids such as
naproxen, flubiprofen, fenoprofen, ketoprofen and ibuprofen, fenamates such as mefenamic
acid, indomethacin, sulindac, apazone, pyrazolones such as phenylbutazone, salicylates such

as aspirin), COX-2 inhibitors (such as meloxicam, celecoxib, rofecoxib, valdecoxib and

+
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psoriasis, inflammatory bowel disease, chronic
obstructive pul nonary di sease, asthma and allergic

WO boosiosi4ss a conmpound of the present invention PERGBe004/005241
conbi ned with agents such as TNF-a i nhibitors such as
anti - TNF nonocl onal anti bodigs (such as Rem cade,
CDP- 870 and D. sub2. E. sub7.) and TNF receptor

oo TGP LG e PO el et

pemcﬂlaﬁimé anfmofif oo parefetzl acb@bgsidch as napr oxen,
f1 ubi profen, fenoprofen, ketoprofen and i bupr of
f dharpaessnt Bhenioastifdrbrintlatendq the cORGBIREPR ) ﬁompound of the

FomlﬁfélI.tg%%%%r \Aﬂ&af Peﬂﬁotrlgl){er l?i%&l?l i d%ﬁ%go?% 1&%§9%&!n@1§g g)amhlbltor

as asp rs (

or 5-lgfoxfEdraxd é‘c&ﬁhnﬁfﬁbl@t‘dm (%AF)@n%‘g@ﬁisbsuch@ls g, bA.BT 761; fenleuton;
andet ori coxi b) TOM/ dose net hotrexate, |efunomd

tepoxakirg Adlahsii- ?5%175519&\6@3«%% lo Notusubetitugsd-iephangra- ﬁléylsulfonamldes
2,6- dla ogan Q}flgﬂenol h??rraghe ﬁéthg)&ft&%a%gd%g)g}%ﬁ I@c% rﬁlc‘l &}ZD 138; the

nven St her e CO | na Ion O

compBukPIBAUI0E6 DfpykiaykEeitsuhaed 2 ’7-bgagﬁhhhﬁftha/lbﬁefb0@1pounds such as L-
| eukotri ene biosynthesis inhi 5-11i % enase
g

739 0(19,?Lﬂyanoqmn@lm@rcowowldswp@lxgﬁgbﬁééém,cmﬁqlman uipohpepempounds

such st BN RO g U WER0T 1 70175 Abbor ¢ sb7e1,

ﬂﬁegﬁes‘éﬁb@%ﬁttﬂn%ﬁ]l fhh@REIBRSE tthalckiibsiatibARARCE@Bound of the
di -tert-butyl phenol hydrazones;

Fonnnbtlrt@ge}th@tw@h@ tﬁCémiW amvagosis fordeukpitienes LIB- o4 g LTChaib4.,

LTD. iu gﬂa@ﬁ%@é‘r i eec% %:ﬁlﬂ hé%g]a gﬁlpsz iln%l'(l)tf$§é’ﬂﬁgathlamn 3-ones such
as L-65 103‘5'@0 QRHdiNG hbﬁiﬁotﬁﬁﬁ'@@cﬂﬂﬂsC@SQBO 8%c; bedARahafliesi sePhLontazolast;
and qui nol i ne conpounds such as MK- 591, MK- 886, and

benzapAYarkoxigOGmithesyshas BAL 35260 peshcasmpaunds grahresizafirlukast,

a8 B B B P R0l o

(cgﬁ@smGAgua%e@Ay;B;@gb4 LTC. sub4., LTD.sub4., and
selected fromthe group conS|st|ng of the

pﬁﬁwoplhsammv@ngn stillsfugheragsldtess®1thg IRmtarAtginnef a compound of the

Formg R 98 A L R GG AP SOk L4 DS G R B Pl PUEAD,

2We%ﬁgsenafme&tmmrmﬁhé%ﬁt@% ﬂ@fdo[ﬂl:lﬂllfailﬁﬁl,of @Qbﬁl‘ﬁ@ﬁﬁd of the
nont el ukast, pranl ukast, verlukast (M-679),

Formi RHA6getRo-12idl5® agihistaminik Hssub( @@Fepal@%nl@A)nstsasndh BAvetwizine,
enti on s i1l [t her

loratagh. BB HAIT o BT B BUE b2 R o P o pheniraine.
t Oﬂf‘et $18enMnivBn ot qui’tﬂél‘ BlafeRNo 'tlfécdoﬂﬂilﬁwlohrb‘?'a Qbhﬁbfﬁnd)&f the

i'sof orm PDE4D. The present invention still further
Formnhﬂ Iatbgsthdnmlttlh e gestrvpiatedtive il afbareceptpoanagapist t h e

Formul a | ether nti hi stamnic. ubl

el i Sk i duierreEs s i B Huion s deaipRnd of the
For111m:%1(":j’ll tgg«?&%irﬂ? an bH&HOT. e&%ﬂ& B&b2. %ﬁfe%&fﬁ)%reatgoﬁ%%ﬁ§fc}n@ﬁ‘"ictor

and chl or pheniram ne e present ventl on sti
sympfiﬁlbhﬁml’etldi epat,each as propylaevsdiinatphenylephrines piigmeipacpanblamine,

the
pseudoephedrine, naphazoline hydrochloride, oxymetazoline hydrochloride, tetrahydrozoline
hydrochloride, xylometazoline hydrochloride, and ethylnorepinephrine hydrochloride.

The present invention still further relates to the combination of a compound of the

Formula I together with anticholinergic agents such as ipratropium bromide; tiotropium

bromide; oxitropium bromide; pirenzepine; and telenzepine.
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Formula | together with a gastroprotective H sub2.
receptor antagoni st. The present invention stil

wo moslers6s el ates to the conbi nati on of a conmpoReGBR004/005241
the Formula | together with an a.subl.- and
a. sub2. - adrenocept or agoni sgsvasoconstrictor
synpat hom netic agent, such as propyl hexedri ne,
napﬁ? «%@Wﬂn@ﬁn %%Qyéunﬁegeageh 10 Lo BARNERP BB of the

I"ori oxymet azo

Formhdrto€dthe? Mlﬂﬁ‘a Blsabr.afvysl EMOhdrBﬁod&ydﬁ Qgbhis isakh as metaproterenol,
xyl onet azol i ne hydrochl ori de, and ethyl norepi nephri ne
1sopr<btyr¢n@1c ksoprengléne, T tq@@le@aébntamﬁlv &raiogyo salmet%k telaptaline,

Ompf—gg?ﬁl‘fﬁe lt?l??Bg‘@'FWZ%ID Htteroéh%rl nlciér)]tg?lg 1&t nm?ﬁ 1§81§1d1c1:1|g theophylhne

and ahRAGHHN BRle USBIRLR m&ﬁoolyda&t bPRLRHRIORESRor @K1, VD INdMNI3)
brom de; pirenzepine; and tel enzepi ne. The present

antagondention still further relates to the conbination of

o"lcl}{ig o n ngfat?ttécﬁlgsélglp@gﬁel 5618#? g(? glte hcéé}?néagn%n%f Q com%lound of the
Fom'm%lt 13695&55 rv@iﬂpiln uis§l‘il{1[1@é gxroﬂfﬂl@ Factdr SRS IQI 1@Fi1n @aimetic. ‘
al buterol, sal butanol rmot er ol , nmet er ol

t e"thll adenhiayentia q@ﬂléqahm rrelateb it@ 61etce_snmmam9;¢rf atcempavil of the

For Rl irghet i i AR AU IR cF Gl gt piets such as
predrﬁgon@-'ﬁi%@t‘hb(‘;lbﬁe TRARBHAS, tl(lal\‘hem%ne aebrVB, baslbaReRkSTe-dipropionate,
he present inRvention still further relates to the
budemmdﬁ ﬂatwasnneloploallomemmtdmomﬁtaSMT@ fEnetul a |t oget her
an insu i K

i e SR pissel AHOBHFSR to e R obioTp abhpaund ofthe
Fornfuf lttggetﬁélr@l'ﬂp% hﬂ’ﬁblﬁ?)fl oﬁnﬁgﬁpﬂb't@ﬂolﬂ()tetaglﬁ (vavewy, gel the

togetRer with an inhaled glucocorticoid vvlth reduced
stronswimsiribe collaEneses sutdshe gelatmaass, py wdllias eggecanase; especially

RSP S e ST LS T Lo
(1\41\4'@Ir PLRRAL1Ssin BN ‘F‘M PIR) aﬁlﬁ%ﬁoﬁférﬁﬁl@(mﬁlﬁlm SREOMP-12.

ention’ stil relatés to the conbi nati on of
a "Clmmewmd unfkntndfremﬁbﬁmnhbxae]atdsag dtetrmmbianationanf aicohipoimdef the
matri x neta t eases

MWPs), i.e., .the
Fomglﬂaf biegsthes wdh o lﬁéBﬁ@g}lha@@%ﬁfaé@gmﬁ%a'e@%&or5@%@&%&?&%‘&9 CCRI,
CCR?'\X}F;R%A 2% glecarase] ILeTEld BC@I@H@@EQ@?RQ CCR10 and

agenase-2 (MWP-8), collagenase-3
CCR1B)for siterOCelaysiyn; GXCM‘VPCX)C,R%CMM g5l GXZROMIR-thO ;- X-C family)
and_stronel -1 1) and MWP-12. The present
and GRefelht f%ﬁh%ér)kﬁ'cffé‘int Wer relates to the conbination of

a fﬁ%@%%@l Fnﬁﬂ?stﬁﬁfu%lﬂarelatésqg ﬁgé%l%ﬁtibno&ﬂ%on?ound of the

nodulators o I ne receptor function such

Fornfuli tog&6E2witlCeht?Aral mucmlrammmloﬁﬁaﬁd famciclovir, and
CCR7, CCR8, CCR9, CCRIO and CCRI 1 (for the CGC
antisepi§ §opROUBSERICh aS ANt CXCR4 and CXCR5 (for the G X-C

fagjd Eﬁ)ese%@ SRl RlrmbNRIfeSE ule d@Bihdtion of a compound of the

Formula I together with cardiovascular agents such as calcium channel blockers, lipid
lowering agents such as statins, fibrates, beta-blockers, Ace inhibitors, Angiotensin-2 receptor
antagonists and platelet aggregation inhibitors.

The present invention still further relates to the combination of a compound of the
Formula I together with CNS agents such as antidepressants (such as sertraline), anti-

Parkinsonian drugs (such as deprenyl, L-dopa, Requip, Mirapex, MAOB inhibitors such as
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The present invention still further relates to the
conbi nation of a conpound of the Fornula | together
wowaok/oenats vi ral agents such as Viracept, AZT, BCT/GBoMKI005241
and fanticlovir, and anti sepsis conpounds such as
Val ant. The present inventi-@gstill further relates to
t he conbi nation of a conpound of the Fornula I
leghRARUHRG MG L ¢ FIGRES ASHEhiRRr S AoBhiiRe reuptak
> egE:I hannel % ocker gﬁ%éég %UOWEI@I ng agents éucﬁ as?f) © reuptake
inhibgtoest NMDAfamtagamsE Nibetiae bfanide Dopakiee agoniss dralrishibitors of
i otensin-2 receptor antagoni sts and platelet =~ ;
neur%r@gp%fa%l% simhASE). o anti- 16&1@3%15&%%% At Aenepeil tperine, COX-2
inhibiteFst kSRt RSortRet mbi nati on of a conpound of
. 1th Eﬁ\?}el ltogge? erlai/%\né)th CNS agents such as
antTlcbemBmvaEmlc(rBﬂnxﬂffuﬁheﬂelatds ab theedombdumdtion of a uompound of the

Forn a:IZt;gg;t m&? 5 ﬁ'%]?tgéets %fngntg%c g%g@%&%b@twétll%gctor (PAF )Dantagomsts
| u :
i) ST B AR ALL A 0SURD B B saos
molecaunit agobitat mclLNm:g)VLAe4 agag‘mﬁﬁts (vDopihepdies; @@rM&tPSklﬁznsd
i.tors of neuronal nitric oxide synthase)

mhlblsfgps:a ?VAll)zﬁB?Q?é‘ré @waplwé%d@luéwgsgasa éﬂablé% QXM%mrBréubl - and
B.sutP%eCe t&f}a{nl(t)eléﬁgl{sgsn ()gtr ﬁ%ﬁ:?g%h Qg éQB CHFCEl{eyE)?Egguﬁhlngla%dase

present inv urt I a es
uﬂubcttombe gahllmurmfol aAx Py mdc @entshecl,:‘pfd’ﬂéh@cnﬂ sutfyglyheone, and
with (i) ptase inhibitors; (ii) platelet activating
benzlpr@@%a&ne 3/ ant a@%mcgwecremg@sueﬁ ¥ B tepkprnes ey h; fagor

(TGI%{})Z&UEHE %@deh% ' IOle'tltl Qlcrar (f’ E(;/ b:rébdgs!ﬁlgpl tﬁfg dtor, e.g., basic

€si on no ul'e i1

ﬁmeIAEta%@@thSﬁ@tor (BP'GF)CQE\M? @fahﬂﬁmyt@ YhdcropMAl: &d1B@SQimulating factor
inhibitors; (viii) glucose- E_l osphat e dehy rogenase

(GMiGHb(wvaipLapgaisin cmam, fxiB) Sadhlykinin Tzihdsubl sl K -spbE apeeptor

alltﬂg%ﬁ?&?sg%s%ﬁ%ﬁwéﬁ B GRkbcRiling PNy smp Pidid fianos ana -

4418 M?klab'tﬁ!;&@ﬁﬂﬁtbﬁs ROLMASTror€ t12: growy ERRRARL 8f UT-77 and ZD-0892; (xxi)
i npyrazone, and benzbr oni ar one; (XiTi) growth

TNFh gqmmrtelgs@zm@ agolites (TAKEY ) xxiddndicsd mitrig ogrdswayhthase inhibitors

(INO%gﬂé‘f‘“ ) 1bgt¥rﬁétpgt2fpge§?gra} o l%geéug\é%e ?c(%lleg\el\)'t&gessscgglll E'H’? cells,

(CRTHDEAR Ghgdts)gr owt h factor (bFGF); (xvii) granul ocyte
macr ophage "col ony stinulating factor (GWCSF); (xviii)

capsamppuncoighet ofmila | nkyetspibienised hkcosuthationamigh osteoporosis

ol R hepian g oty slenied Mo the growp
agenf4leh as(PR506! @ﬁérﬁy‘"&n 'dybioklb&hlteoéz%tlﬁ &fct &k fn’é@f&rtebﬁe

group consisting of UT-77 and 2; (xxi) TNF?
cohvempowyl efithy ﬁermmla I malylaisorlx 1(sa’d\(ﬁl:‘ﬁ)o;ml:(ma¢mn)w1tm el>uster[g
| i)

tric oxi.de synt hase h|b|tors
theraehgmf? 5 frithm regtaeane tqea%ql%sg oﬁggt'\% &meégged
comlﬂﬂatf@ﬁ'%n&ﬁélé sstanc{am(“? st@ﬁﬁ@a@ Qi $iifBh 1&069%%% r(g?]r@fnaﬁgﬁ\l SAID's)

For mul a may al so be used I n co
such as pmwpoams:hslotenac propionic acids such as naproxen, flubiprofen, fenoprofen,
ketoprofen and ibuprofen, fenamates such as mefenamic acid, indomethacin, sulindac,
apazone, pyrazolones such as phenylbutazone, salicylates such as aspirin, COX-2 inhibitors
such as celecoxib, valdecoxib, rofecoxib and etoricoxib, analgesics and intraarticular therapies

such as corticosteroids and hyaluronic acids such as hyalgan and synvisc and P2X7 receptor

antagonists.
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agents such as ral oxi fene, droloxifene, |asofoxifene

or fosomax and i nmunosuppressant agents such as
WO-BB0506146F apanyci n, cycl osporine, azat hi opri nePCEGB2004/005241

met hotrexate. A conpound of the Fornmula | nmay al so be

used in conbination with exggting therapeutic agents

for the treatnment ofosteoarthritis. Suitable agents to

o R A R R P SRl et

theralwuhe &gﬁfwf“fm dhectr@fanaof cpicepi Suiablogieds t6 be Iusezhm combination
napr oxen, fl ubi profen, fenoprofen, ketoprofen and
includeyupr of en, fenamates such as mefenanic acid,

(i) an{l 1%‘1)1 %M%nﬂﬁgop%s’tﬁ%ﬁ%s a?ﬁ%%ﬁl@ﬁﬁtieﬂsr @1%1%!0? Q@ﬁs%ﬁ%&@ﬁcal

tazo

oncolbgy |s|ub}ba§ AkFlaGMCipeas (f2legaapiclris-platifl &.Qﬂz)@pﬂhtln[ ofcdaosfthamide,
and etoricoxib, analgesics and intraarticula

nltrogehéﬁ‘#}ﬁﬁrésméltﬁbﬁala§ht€t§@lﬂb‘é%b busudphss a@ﬁdﬂtrﬂﬁQP’i?ﬁﬁnP@“ﬁ?}?}b@ltes (for
h
examg taélél?slate%/ ?u gﬁ%ﬁl‘f(ﬁlﬁ%ﬁqﬂ&%-ﬁagfoufa]%ﬁeaﬂh ?{ﬁafur rgltltlexed

onrs
meth&tsedid, By66bi !atréBinloQiﬂe WiytiFoxgiea] fdngritabikane philiaed €N®]®);

for the treatment of cancer. Suitable agents to be
antituye@y ahibieteryifersxample qql(t;lprg@@hn?q I)ke adriamycin, bleomycin, doxorubicin,

daull%gwﬁ,re%ﬂugﬁrgla ﬁ%&e&égﬁt 1'11 01%(5](5 I &acgﬁéjlqzcu? Quqd mltlhram cin);

antin$té€o ag‘élt@{fkﬁ’b@hiﬂl‘cgwﬁ%ﬂk&loﬁsQﬂ\eG/Xlﬁjmtlﬁe Gzhlﬂ:rlalsltlﬁé ivindesine and
carbopl atin, cycl ophosphani de, nitrogen nustard,
vmornbnrmmaldaaxon@mlnlmtaw @ofl taxobiel PrrhiapoBABICHiSe Fbakitnre ey example

ep1p0?1 m&abol LLe %éc)fsoc{elggcyign?P%s(B I o%l}lfgl%c!rﬁ% Hgtté&n aﬁﬁi camptothecm)
(i) C%@éthﬂlé ig%ﬁ%dsuclm zﬁ@foéﬁ@‘éﬁs (fey&Qipletadiok e, CtSte(ﬁﬁfene raloxifene,

dr oxyurea, gentitabine and paclitaxel (Taxol ( L?sﬁ‘
droloarftsmct mdngdowﬁemehuoostrwn(rm@ptcmdawpllegtdﬁmr(ﬁwéﬁmn Ivestrant),

antla%%lﬁgg% )Q%palglbu%\:h.g n}/d% f(1t8 ciei > I %Ia%]ldcrl;é z%l%a C ooqyr%ne acaetate)

LHRH‘ aﬁllﬂal’g@méfé' dNLHEM ta%ﬂﬁt@(ﬂo? cRARMNE %oﬁefr&[n P(PRREEN é{thmMerehn)
al kaloi ds 1i ke V|ncr|st|ne vin Iastlne vi ndesi ne and

progastapene(fbi eremphrimegostdtiaceldt@earomatise it oeeamplany
t opoi soner ase |nh|b| ors r
anastEggo o WOPRY) RIBsAInE] edeste S e Pgedicgse such as
ﬁnasl%ﬁ‘aé'cr i ne, topotecan and canptothecin); (ii)
ytostatic agents such as antioestrogens (for exanple
(iii) A@mmwﬁ&h inttibit earickred], invadi@x i foe aramiple mhavadl dpesteinasednhibitors like

i odoxyf ene oestrogen receptor down regul at for
e TP O SR ReT RIS PLF GreeRiph Apean),

t | |
(iv) g%lgﬁln% cﬁf@cﬁﬁ&}}u&t‘ﬁ %g%tg)?lé tf(g elé(?ﬁl ?I@ nglﬁlé g{glﬂl)lg&tfgfn?hgl? @RRvth factor
antibedi@ sy @w’@ﬂﬁetbﬁfdcéptoﬂ attipodiee (fon exxeamablb tiseamgit-drb)2 antibody

pr ogest ogens examl e nmeg eﬁ)er ol ac

trastuzugiehi H@@eptm&ﬂ BRd theanprespb lgnibpili cefux eﬁgs@%% lop Earnesyl
transteg{ls{eglél Bbfiors 9fd ﬁ'ﬁ,lkﬁqa@? gﬂ]%%@élgg&?ﬁleﬁlﬂgoﬁlﬁé kinBtd Rhibitdfs, for

ase’suc I nasteril
example inhibitors of the epidermal growth factor family (for example EGFR family tyrosine

kinase inhibitors such as N-(3-chloro-4-fluorophenyl)-7-methoxy-6-(3-
morpholinopropoxy)quinazolin-4-amine (gefitinib, ZD1839), N-(3-ethynylphenyl)-6,7-bis(2-
methoxyethoxy)quinazolin-4-amine (erlotinib, OSI-774) and 6-acrylamido-N-(3-chloro-4-
fluorophenyl)-7-(3-morpholinopropoxy)quinazolin-4-amine (CI 1033)), for example inhibitors
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(iii1) Agents which inhibit cancer cell invasion (for
exanple netalloproteinase inliibitors |ike niarinastat
wa@e@sioaiasdhi t or s of ur oki nase pl asm nogen acti vaPOTr/GB2004/005241
receptor function); (iv) inliibitors of growh factor
function, for exanple such-gghibitors include growh
factor anti bodies, gromh factor receptor antibodies

of the(pLéae%@ﬁPége%#% ﬁgt‘o'- ﬁﬁ{ig%d %%91 e it 35&6@?5 )t(leprfaé%cyie

grow1ﬂ1(£2<25ﬂ familyt ar nesyl transferase inliibi tors tyr osi ne
kinase inliibitors and serine/threonine kln

(v) anfigngipgrniopesnts wieh axtieps whichiuphibit ths offests qfweswr&eéﬁﬁ?hal

growtg (\:%Ih (fo?%%mwlf ‘rﬁ{@ 41%1—\(%8{1a163§1%%eﬁa1%%ﬁ%r8\9m ilaé(tol; Xﬁt%%ﬁ?e

nase
bevach\iu(n%quxﬁﬁtﬂrmi fdou@b@mgwﬂl bs ﬂ‘mﬁ@dhb@sgédﬁn ([ﬁiematmnal Patent

nor phol | no 0X %) ui nazol i n-4- ani \% ZDl
Apphg@g)ns VKD@@ E@Aﬁé &]7/35)@9{5 )WE 97/52%5(@11(1 0O 98/ 13354) and compounds
that Wé%‘% Bé 0 h}%g( nd%n ?%xéﬁalpﬁ lbnojrm%e u1ﬁllbqor< of l%1’1teg(%”1'c'r|1 ocv[ﬁ1 }unutlon

andaﬁérlgggi%henyl ) - 7- (3- mor phol i nopi Opoxy) qui nazol i n- 4-ani i
1033)), for exanple inliibitorsof the

(vi) vpﬂcata@ detagiog iageds grcbws kofribettastatinAi land gpipoerds ahisginsedin

el gfRag aRplicaien i R A & S BosR RO Rl wigh 92224,

Wooe,fof4§§4§ncpw(y@s@gﬂlgr endot helial growth factor, (for
exanpl e the anti-vascul ar endothelial cell growth

(vii) dnaiseroe tamepibn dyr demals thosvabhifherestiteatedny thedargptdistid above, such
w as those dj.sclosed in International Patent

as ISTR 7303 3t FBHES WpSERS 506, WO 97/ 30035, WO 97/ 32856 and

(viii) %gl ﬂa?ﬁé@ro@@h@s %&Tﬁ@iﬁ@@& éxaﬁﬁalé"éﬁplfoé%}ieﬂbt}@ﬁlace aberrant genes

for exanp linomde, inhibitors
such ambsegnntrpfés\m&bélmmtﬂm hnﬁBRﬁI@Q@Q&ERﬁ§gen€4alnr):ctv@slwhwrpro drug

e 350 5 ST %, GRS L 12 A0 e o e

Ty T

radiothesapgpiiasas holti-éxgngsistanich geee thhiaplh; ade directed to the
targets |isted bove uc as |SILS 2503, an anti-ra

(ix) IR TISRREEY 2pRToRFIes gBHedNEdPEBPIp AR a8d bR Eo P iRgches to
mc1e£s§ rth%ffﬁﬂml@veﬂ%'& %@Bg&gﬁ‘lt b d L @u%?%giﬁa%cﬂﬁag%%}_}%%ﬁmes such

errant” or “aberrant B

as intéxjeuken ) mmte&mnarm)gmammcmytedmmgop]mea:pgo)nyapbmmmg dactor,
such as those us

cyt osi ne deam na
aPPIGRP i d6HTORe eI AP le%ja%{l%grémz?févﬂé g cells such as
cytok?lﬁeo{rﬁif%ﬁ&?e% deRahfCEER ﬁw?@gchmm C@&}%lﬂﬂ@ ?raﬁﬁectedgtumour cell lines

erapy or ra era as nul
and appmsltearmemggaﬁnadtotypﬁmmboamd (i x) immunot her apy
approaches, including for exanple ex-vivo Snd i n-vivo

2 b fgEed 1R fipet daigen drronmbiaiiggeeiucis RlpY pspmepnd of the
Fomﬁfﬁr@\yﬁhlﬁ%é &03a§é"féﬁg9§es‘éﬁ§éﬂe@&h'aﬂa (Y 5tﬁerﬁ§ﬁtaﬁhé<§%ﬁﬁca§l§%twe

agent within its approved dosage range. Sequential use is contemplated when a combination
formulation is inappropriate.

Although a compound of the Formula I is primarily of value as a therapeutic agent for
use in warm-blooded animals (including man), it is also useful whenever it is required to
inhibit the effects of cytokines. Thus, it is useful as pharmacological standard for use in the

development of new biological tests and in the search for new pharmacological agents.
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as interleukin 2, interleukin 4 or
gr anul ocyt e- macr ophage col ony stinul ating factor,
wappsoehes to decrease T-cell anergy, approachPe€rGB00AHIS241

transfected i mmune cells such as cytoki ne-transfected

dendritic cells, approaches3gsing cytokine-transfected

tunmour cell |ines and approaches using anti-idiotypic

antd ' - I i ; '

corr e Bon Ll B e AR Ay B AR Biing Brample i
whicH, unlekhothetiee simsage range descri bed herein and the

ot her pharmaceutical ly-active agent within it

S (o]
ap b evegtigeswele crrEirgout gemiisntitampera@is. é ecigriberayeal &tp 25°C

when a.comnbi natd Lon LS | ey :
and i B ROERE BT G ot SRR LT RARRRIR e,
val(igevapordtibiewaR etiried cagbntotrgleviis@atich mwakbhdhaDaendk-up
animal s (including man), it is also useful whenever it
proceidures augtd ¢asded eutiafigr movehe! resifeal selids byciigkpes. Thus,

it i.s useful, as_phar | ogi-cal s rd.for..

BB 8P LB RO R o i
cln’mﬁ&ﬁ@%rﬁﬁq}f QIPDEVMVBRYFAREAL DG BRkclokRREISe] Filecal (AYERBE DT Merck

w IT now be illustrated in the follow ng non-limting
LichrepsmRPel§ (AxiHI30R) rayatsed-phase sdiopiobtrinadfran E Margk, Darmstadt,

operat.ipns were. carried out at hent te r I
GernREoPigR Phes P gl 5o Sl ) ARG P TR TS rgyeree
phasédlliéa) EdrlexGRP1SHCNDIRarAHO00N 8UNIAE HEepRidiiet Wi esed iphbdiolumn;
(ii) evaporations were carried out by rotary )
evdporyaidsone givendouidlustragiononk-and 3u¢ belarpgessariixghemaximum
.cs(ri ed out after renoval of residual solids by
attamaple; ¢ atj on: (i) col um chromat ography (by the flash
p ;/ge%e Is@hctBRCbIEGnBull 65 &k FRrhiaUid teinoemicagr AR firmed by
(MPLC) were performed on Merck Kieselgel silica (Art.
nucleaB8Bynatic ritemahcel (NMIR pprdspagRBpectl feahniques de)-atom bombardment

(FABBEX% ?}S%%I‘?P@ﬁ? Wgﬁlycl)b %n%F 1&%'1%2?? g?gﬁ?‘g s%:c&%%%?ekr’and, where
appl‘%fa&f‘@ﬁlﬁ& L3RRYe (diRlat oMRgathRS (bR UHRGV&E cllecked; BIER $Remical shift

ase silica, for exanple on a Dynamax C 18 6gA .
valugs vepamatswel oretherdsbd sphalpeoton magnetiq iesonaptespgstramere determined
. given for ill ration only and are t. neces N ) o

USIH& Bn alrllﬂk ﬁ]ﬁlH}I ghﬁéﬁ%gplé];ete( gger?tmg %tartéfg? Eﬁr%’lg@? 0§?({()IMI¥Z or a Bruker
AM2%6 Qp&lﬁ%ﬂqg@ér OB MM iAd strBgth BE2SAMERY; I tBOfIMRS/ing abbreviations

confirmed by nuclear magnetic resonance (NVR) and nass
have bpactsed] s, saghej djdesblef; 43tipkt; opuotdandmeiplgtAABProadss s

spectral .data were obtained using.a Pl.atform

S aR BN E OIS WRTEC g SR e et et Mt P2

i A BoidI SHRkhHE of AoiflBLA APBiESOlddect ed; NMVR
mnm%ﬁgﬁggg g?ﬁrﬁﬁgég?ﬁig*§£$€ neg'u#ed on the delta scale

[ pr@tiptherfalineingabbesananckavs peat ngdwer e det epni ned

usi ngda Vari an gfnrln i, 2000. spectroneter operating at a

fi eP¥&t r enghiY DReBaBidea Br uker
N,N-dimethylformamide
DCM dichloromethane
DMSO dimethylsulphoxide
THF tetrahydrofuran

HATU O-(7-Azabenzotriazol-1-yl)-N,N,N',N'-tetramethyluronium
hexafluorophosphate

DIPEA N,N’-diisopropylethylamine
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AMR50 spectroneter operating at a field strength of
250MHz]; the foll ow ng abbrevi ati ons have been used:
W@ 2008i0agb®t ; d, doublet; t, triplet; g, quartePCT/GB2004/005241

mul tiplet; br, broad; (vi) nelting points are
uncorrected and were determnigged using a Mettler SP62
automatic nelting point apparatus or an oil-bath
ap us; an ] g abbrevi ati ons have
begﬁ(5 %{ged - QD%A&K%W%%J#@?%Q% iz}lce tgm de DMF
N, DA get hy| If-@-diarstiggarbabaipeh! 3e¢thntedbadiem{dvs0
d| nmet hyl sul phoxi de THF tetrahydrof uran HATU

- Azabenzotriazol - 1-yl)-N N, L*-tetranet hyl uroni um

3- {lﬂﬁéﬁ RS IRIBME A at - methenzamide o, o) o

hyrly @t uidd S 4-benzy10xybenzo1c acid (11.0 g, 48 mmol) in DCM

183 d|n|ethlamnoio 3eth|carbod||mdeEx
(100 mL) at 0°C was added oxaly chlorlde (8 6 mmol) followed by DMF (two drops).

The rgsdlt[mo g( %a%@%%r?g ?tzl%\é 14 aﬂ]pgl%}cur% 1y2C o%% Ml I("LQE ()JAX'

enzam O a S Ion O enz oxy enzol ¢ acC

evapdratkd %ngm 4#8hiveedlid Wﬂl(:@@MS((ﬂ@@lvﬁﬁ)n BICMLD "ﬂﬁd@ﬁhltmg solution
oxal yl loride (8.4 nm., 96 mmol) followed

was asldefbmmorrw seles atllltrﬁ:d@ﬂhﬁ‘l@& er%ama@ fgtcb’@lpmpﬁ]l‘xﬂtﬁélm Ibenzamide

(7. 6lg%egﬁ§gnq§¥éﬁd f}%ﬁrdmﬁ {]70% V\?]l gg mn% ! ssoM@g)O %@% e’gw resulting

mixtif Jvas Ei@ed £SYbil t&ﬁ?é@fulﬂé f@n hﬁﬁﬁs. FTHeeslidahd ¢RI ®yifltraion and
stirred solution o

washed thiserigmpsvh I@yrte gire-the Hide pympaindagiacdhitemobd (§3.9 £0377%);

NSl RS B0 0 At Sl & Py R 2B 14

2H), V%Wﬁlr stiyress @ 18),how &, 1Ahe exld QiHy\@ssml 118y bexd (I@,ylH) Mass
Itration and washed three tines wth DCM to give th
_pmnl M*ﬁbrﬁ@@und as a white solid (13.9 g, 87%; NWR

ﬁfh i-ﬁmmmoo Igg%qumf&b 9—11?911}&{;%%21%%63 éémit n%q_sna% was

prepa?ecﬁé”sf()ﬁow!;"—') 7.79 (s, IH, 7.97 (d, 2H), 8.37 (s,
IH), 9.82 (s, IH); Mss Spectrum M+H+ 399. The

A) 3-Bod sto‘-rfrdxﬁorl;lymncxrfr‘lolpylhym mitdbenzayl bldnvider 29eg)un ewtlydene chloride

(200 ZC3 e} B ol iR RECRTITop i pe R ayn) i osmine o8

mL). (B fixthi@ WiRLAYWEN € RHREd B8m temperature and stirred for a further 16

hours. The reaction mixture was evaporated in vacuo and a saturated aqueous solution of

sodium bicarbonate was added. The precipitated solid was filtered off and washed with iso-
hexane and dried (magnesium sulphate) to give N-cyclopropyl-4-methyl-3-nitrobenzamide as
a colourless solid (22.9 g); NMR Spectrum: (DMSOdg) 0.60 (m, 2H), 0.72 (m, 2H), 2.56 (s,
3H), 2.87 (m, 1H), 7.60 (d, 1H), 8.06 (m, 1H), 8.41 (d, 1H), 8.67 (d, 1H); Mass Spectrum:
M+H" 221.

B) A suspension of N-cyclopropyl-4-methyl-3-nitrobenzamide (22.92 g) and 10%
palladium on carbon (2 g) in absolute alcohol (500 mL) was agitated under a hydrogen
atmosphere for 16 hours. The reaction mixture was filtered through diatomaceous earth
(Celite®) and the filtrate evaporated to dryness to give the title compound as a colourless
solid (17.1 g); NMR Spectrum: (DMSOds) 0.53 (m, 2H), 0.65 (m, 2H), 2.07 (s, 3H), 2.80 (m,
1H), 6.92 (m, 2H), 7.06 (d, 1H), 8.09 (d, 1H); Mass Spectrum: M+H" 191.




(200 nm.) at OOC was added a mi xture of
cycl opropylamne (7.62 nlL) and triethylamne (28 niL).
wab@snemtuire was all owed to warmto room t enpePEr/GBe004/005241

and stirred for a further 16 hours. The reaction

m xture was evaporated in vafiuo and a saturated

aqueous sol ution of sodi um bi carbonate was added. The
ExafipfCl pitated solid was filtered off and washed with
—‘—l‘éoTTe xane and dried (magnesium sul phate) to give

7"Usiyig lao pnalpyduspr dsneti{mel te Baanidtgopibed ﬂﬁﬁxa]heplas ﬂne appropl iate starting

col ourless solid ( Spectrum ; 42
nlategall(;\@aS(qﬁwtgq_Dwth@qulzl %}hlprn%_ﬁollogleg by (?)SamlngN-czclngo yh

ety a9} By Wcopfboltioq it din bl 1% ypbnsion’

5 of i V-cycl opropyl 4- et hyl - Bablietlr obenzami de (22.92 g)
and 10% pal | adi um on carbon (2 g) in absol ute al cohol
(500 nL) was agitated U@Ier L Ad ogen at nosphere for
16 hours. The reaction Xt urje .. filgered through

di at omaceous Rart hACel Yre(r eNfiltrate
evaporated to dr to gﬂve the tiffle C ound as a
col ourless solid 9); DMSQd 6)

‘ .
0.53 (m 2H),RO: 2H), 2.07 (s, 3H), 2.80 (m
IH, 6.92 (m 2H), 7.06 (d, IH), 8.09 (d, IH; Mass
Spectrum : M+H+ 191. Exanpl e 2 Using an anal ogous

nrnnarlnra to fhgf nlacr-r| harl |n Ex mla 1
P AV AV ) i‘

appr éﬁorl ate stakti ng material was P@‘é}&ded M‘IPW oxal lyl
rTde fottowed by —3=amno-1 V- CY&LgPT 0Py -4-
Benz&eqxﬁyl benzam dé to give the conpoun %5;1 desclibed in

Methbabl e 1. Tabl e| Befrdy1dBt hod Note Bemzyl oxy HhEX | a
Met hoxy Benzyl oxy Ex | b Methyl Benzyloxy Fx | C

Metlfl uor o Benzyl oxPBeExyloxsd Not es a) THa lprodupe gave tlhe

ICI'\nIC\

———-ol-ow-Rg—dat-aj : O—p+—m—2H) ,

Fluogp 69 (m 2H), 2BSEIRY 31y, 2.86 (KR H), 22 (s.
ZH, 7.25 (m 1Hy, 7.42 (m rH), 7.62 (m 2ZH), 7.83
(s, IH, 8.41 (s, IH), 9.99 (s, IH; Mss Spectrum:

Notebt H 399. b) The product gave the foll ow ng data NI\/R

10 a) ( ST}?%]r:#)g]uq gégyg%g ﬁlllggiaé@w @J/I @d())@..fﬂ (m 2H), 0.69

14 3 1 35(
(@, 7% 7'22%?%ﬁ'8?ﬂ}4’, “g).ypéeﬁf%z “Iﬁq)%:‘“s Nk LR T4 ¢ (rfoTHRY G2 (m. 280,
7.83429H), 8.41 (s, 1H), 9.99 (s, 1H); Mass Spectrum: M-H™399.
b) The product gave the following data; NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.69
(m, 2H), 2.28 (s, 3H), 2.86 (m, 1H), 3.86 (m, 3H), 5.22 (s, 2H), 7.17 (i, 1H), 7.41 (m, 6H),

15 7.63 (im, 3H), 7.79 (m, 1H), 8.37 (m, 1H), 9.86 (s, 1H); Mass Spectrum: M-H™ 429.

The 4-(benzyloxy)-3-methoxybenzoic acid used as starting material was prepared as
follows:-

To a stirred solution of 4-hydroxy-3-methoxybenzoic acid (5 g, 30 mmol) in THF (15
mL) was added a solution of sodium hydroxide (3 g) in water (37.5 mL). The resulting

20 mixture was cooled to 0°C and a solution of benzyl chloride (4.1 mL, 34.8 mmol) in THF (15

mL) was added. The resulting mixture was allowed to warm to room temperature then heated
to 70°C for 18 hours then to 90°C for 4 hours. The mixture was cooled and evaporated. The
residual aqueous mixture was washed with isohexane then acidified with 2M hydrochloric

acid solution. The resulting precipitate was collected by filtration, washed with isohexane and
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The 4-(benzyl oxy) - 3- net hoxybenzoi ¢ acid used as

starting material was prepared as follows :- To a
watiosoedésol ut i on of 4- hydr oxy- 3- met hoxybenzoi crerGa2¢08/005241

g, 30 mol) in THF (15 nlL) was added a sol ution of

sodi um hydroxide (3 g) in waper (37.5 niL). The

resulting mxture was cooled to QC and a sol ution of

dried%@xﬂﬁ%khectﬂlé:od;ogg%lu%?ﬁ]ﬁ%;ﬁﬁﬁré% ;ﬂ)g?' T('Iﬁvlééﬁ?)“é‘r% WasH), 5.19

(s, 2H)90m1t(ﬁmI)HDaIALU§nt6}E)D7 Bead&d H)p1769Gnf DH); Masb@@éc&rdlﬂaﬂ H™257.
to 900C for 4 hours. The m xture was cool ed and

)  evHpdradud gavrhige f@&m&ﬂataqmmxmim (BMdaaSHdmn, 2H), 0.68

(. 280 TR BRBEERR S BT [ gyl e Tk a8 g, 20

7.50 Gy, TH), v163thQmH) Wersh ti7|8|5 ﬂhQH MA@ ONH)ed.8gi(yi11); Mass
%e t):tl e(corrpz)un ?g 76) g, ;(40/() > (S}gect)reum (411D: Mass.
Spectrpsit H)41 5 19 (s, 7.14 (m |H,

BRRETRINE N RO ML AT .
(m, 22 13825 NVE%H§S@@5 H;mnH) S@Mé@fi@) @4537111%171{) 295, (d 34)@ ﬁ&) (7fB3 (m, 3H),
8.41 QdmlHDl%97(B SH)IMMM& Y4299, 7.50 (m 2H)

7 }_ﬁle %%&z{%xy)r#um%gégo pdé:&:c{ ﬁ?ﬁ@g Eﬁgﬁ%@lgatggéllo\ﬁ,f;grepared from

4- hyd?é)%dmfﬂuoﬁ%éﬁz&@ gcifl Qlkﬂn?‘éh %ﬁal@@é@s prM\éaul%ot%Qﬁe[t l\‘,@éd to(ﬂ?@@gu-
57 (m 2H), 0.68 > (s

(benzbigs) & 16 Tha ez aqdmmﬂmm TDBES Qs 2665, 217, B31 (e, 1H),

7.45 M@%gl%ﬁéﬂh@%ﬁﬁ@gkéﬁf ( robeng/glsi gglegt ng]d

Exandsle3t arting material was prepared from
dr oxy- 3-fl uor obenzoi ¢ acid usi ng an anal ogous
4-(bepryoey3-ehlovoN+¢8-[(cgdadpitopybneinajcarbenyl]-2- methylphenyl‘benzamlde

( %ﬁ%@%onz ll)ltl(é éfiéi r@n?ﬁ)ér}yy e3r;g Olgfo(b%(l:quq_&mc'}/?l ggeg E}? ngpﬁl ) in DMF (11.5

ot AT S SR T 1 1.5
mmoyj l}deexmmthpm&myll 533g,rﬂzlainmlﬁ>ljl'mch sol ution of
benzyl oxy chloroben20|c acid (1.5 g, .5.73

4- nmol
N-mqt}}y(l-@m:p olyg’ (é 2§1_njl wedowediby 3-amino-N-cyclopropyl-4- methylben%annde

(1 O9Hg%gﬁ%bh¥dﬂ%ﬂggéﬂﬁ){@e wasd ed%ﬁf %gl)t(e'n eﬁaetltlrrelfgrz 4(1) hours. The

mixtird wab egapotdted Arsavhithtedraduédds rsehlhy}h oﬁ'pbtlakbﬁllm RerboRate &/aﬁhblded the
foll owed by 3-am no-iV-cycl opro ni et hyl benzam de

I
resultqu ]Q}‘QCIQItatS wes callentad b}q-i]i,]él apiga, lyyqs g@whtp)@tllgpe@x%hgﬂcrq«,when
T

title dbﬁfﬁ@ﬁﬂ@hﬁa el (&dﬁgd&l%)hﬂMESbbdthﬂ@ (mesd)ag)toam(nms{), 0.69 (m,
collected by filtration, washed with dil ut
2H), fgdi(ocHDor 5 Gatcl ). Sridr{s. 2H). 7.39 (m, SH), 7.51 (m, 2H), 7.65 (m, 1H), 7.78

(m, 1H), 7.97 (m, 1H), 8.10 (m, 1H), 8.40 (m, 1H), 10.01 (s, 1H); Mass Spectrum: M+H" 435.

The 4-(benzyloxy)-3-chlorobenzoic acid used as starting material was prepared from
4-hydroxy-3-chlorobenzoic acid using an analogous procedure to that used to prepare
4-(benzyloxy)-3-methoxybenzoic acid (paragraph (b) in the Notes section of Example 2).
NMR Spectrum: (DMSOdg) 5.21 (s, 2H), 7.14 (d, 1H), 7.34 (m, 1H), 7.41 (m, 2H), 7.48 (m,
2H), 7.80 (dd, 1H), 7.92 (d, 1H); Mass Spectrum: M-H™261.
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sat urat ed aqueous potassi um carbonate sol ution, then
triturated with diethyl ether giving the title
w@eowpoends as a solid (2.0 g, 81%; NVR Spectr uPCT/GB2004/005241
(DMsd 6) 0.57 (m 2H), 0.69 (m 2H), 2.27 (s, 3H),
2.85 (m IH), 535 (s, 2H) -43-39 (m 5H), 7.51 (m
- 2H), 7.65 (m IH, 7.78 (m AH, 7.97 (m IH, 8.10
Exa 4/H), 8.40 (m IH), 10.01 (s, IH; Mass Spectrum
435. The 4-(benzyl oxy) - 3- chl orobenzoi c acid used
N—cyaSpﬂipgzl-mmgth@fmsE{|[4-qbyﬁma-z@ylamhefy)bémyl]ammo}benzamnde
4- hydr oxy- 3-chl or obenzoi ¢ acid using an
pr?ftfe@rmff‘éi sodptigmaal Mgﬁdonr@psér%ﬁ&émdroxybenzoyl)ammOJ 4

meth{pbRRRL O kgt TR EARL 33 Sk ALARY A=ty culbgnar
(446 g, 5.22 hufisl). P resultidghnlifurel wis, stifred 4t f(mm iehﬂp.era?uré for( § minutes.
2H), 7.48 (m 2);?6 780éd IH), 7. I;}) Ss
2-Chiggepethylnpyridingh qch@(gjm{ al mg, 1.78 mmol) was added and the resulting
mlxt\he ?%ﬁ% écp Bl edﬁo gggéw ¥or 1% h{ E[f]ie {1 %trtﬂediw as &o‘(éd‘@%'&&%ﬁ%é&ﬁél%mle and

am Nno; benzam a‘stirre
sauuéttyd 8yt oPp Y3 chibéndty dslanybarszoy) élﬁmmyil]acéltate (5 mL) were added.
met hyl benzam de (500 1.61 rnnol) in
The r\ﬂﬁétwwﬁur@ovwmﬁnf@ gng@nweé Th@t@lhﬂgwasyotlzctﬁ%yﬁltramé washed
Wlth i edI ngeorHth éflu}/l\l/a c%rlisqtrrllla{e S%ﬁiltl% Jtﬁ;ﬂ'@%t?%p%% )?eu{egagl dried

Heng or ofre pyridine orl d
g1V1ng§he title7&nﬁ§i'8ﬁln)i a¥asokd ded nag) GJSO%)GN Sbédt@ T(DMS[D&é) 0.56 (m,
stirred and heated to 500C for 18 h. The m xt
2H), 8681(ad 2Hp - 2oth BEhpetraiuridl)and3 §%t2@|5r)aa? &4 (lﬁq%ﬁbﬂs?“ (m 2H), 7.55

o P 5 RETIR SR R o, A S P . 11,

10.00 @ 1B MA Whesrunle+8p0l40d. was coI I ect ed by filt rat| on,
washed W th sat ur at ed agueous pot assi um car bonat e

s oThet V-sticloptopyl-3-dCiehysirexvhneroy aminedriemathalbgnzaseide neadrg starting

. e titl d lid (425 6099 ; NMR
mateg%e\&srlﬁﬁqe C{%\P%%\K%?SoaSEO(Ln (2|—|) 8968 (F?? 2H), 2.29

6 -
(731:;’ o4 3 (bﬁnllqecfzttbﬁ?u&?lrﬂsfsj n (b%fy%ﬁ;%en@é(‘i)l Janfind} N(-é'f.lclo%th‘ﬁpyl 4

methy¥nzami@s(1(1m g,|28)8 mmdBin(megthadl (28) 135) (vgs addq)i 10 mjladlum on

carbdl SIS S CHE RO B By AT N 4 B o) and

the re’sﬁmng@m'siﬁﬁg siﬁ%cﬁiﬁb@)ﬂﬂ&nﬁ&ﬁt@fd Rk 19ASTRE fRAURM&Sfiltered through
lows :- To a stirred solution

d1atoofaseo[u[s gaiflp é(ﬁdyt@)( g dodn £idiydts avapevitedrtg-drymdss sy gjpjy thegitle compound

v« R e Pl SR AT 0 2

?s’ F‘ 2. §"ch&‘n am)oe sat(HPSH?ef © Was HERlcagad 1) s hgd1Rgenss (m,
oon) and the resul mxture stirred at room

2H),86m(er aHl)l,rQa74 Gy, LH3, 1. 31T(ls;slHr) Mass Speetmini:i Mtlér 9. t hr ough

di at onaceous earth (Celite(r)) and the filtrate

Exampleshr ated to dryness to give the title conpound as a

Usin% ?h 8@&}% p?%ﬁ%il?regg élé@ F%crigéf?n; MR 150 EME P PoprihPVRfhe

materials were reacted to give the compounds described in Table 2.

Table 2

L
=% N
i N/
H




2.28 (s, 3H), 2.86 (m IH, 6.87 (m 2H), 7.32
IH, 7.62 (m IH, 7.81 (s, IH), 7.88 (m 2H),
W@ 20054068465 9. 74 (s, I H), 10.31 (s,

(m
8. 36

I H; Mass SpeCT/GBR004/005241

M H 309. Exanple 5 Using an anal ogous procedure to

that described in Exanple 444t-he appropriate starting
materials were reacted to give the conpounds descri bed
in Table 2. Table 2R4 Method Note H

1, 3-thiazol -

4-yl met hoxy Ex 4 a H pyridin-3-yl net hoxy

Ex 4 B°H (5- met hyRi*'soxazol - 3- Ex 4 C y| Megiddoxy| Kote
(5-chloro-1_ 2 3lthiadiazol-4- Ex 4 d ¥l )nmethoxy H
H | m dazo[ 1, 2- a] P) r113d1thﬁZQL 4Jezi<me1h;e~\>y| met th’(qu“ a
H (3, 5:d1 pethyl | so}BOBR IR VERTg y1) methisd 1 |P
7o o B 1 e
(2-chloro- 1, 3-t hyBmethosy Ex 4 j yl)nmef hoxy
1 3 thiazel-4-vitethoxv H Ex 4 k
T (oomet i o1, 3.3 ] BeRom | AR ooy ) rERdry |3
(4 5201 ot byl i S0k SOMFTER 1 £ 4 n yi) mpt hoxy
H |,2,5-thiadiazol { nidazéPt,24a]Byridin-2- Ex 4 e
yhﬁethoxy
H (2-methyl-1,3-thiazol-4- Ex 4 f
yl)methoxy
H (3,5-dimethylisoxazol-4- Ex 4 g
yl)methoxy
H 1,2,5-thiadiazol-3-ylmethoxy | Ex 4 h
H (2-carbomethoxy-furan-5- Ex 4 i
yDmethoxy ’
H (2-chloro-1,3-thiazol-5- Ex 4 ]
ylDmethoxy
1,3-thiazol-4-ylmethoxy H Ex 4 k
(2-methyl-1,3-thiazol-4- H Ex 4 1
yDmethoxy
pyridin-2-ylmethoxy H Ex 4 m
(3,5-dimethylisoxazol-4- H Ex 4 n
ylmethoxy
1,2,5-thiadiazol-3- H Ex4 0
ylmethoxy
(2-chloro-1,3-thiazol-5- H Ex 4 p
yDmethoxy
Methoxy pyridin-2-ylmethoxy Ex 4 q
Methoxy 1,3-thiazol-4-ylmethoxy Ex 4 r




yl met hoxy (2-chloro-I ,3-thiazol-5- HEx 4 P
yl ) met hoxy Met hoxy pyridin-2-yl methoxy Ex 4 g Met hoxy
wda @swbidexz ol - 4-yl met hoxy Ex 4 rMet hyl PCT/GB2004/005241
pyridin-2-yl met hoxy Ex 4 S Met hyl
1, 3-thi azol - 4-yl net hoxy Ex A4&- Methyl (2-nethyl -
1,3-thiazol-4- Ex 4 U yl)nethoxy Methyl o
o-dI met nyT1so = O VAN Y, VETT
Methy?s, 2 7 P adh azol 137 amarkmeil 7 v e R S

Metl{yR- car bonet hoxy- f| urRikidrol-bx/1thethoxy ) Met hexy Fl uofp
pyridin-2-ylnethexy Fx 4 vy ‘Fluora (2-nethyl - |

MethyB- t hi azol - 4- Ex ﬁ-mqﬁﬂl})lfiei -thisapl-A uor o| Ex 4 u
(3,5-dinethyliso aﬁol Ex 4 aa yl)mefhoxy Flupro
1,2, 5-thiadiazol - oxy Ex 4 ab F|luoro

Meth¥1 3-thi azol -4-yi g@%&h?ﬁso‘kaé‘&l _TUor ppL i dazo[

, 2-a] pyridin-2- ad yl net hoxy Chlpro
pyr| di n-2-yl net hoxdbnﬁidlomyae Chl oro

r\V\l Ex—4—-af—H5 r\\l'\l obt-ob\
Methyl 3 4. Ex 4 ag tmla?dﬁ &Eﬂla@lgﬁrmﬁﬂmy x4 7 [w
DT OMOPYT 1 OT 1= 27 - T H y
Methgl ' ¥ ni e oxyﬁgxfﬁ}lfﬂagi H Ex 4
ly

- et hyl pyri dm 24
4- met hanesul f onyl bpivietjoxlyoxy Ex 4 aj H

L— 6-pethoxycarbonyllpyridin-2- Ex 4 ak
J =7

Fluoro pyridin-2-ylmethoxy Ex 4 y
Fluoro (2-methyl-1,3-thiazol-4- Ex 4 z
| yl)methoxy

Fluoro (3,5-dimethylisoxazol-4- Ex 4 aa
ylymethoxy

Fluoro 1,2,5-thiadiazol-3-ylmethoxy | Ex 4 ab

Fluoro 1,3-thiazol-4-ylmethoxy Ex 4 ac

Fluoro imidazo[1,2-a]pyridin-2- Ex 4 ad
ylmethoxy

Chloro pyridin-2-ylmethoxy Ex 4 ae

Chloro 1,3-thiazol-4-ylmethoxy Ex 4 - af

H 5-cyclopropyl-1,3,4- Ex 4 ag
thiadiazol-2-ylmethoxy

H 6-bromopyridin-2-ylmethoxy | Ex 4 ah

H 6-methylpyridin-2-ylmethoxy | Ex 4 ai

H 4-methanesulfonylbenzyloxy | Ex 4 aj

H 6-methoxycarbonylpyridin-2- | Ex 4 ak
ylmethoxy

Notes

a) The product gave the following data; NMR Spectrum: (DMSOds) 0.58 (m, 2H), 0.68
(m, 2H), 2.30 (s, 3H), 2.85 (m, 1H), 5.37 (s, 2H), 7.18 (m, 2H), 7.33 (m, 1H), 7.64 (m, 1H),
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yl met hoxy Notes a) The product gave the follow ng

data; NWVR Spectrum (DWVSQd6) 0.58 (m 2H), 0.68 (m
WQ@R{)o5/021480 (s, 3H), 2.85 (m IH), 5. .37 (s, 2H)PCTGB3004/005241

(m 2H), 7.33 (m IH), 7.64 (m IH),7.83 (m 2H), 7.99

(m 2H), 8.39 (m IH), 9.1746s, IH, 9.90 (s, IH);

Mass Spectrum: MH 406. b) The product gave the

7.83 @9 b%8‘”‘7 99 5&5?‘5@ 8%?%-@’_& 17Ys, égﬁ)’\@%‘ %&l@g@gss@ﬁecg’ﬁﬁl M-H"
406. 2H) , I7 177(|r8n3 2H), | 337(311 I H), 7 45 (m IH), 7.63

b) é%@ peeguct gyve tée 'gpﬂogx?ﬁg faty; N&I%Sé{c!.)&'\:mg kﬁgaé%g(z)(%:(m, 2H), 0.69
om, 24503 WP IRRE (e al S af: P hecathy by ST 4 fm. 110,
7.63 @a 618{)( m832é‘|)1H)27_|)§8(1{131H)'3*8)00 @, 424—1)(836 &I(nl) 1HR. Eosﬂ ((nmlH) 8.71 (m,
lH)%ﬁﬁ(sm)H) MQ@_M_JQI:MJFH‘@E s IH) 7.99 (m 2H)

c) d)ﬁmﬁ;f)&o%lll,cag%\?ett%& Q@go‘élﬂzed?t&ﬁ §§ec§§ Rb&{%@%g/g@7igﬁ 2H), 0.68
(m, 2@“@@(56)31{%25& (sn:aH)(?iz)ss % 6181_}(5“28 zzsLDzH)zs 29(s $H),3H)5 (m, 2H),
7.31 61171P®47@ﬁ1(n1, ), 78286, {§), 71199 (05 2810841 s, 1@&)10%0%711(1%11\4&88

g M&g g%’ IH); Mass Spectrum: MH 441. e) The

L—%Eéec 13ocE §%e the fol I owing data; NVR Spectrum : (DVBOd

d) 6)T1{% ﬁédl(apgagé%e i&lc@@n%ﬁbtazlwx/[% @p&? (ﬁ((Dm%ié?o%% (L2 H), 0.68
(m, 2Hm” 29is, 31), 2184 ém, 1HH) 5.62.(92H)ny. ’zalém 28), 334 o, 1FR) 7. 64 (m, 1H),

783 (5 TS ok GRAED: a6 NE-995 Bt s PR oo s ekl Tl
(D%@%O@Cé%é&gg &uo%éa')w dEEaBIZIMIfrBDch?um &)D%ﬁséé %O%@(m 2H), 0.66

0. 21

(m 22H) 2. 2’7(332H()m 84 {-ﬂh 1m 533((m7f2m 8OTm81HLLY.24 @), 4H7) 936 (m, 2H)
88 S
781 o LB S () 3P B 38 (UL, oSt DL D 5 buho NSt Shetgi: M+

441, Spectrum: (DVMsQd 6) 0.58 (m 2H), 0.69 (m 2H), 2.25
(s, 3H), 2.26 (m 3H), 2.45 (s, 3H), 2.85 (m IH),
f) 5.0k firsduddidhve the I81dwing Abth; NMBSpédiun: IPMSO &4 0(56 (m, 2H), 0.67

(m, 260, 3285, SHRCh {0 B Ani LI ERRD21 1. 2FHOT S5 SR, Joigelm, 1ED,
71 2Rt /. Bty #0.p LENSEH) 31,0 Gl e
422. (s, 2H), 7.20 (d, 2H), 7.34 (d, IH), 7.64 (m I|H),

g) The product gave the following data; NMR Spectrum: (DMSOds) 0.58 (m, 2H), 0.69
(m, 2H), 2.25 (s, 3H), 2.26 (m, 3H), 2.45 (s, 3H), 2.85 (m, 1H), 5.04 (s, 2H), 7.15 (d, 2H),
7.34 (d, 1H), 7.64 (m, 1H), 7.82 (s, 1H), 8.00 (d, 2H), 8.37 (m, 1H), 9.85 (s, 1H); Mass

Spectrum: M+H" 420.

h) The product gave the following data; NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.69
(m, 2H), 2.29 (s, 3H), 2.86 (m, 1H), 5.58 (s, 2H), 7.20 (d, 2H), 7.34 (d, 1H), 7.64 (m, 1H),
7.82 (s, 1H), 8.00 (d, 2H), 8.37 (d, 1H), 9.01 (s, 1H), 9.87 (s, 1H); Mass Spectrum: M-H™ 407.
i) The product gave the following data; NMR Spectrum: (DMSOdg) 0.58 (m, 2H), 0.69
(m, 2H), 2.29 (s, 3H), 2.86 (m, 1H), 3.85 (s, 3H), 5.30 (s, 2H), 6.84 (d, 1H), 7.18 (d, 2H), 7.33
(m, 2H), 7.64 (m, 1H), 7.82 (s, 1H), 7.99 (d, 2H), 8.37 (m, 1H), 9.88 (s, 1H); Mass Spectrum:
M-H™447.




7.82 (s, IH, 8.00 (d, 2H), 8.37 (d, IH), 9.01 (s, IH

59.87 (s, IH; Mass Spectrum: MH 407. i) The
w@e@doct46fave the fol l owi ng data; NVR Spect r unPCT/GCBRMBDWOS241

6) 0.58 (m 2H), 0.69 (m 2H)5 2.29 (s, 3H), 2.86 (m

IH, 3.85 (s, 3H5 5.30 (s 42H)5 6.84 (d, IH 5 7.18

(d, 2H), 7.33 (m 2H), 7.64 (m IH, 7.82 (s, IH 5

D LR by e el MBS e 0y 9850 o 0
(m, 2601 28 NVRHEERSS (M), 6 BVBRORLE) 7.07 5, 2 7.34)d, 131)69. 6€1r@1 1H), 7.80

5 1Fo 1854, 157 Pcl, B Gh, (), O, HDBb:gmSpeagum: M-HT 40
7..85
el 4 e B o 0.
(m 2H9I2 MsﬂgH . 86 (INNR{)Ss@qt(g WH); 7. QDMEO@IHEDW 5568 1@{91 72F)m, 1H),
7.60 QH)IH)77;§Q ((nm2H|) q; 87 1,3_”51{)2_%338@1) 1HY, U5 (g 1H)H§> 99%s.g31); Mass

Secémﬂ M(;%r? 66 (m 2H), 7.82 (m 2H), 8.38 (m IH),
: .99 (s, IH); Mss Spectrum M-H+ 408.
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ThEhe N-cyclopro 1 3-[(3-hydroxybenzoyl)amino]-4-methylbenzamide used as startin
0 p?, ([ ?},, grox gnzo I])am ng] 4- et hyl ben s

7V-cycl opro
matezzdnvaﬁeor@r@e@i{) ’égms% t(:bnlgzyimw nzoyligrsner-apeaickprenybrh

methftnArbdTutifd pUSVASENS Ripch AT B0 batbsrdy B v Raopyt-3-1¢-

hydrdk%@éhzto?l)M]W@ml&thﬁ}%@hﬁﬂﬁ@@w{etﬁoﬁ 6&tion of Examﬁle 4). The product
dr oxybenzoyl ) am no] - 4- et hyl benzam de

gave ﬁ@dpllgwmgfdaa( MR@SmMmrﬂTh@)MS@ddcﬁ SFQ@U&H)W@ 6Od, @W)Jﬂ;i% (s, 3H),

2.86 H)ﬁ{)z%'gR (?@%@J%éd@%ﬁ%ﬁﬂa‘) 1213,9{,% &%Hh)kg’ﬁ%d 4, 9.80 (g,
2H) Mjags Séé'(btr*un? N4 (F9, 7.80 (d, IH, 8.37 (d, IH)),
d, ZH); Mass Spectrum M H 309. 1) The product

gilte et (gla*{feome il cing VRN Spectmy: (DNDMBL 06 (@580, 069
(m 558 )s 3P 2ot (oAl 2 Bigh, 145554 s 2]{@,,)67 byl 1h7.35 (m, 1),
7.46 ((rh')n]l)77%@ é(rggﬁ‘()H) 65 éﬁ 52‘@( 78 (%hl) 1%&6%@ 1@')610%93(5 BH); Mass

Speciviithi VAP 422) The product gave the foll ow ng data; NWR
Sp ectrum: 057( 0. 69

m) ( SThegq.q?ducz gg%e t(hﬁ]folgqqymg gatgp Smtrun (@&An%%ié) |0}.‘b7 (m2 92H) 0.69

(m, ﬁfﬁzg@sgﬁ‘(ﬂ)z 8{ @71@%83'0'@ 2fr)H?&7gm66ﬁE')7 36{@%12}&”3 47 (m, 1H),
7.61 (i 4H)EY ;8 1NBS S ESPRE6 (it H)YBIS (A02H)/8.6The, HHDEWS! (nga¥k; Mass.
the fol|ow ng data; NWVR Spectrum: (DvsQd 6) 0.57 (m

Specpum: MY #2m 2H), 2.25 (s, 3H), 2.27 (s, 3H), 2.44

n) 75'51}5’;?}) c%ﬁ?@e ﬁ,\gg%lll{\%mg %EEZNM_? A@%éé%% I0'197 '(m, 2H), 0.69

(m, 2240223 (BOH)(0.27 1) 315, 581 (431), 36 Gh,IH)( 502 l(sH)zﬁ)Mas@(s 1H), 7.24
ectrum

|_|+
5 (m, 1H), 7.35 (d, 1H), 7.47 (t, TH), 7.63 (m, 2H), 7.80 (d, 1H), 8.38 (d, 1H), 9.97 (s, 1HD);

Mass Spectrum: M+H" 442,

0) The product gave the following data; Mass Spectrum: M-H™ 407.

p) The product gave the following data; NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.69
(m, 2H), 2.27 (s, 3H), 2.86 (m, 1H), 5.46 (s, 2H), 7.27 (dd, 1H), 7.35 (d, 1H), 7.48 (m, 1H),
7.64 (m, 3H), 7.82 (m, 2H), 8.38 (d, 1H), 9.98 (s, 1H); Mass Spectrum: M+H" 409.

qQ The product gave the following data; NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.68
(m, 2H), 2.27 (s, 3H), 2.86 (m, 1H), 3.90 (s, 3H), 5.29 (s, 2H), 7.17 (d, 1H), 7.36 (m, 2H),
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0) The product gave the follow ng data; Mass Spectrum

: MH 407. p) The product gave the followi ng data; NWR
wep@sens : (DVBOd 6) 0.57 (m 2H), 0.69 (m 2POT/GB2@4#/005241

(s, 3H, 2.86 (m IH), 5.46 (s, 2H), 7.27 (dd, IH,

7.35 (d, IH), 7.48 (m IH.,48-64 (m 3H), 7.82 (m

2H), 8.38 (d, IH, 9.98 (s, IH; Mass Spectrum M+H+

7.59 (éggH? %7m Jhe (1%@5%% 03K 5 %‘ﬁ%nfl Qﬁ)bow(gﬁglél ?In{? Z%VB H), Mass
Spect%@i?l\&’%l 4|22 86 (7m36l H) g 907( gg 3H), 5.29 (s, 2H),

7 :Tser%{ﬁ' (pyhgléprgbbdzmgl%cqr{gﬁyl g e”@gl{r;:lﬂli;b%& ;47-b.y7<§8>(43?§: "
n1etho{xgl2)?n(z%’vx%i(§el u§g<? §§p £ch% ing I t% éaﬁ S\?gﬁ yﬁ}%&e’&ﬁqlﬂ l—%)ﬁnzall x)y)-N—{S-

(cycloﬁrobyldﬁl%ycﬁboﬂW}Mﬂmpﬁmm}Cﬁé—nmﬂﬁﬁt Benzatnadet usiige an analogous
mat eri al was prepared from 4-(benzyl oxy)

procefiyre ye thepussye AIEPAT) -4y BoprgPY: 32L(ﬂé=f>ﬁpq g@};}wl)aénno] 4-
meth)%llheéltzaq} Jégw gl sg%t%% oﬁxa&p?e%)a’fﬁ‘é PR L0 ﬁﬁ%ﬂgwfn% data;

eae

NMRIs‘ﬁe@tylﬁhqmms@m)a}ﬁénw 0)69kQﬁanHyl.) msn@ﬂia 2-86 (m IH) 3.85 (s,
%I benzam de SMet hods section o H?)
3H), FbaldE) Gad (b HEDT 552 Gk AG)dat Bkl mm@%"&w 7 {5, 8.36

) 7 , 2. 86
@ 10338 égﬁ}( 3%%>3ﬁé§393ﬂ%&%§ (a IH) 750"
1) (gqglg %é@uc’ﬁ ave fhd ﬂ)llol)v*ﬂig d:ﬁa ;6dVIRdShectrtdhn: (ﬂM@)d@)ﬂO 57, 2H), 0.68

(m, 2BpEctY (sn3HIMRIS6 (BmlHSré 8Tke 3513,05131%§ %H%g'y fﬁw@ ﬂHDI%% fig, LH),

7.62 Mﬁ)j‘%@@?"?ﬁgﬁ)ﬂ Gy & 6f LoPHg?ggﬂ‘((s 21"}'%) A@Sgggéd@um M+H?

438 (s, 2H), 7.25 (d, IH), 733(mIH) 762(m 3H),
781(m oH), 8.42 (m IH), % 10. 04 &s,
s) | e phbdbst &y@dh«t ﬁnﬂo“m-g—ﬂata,WPaSDechunbﬁ MRQdehavd (o H), 0.69

o AR5 098, S 1By FAESS) BT 3 2

7.56 {nﬁ)zHﬁ 733 g&SZH?H)?H %11449 %65@ 1HY. 836318((115116&2)%9 81Zs 561); Mass

SpectBurBIMEH" 41F) | 9 81 (s, IH):; Mass Spéctrum rl\?wm 416.
a5 d e BB PR P e BB BB SR A -

meth%a&@é}ﬁl@b uégﬁtapyﬂahﬁ'%zlﬁﬂbhﬁ%éﬁﬁéﬁa?&i f?&ﬂmdbeﬂzﬁ@lﬁf]‘l’ -ab-

prepared from benzyl oxy)

[(cyc[o@ogpg/lmmnm)pyﬂbanylﬂw@)mahbkphvw]l‘ -3-mashyihenrhendd Ysing an analogous
| bepzam de an

plocepﬁgtto@é%asq to&%q &5 clyrc]%plopy?g "ﬂ;f) gyci’rloxy%reggoey l?Iaurnemct)] 4-
meth I\I{el"t;z}éﬂj I\@aﬁbdsgse[:t(léln DY EE O8N TPY fp}&muﬂg’a]ve‘%he following data;

am de (Met hods sectl on o The
NMRpSmmtunm gaMSQda)aO B6l(hnoAHn@. ehana ; 2H\]I\/R25|ﬁ@éﬁ)u2n27 (8, DRSS (d,

1H), gz&y%ng?ggm)( 3_121 "b}% g%ggﬁm( ﬁﬁﬁbqoz(n%]lﬁz) zrﬁH% g’,ﬁg) % 8%1 1H), 9.72
(s, 1}9‘”_}% bH)(s 1ﬁ)7lgla§§%pécm1m 49 45, 2H), 8.40 (m IH),

t) The product gave the following data; NMR Spectrum: (DMSOds) 0.57 (m, 2H), 0.69

(m, 2H), 2.26 (m, 6H), 2.86 (m, 1H), 5.38 (s, 2H), 7.24 (m, 1H), 7.33 (m, 1H), 7.63 (m, 1H),
7.83 (m, 4H), 8.37 (m, 1H), 9.15 (m, 1H), 9.84 (s, 1H); Mass Spectrum: M+H" 422.

u) The product gave the following data; NMR Spectrum: (DMSOds) 0.57 (m, 2H), 0.68

(m, 2H), 2.24 (m, 6H), 2.68 (m, 3H), 2.86 (m, 1H), 5.25 (s, 2H), 7.22 (m, 1H), 7.33 (m, 1H),

7.59 (s, 1H), 7.64 (m, 1H), 7.79 (m, 1H), 7.85 (m, 2H), 8.40 (m, 1H), 9.85 (s, 1H); Mass

Spectrum: M+H" 436.
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(s, IH, 10.02 (s, IH; Mass Spectrum MH+ 325. t)
The product gave the follow ng data; NVR Spectrum :
W@ DNEOs46 0.57 (m 2H), 0.69 (m 2H), 2.26 (nmPCBEB2004/005241
2.86 (m IH), 5.38 (s, 2H, 7.24 (m IH), 7.33 (m
IH) 7.63 (m IH), 7.83 (mg4dH), 8.37 (m IH, 9.15
(m IH, 9.84 (s, IH); Mass Spectrum MH+ 422. u) The

\Y) FI%g lﬂgqtfi a%ﬁtﬁgkefoﬁ)lggg\%@a@ag Msaﬁg@bw 0. g§ @2{5@) 0.70
(m, 213)jlr.> 22(s83iﬂc m28l(kj)6H)5225 (§ SBH)ZHBS (8, 212) (sroé (sHH), 7.133m, 1H),
7.34 (m 8%1);%@4 Qp{) lHB 7[8@' ((rm3H|),|_§ 43 2;11,815{{)( Q 84| (p|) lHi(\zg&@sngpectrum M+H*

434 Spectrum MH+ 436.v) The product gave the foll ow ng
" data; NWR Spectrum: (DwvsQd 6) 0.57 (m 2H), 0.70 (m

w)  2Hhe plodlidt gve tiddHolloRindSddts, NIGR) Spedirdf: (BMS8Hd)) 0.37 &M, 2H), 0.68
I%m wzﬁ, 5.06 (s, 2%_, 7.19 Srg? I H) 7.34((m IH)7,
(m, 25), @27 (% 3P, 317 8857 AiSS @) H).-6B(s¢ 3101750, (o, 1), (43 (m, 1H),
; S
o L8 T A, 5 AP 18 s
Spectfur@BMHI" 428)) , 2. 27 (S 3H) 2.31 (S 3H, 2.85 (m
5.60 (s, 2 .20 m 33 gm |
X) (ﬂ]he|p|1—|)duct7gaz@ th oll|o ng c}atg(:N émqﬁrumg QMSQ?@WSIY@H 2H), 0.69
8 B4
o By BB P o RSS20 T 1
7.24 @DN@Q@ 83 é&l 231:1')2(7%4 @1, H)ED7 69 (Ihm H§2 H)86 (zn 2315)( % fo (@H) 1H), 9.87 (s,
, . S, :
1H)m§§l@£8nmc +HIH}637 24 (m IH) 7 33 (m 2H) , 7 64
g%p( du"zgﬁ"e tﬁfanﬁog Qﬁ%&%&'ﬁg@ﬁ@% (6&' S%Hé) pr 4T gt 068
(m, 2H§erz$ $e3ﬁplvlwg%as CYREN . gspgstmum) 7(5@N591H@)7 @4&?& 1H),
7.84 (511 44H)(&4021H) |HY, 838 @1nﬁlPBm00 (13511@)1Ma_§|§nm h;lbrfﬁ 420.

et S B S A0 M B8R0 e 20 04

ydro&?b&ﬂz‘a‘ﬁ(ﬁde%@@ RY ét@ﬁ”n@ PR A Q¥ pl-epAreaert di URBemyl dxy$-3t fhwo-N- {5-

hydr oxybenzam de used as starting material was
[(cycbpmpafaedncﬁ)nmb‘pﬂyl] Benethylphsiyl B)&:flzaymde).mvg fB-analogous procedure to

o L FUShOBr SR A o) carboniLl: 2 e kR hepecl e

(Metods GeQt %?'E%Mm te31)] THe Bl}odgét%ypﬁ{ézf@m)\)/ﬁ‘@cﬁ%]; NAVIRES Atk

enzam ds “section of anpl e 4).” The product

(DM$@de OtSWe(nf le)o(Wﬁ& gnd2ih 2. 29VR 31b)e 286um, 1TH).OMtME)H 753 (m,

1H), %%‘@,ém(%) 07,_562 (n%;”i‘ing!ﬁp (%1,_@)78?674{?1( Je; g‘g? (%%9 [Qr?o (m, 1H);
Mass# %Péﬂ%wg , 8.37 (m IH), 9.84 (s, IH, 10.60
ss Spectrum M H 327.

z) The product gave the following data; NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.68
(m, 2H), 2.28 (s, 3H), 2.67 (m, 4H), 2.85 (m, 1H), 5.31 (s, 2H), 7.35 (m, 1H), 7.48 (m, 1H),
7.65 (m, 2H), 7.80 (s, 1H), 7.86 (m, 2H), 9.99 (s, 1H); Mass Spectrum: M-+H" 440.

aa)  The product gave the'following data; NMR Spectrum: (DMSOds) 0.57 (m, 2H), 0.69
(m, 2H), 2.28 (s, 6H), 2.46 (s, 3H), 2.86 (m, 1H), 5.15 (s, 2H), 7.34 (d, 1H), 7.44 (t, 1H), 7.64
(m, 1H), 7.80 (m, 1H), 7.87 (m, 2H), 8.37 (m, 1H), 9.95 (m, 1H); Mass Spectrum: M+H"
438.

ab)  The product gave the following data; NMR Spectrum: (DMSQOds) 0.57 (m, 2H), 0.69
(m, 2H), 2.28 (s, 3H), 2.85 (m, 1H), 5.68 (s, 2H), 7.35 (m, 1H), 7.47 (m, 1H), 7.65 (m, 1H),




z) The product gave the follow ng data; NVR Spectrum :

(DMsd 6) 0.57 (m 2H), 0.68 (m 2H), 2.28 (s, 3H),
wQ@20F06m5 4H), 2.85 (m IH), 5 .31 (s, 2H), 7.3BCT/GB2004/005241

IH, 7.48 (m IH, 7.65 (m 2H), 7.80 (s, IH, 7.86

(m 2H), 9.99 (s, IH: Masssgpectrum M-H 440. aa) The

product gave the follow ng data; NVR Spectrum:

7.81 (gh)}gt g%;gﬂ»? 21%&')8@70(1@%{@”% O%”%}]DH% %%gss (15@*&4' E!qéspiﬁtéﬁ M-H-

425. (t, 1H), 764(mIH) 7.80 (m IH, 787(m 2H)
8.37 (m IH, 5 (m IH) Mass Spectrum
ac) aB}le Prslugt gaye élte @Hvelrtgt@tﬁ, NVIBySnegirams @Mﬁma)sbéamu%ﬁl) 0.69

(m, 28), 8?:%’?%“3@”2%63 gﬁ‘( szﬂizﬁ) Qﬂg%z%d‘tmzl’ﬁw%oﬁ 5,?1 268 (m, 11),
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7.79 (hH)l H) 7. @é(r{mm b|)377(n181H§89 14 F‘)ﬁb 1}?) 804((m, 121179Ma§s gﬂecﬁ : M-H~

Mass Spectrum
424. 425 ac) The product gave the fol |l owi ng dat a;

ad) (g_%ce:%’%d’n ctzgaérg tleq%%llp?&dngcga Mﬁé@7w}_& ,S_g%ngH) 0.69

(m, 2€ %076((@1 3111)”)7 867(n16§ @46 QH 67@1 tHﬂl}th 77?d&§ 1(tm734 (m, 1H),
3ty

7.55 (Sﬂébt 7 ﬂfn(dd N/lHal 21291(d éﬂl)) 7r&e(1pr Hdl).;@t08qav]eHl Bé7f(dl 11@)4\48@ (m,

Spect 6) 0.57 2 0. 69

e, S} 5 sl Sosrmanbal P Ty a0 (s, 2y, 601

ae) ( I'Igte p&'(g%mt gav%zhe( fé)qjlgwﬂc?'aata Nﬁﬁ éﬂgctr{n'ﬁ) %DIWIS@:’J f@ 57 %ﬁ’D 2H), 0.68

(m, 2HNR2,2B(s 37H], d 861 (h, 1 HB, 552 (sm’ZHD I—’D 33 911,91]H)¢ 8. 39|(hﬁ ”HMa’Sél (m, 2H),

7.79 (GhiR. RO Lk /ot (i ( BIEORE 5 BTk %0 285, 561 68 [ 0.98 en

1H); ﬁr_ng _Sr]%caﬁl%l(%ﬁfﬂ-a% 2.86 (m IH), 5.42 (s, 2H), 7.33

7.61 (m 2H), 7.79 (m |H),
7.Th8 SQcthloﬂoHV {S-I(CQEIO(Jmpy]ahjmo)Sarbanjlﬂrﬂ Ihd:tl)lylpBel%} -¢m

I 8.61 9.98 tru H+
hydroggg%nzepﬁgie usgé as staltmg materl(al was preparN% fr om genzyExy%-chloro-N-{S-

(cyclﬁﬁ&ﬁyﬁ&ﬁn@ya L3 I%Q%‘&!t @X/i‘e gﬂ%ﬂllg@{lgﬁg ¥h ]anﬁé%fﬁfs g%gogﬁure to

enza as start

that uE\aBtogfrqmasf B’d:yﬁropmpﬂrl-Blﬁeﬂ’-tHydl oxydehz@BA ahliog] 01-—1ﬂethy{‘tfenzamlde
| am nQ) car bon 2-met h3' | phenyl } benzam d

(Meﬂwéﬁ ﬁ‘@?tlgg o8 %P@gtﬁfﬁ CHEDE Bty P@Yt PR Heprobisar place of

methetn\él ¢ 1%' p?ﬁ}g@ﬁééve?tgge &ﬁo@%@iéﬁ%gﬁe@%{] gﬂ) 635|7 Qﬁln 2H),

0.69 (tiat hZ)H) 228 1QBE)VAS6 (R RS .08 e, 381)vEs3 (mhl Im) acﬁe (n‘f 1H), 7.80 (m,
nmet hanol . The product gave the foll ow ng data;

28, Spetms Ukh 8. 3(6t§n5®b1)69 30 (s 7HMO. BHm. 116 miALE 343
af) 7%1’61)12 p’(l_alquc% E_BV’C tE) %logx%lg %%Q,éﬁ]gf_ﬁa%ég(@n[‘u_nj @ﬁ[%éb%(m, 2H), 0.68
(m, 2%1%%.289(s§§H§,S&.86 (), 1105 48 ({ my)) 133 (dvasD, Brecd, nwy) 7.6Mdd, 1H),
7.79 (d, 1H), 7.86 (d, 1H), 7.98 (dd, 1H), 8.10 (d, 1H), 8.36 (d, 1H), 9.16 (d, 1H), 9.98 (s,
1H); Mass Spectrum: M-H™ 424.

ag)  The product gave the following data: NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.68
(m, 2H), 1.04 (m, 2H), 1.23 (m, 2H), 2.33 (s, 3H), 2.85 (m, 1H), 5.68 (s, 1H), 5.77 (s, 1H),
7.20 (d, 2H), 7.34 (d, 1H), 7.64 (4, 1H), 7.80 (s, 1H), 7.98 (d, 2H), 8.41 (d, 1H), 8.42 (s, 1H),
9.90 (s, 1H); Mass Spectrum: M+H" 449,

ah)  The product gave the following data: NMR Spectrum: (DMSOds) 0.57 (m, 2H), 0.69
(m, 2H), 2.26 (s, 3H), 2.86 (m, 1H), 5.29 (s, 2H), 7.18 (d, 2H), 7.33 (d, 1H), 7.59 (m, 1H),
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af) The product gave the follow ng data; NVR Spectrum

: (DM 6) 0.57 (m 2H), 0.68 (m 2H), 2.28 (s, 3H),
wQ@2@86/06m5 1 H), 5.46 (s, 2H), 7.33 (d, |IH), 7.48CT(/dB2004/005241

IH, 7.62 (dd, IH), 7.79 (d, IH, 7.86 (d, IH, 7.98

(dd, IH, 8.10 (d, IH, 8.38(d, IH, 9.16 (d, IH,

9.98 (s, IH; Mss Spectrum: MH 424. ag) The product

7.64 (% ‘é?%f% 586}81%(, %%z(ﬂ??t’ﬁi %‘é\ﬁﬁ ﬁﬁ_'?l@@(s ( s@pe&uﬁﬁ M

482. 2.33 (s, 3H) 285(m I H), 568 (s IH) 577 (s
) |gp, 7.20 2t 7.34 (d,
ai) (dhe IPH)duCVgﬁQ’S theifollppyng @tmﬂM&_HEE&QLBS 121&15@?6) 9-py | (m, 2H), 0.69

(m, “lg)r 282[?(0(155 g%ﬂé %%I\@?ﬁgﬁ % Lg %’twé_ﬁﬁéﬁz‘peﬁ@ TIPS e %)'l\g&jZH)

7.64 (&), 1915778 7.90- @91 1)N8.32Hm, 18)26.88 &, 1 Mads M+H"
(l H) )5- 29('1?5@%), 9 18m(8d, Fd)an) )% 3g$8(d%? H)a %ﬁggum T
416. (m IH),7.64 (m 2H), 7.82 (m 2H), 8.00 (m 2H), 8.37

5 (e el e SRS M ) 2.0

(m, _HPNQ@QS @)H)Oz 98 g&mmﬁj)o @bﬁ@) 6ms (ZH)H) qus (lSH) 3!@!}; (d, 2H), 7.28
S

(m, 1HH)7 677(d3$HQ 76964, °H7 B0 (i H), H)88 ot '(j)ne?s Qd|,.|)2H) s, 1m0;

9. 83 I Ma S t
M—aisﬁ%ﬂ%é\ﬁgf) gé'ﬂ]e pr oduct ga\(/z thgbfol I 2\% ngegatr gm NVR
ak) (Sﬁ@l‘égﬁ'é’dﬁct ghINBOB 1B iR @a&a (NMRZSﬁecnﬁnﬁ@DMﬂod%w 58.(4Q2H), 0.68

2.88 (m IH)
(m, 28),4024 &, 3HH)2, 84(7(n®8H)d5 39K, ZH% 286 EgnZH)J—ﬁ 31 gzd éﬁ);%m (dd, lH)

70 i 88t G 20 o e ik, 550y gl noon
460. The product gave the follow ng data: NVR Spectrum :
(DMSQd 6) 0.56 (m 2H), 0.68 (m 2H), 2.24 (s, 3H),

2 T thethyll 24hlofnsshylsicotRidfe used b6 startingappterizl, vgas p(r@paued according
7.69 (d, IH), 7.98 (d, 2H), 8.35
to Chf’l‘h B?H)(lgsg g&(ésa,o 9.82 (s, IH; Mss spectrum:

Exagg@lm 460. The net hyI 2 chl or onet hyl ni coti nate used as
ing material was prepared according to Chem Ber.

N-cyg?/ﬁﬁ@)yll-]ia% [@rlmgtli(ﬁ?gm[ai(lémaz-ylgmethoxy]benzoyl}ammo)-4-
-cycl opr opy 4- et hoxvpyp
methéﬂbﬁnﬁa‘?l‘fenet hoxy] benzoyl }ami no) - 4- et hyl benzani de To
a 4 4 L Sl 1 -3- 4hd1 benzoyl 4
L"N-cyc tFopr opyfgl &P\, Q}fc %rlf’ yb[egnzgy O)Xgnimr;lzof )%Elmo]
methyllbt:ﬂnz)ahbém@@mmig (62081, and 4edbetimony-R-lgddoxymethylpyridine (500 mg,

4-net h 2-
3.6 mméﬁe n (%%(/nyF 2y5 m]?;(ulﬂﬁr 21)1/ alpg)c/){l Ia%jnllcr)]s% rSe%)asn%ded successively

tributylphosphine (500 mg, 2.5 mmol) and di-isopropyl azodicarboxylate (500 mg, 2.5 minol).

The mixture was stirred at 20°C for 16 hours, then the solvent was evaporated at reduced
pressure and the residue purified by silica column chromatography, eluting with a gradient of
0 to 10% methanol in ethyl acetate to give the title compound as a white solid (100 mg); NMR
Spectrum: (DMSOdg) 1.55 (m, 2H), 1.65 (m, 2H), 2.25 (s, 3H), 2.85 (m, 1H), 3.85 (s, 3H),
5.20 (s, 2H), 6.95 (dd, 1H), 7.05 (d, 1H), 7.15 (d, 2H), 7.30 (d, 1H), 7.60 (dd, 1H), 7.80 (s,
1H), 7.95 (d, 2H), 8.35 (d, 1H), 8.40 (broad s, 1H), 9.80 (s, 1H); Mass Spectrum: M+H" 432.

The 4-methoxy-2-hydroxymethylpyridine used as starting material was prepared

according to J. Med. Chem. (1995) 38, 4910.
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3.6 Mol ) in dry THF (25 nlL) under an argon atnosphere
was added successively tributyl phosphine (500 ng, 2.5
wonespeantl di -i sopropyl azodi carboxyl ate (500 POI/GB2@4/005241
mrol ). The m xture was stirred at 200C for 16 hours,
then the sol vent was evaporafed at reduced pressure
and the residue purified by silica colum
Fxa Hrﬁggqmﬁtography, eluting with a gradient of 0 to 10%
anol in ethyl acetate to give the title conmpound
N-{5-4&yeloptuptybamin o) chrbafl]-2ehethilyReSpk 3, 5 -difluoro VGG i din-2-
1.65 (n1 ZFD 2.25 (s, 3H 2.85 (m IH),
ylme‘éw%)b@gla's;;g 5.20 (s, 6.95 (dd, IH, 7.05 (d,

! '7& n11l)z_8196507t(]g éﬁ%ggyclfésc%gg& go)% onyaﬂ §Q1§étgglp?% 321 $£0
trlﬂud)erenzgnﬁ& «190 md;HD; 79"@6131)521-@91t1d11h1mmetlhéh|d}(4413211) éi'rhEpotassmm t-

4- met hoxy- 2- hydr oxynet hyl pyri di ne used as starting
butosidt @7 ired, OempIoBpANSd P ABYbHHITHG hewed in e dnicToNeE at 180°C for

s e e cP R RS BT SR b AT SR PNy oY pdtum

blcarbcq{afel et alade] Bhdorganiy hARke REX Y RBEEZ Rith Qllﬂut‘é d?ﬁh?,‘éw le@ric acid.
TV-{5-[ (cycl opr opyl am no) car bonyl ] - 2- net h hen

Evap})ratapm obthetetliyl heptato g@‘rﬁzmmumgprpd@@ wigeh a9 puri 9n si ca column

i) S I P -G A e

evap«ffht‘éfl ‘P(YVQ\(/@ a3bsid@Pfch Was 1&185(34'0&1 H‘@hﬁ%@@tﬁteoﬂlemeﬁrwt&i WAR dilute

cool ed"and partitioned between saturated aqueous
hydresbbbrigracisl. The bqnmue extragtsevéry basibed atth. saﬂilmeracganu&:sodlum

iR RO i e ST B e a e soi
(29 )b &f)) Mmﬁécftﬂuﬁﬂ {EMS’“(D&(;?]@]%SQ&' ugr? (69 QRBLIPYD 2B 1Y, 3H), 2.85 (m,

el ut | AgWth O to 100% et acetate in i sohexane.
1H), §3bv¥eRfFh, Wa7 émeﬂderéﬂ(@ml Zﬂi YRy mad Hp Sidluen, VMH)C&SG/@S lH)

in eth ate, then extracted with dilute
K’“H%dﬁ%b&&ﬁﬁﬁ@gﬁBﬁé %ﬁ queous extracts were basified
t hm M3asL gg@%ﬁg %@@ﬁg@ﬁéﬁ%@?gﬂej@@ﬁ@mwms40§ mﬂmo@agamlde

en ext 0 gi've the tit
used eDstdiuP a1 vs&aslprej)a(eﬁgls fgllov399 ; NWVR Spectrum :

Toa (@EfI\/BO:i%G 3 p}i%)n%S@’ cgglopg))pyggmwgtl?)gl%lzemdez(ﬁb& (5654§ rtq:%ol) in DMF
( 1m% as ’Z_g&ﬁ thiflof l6'21’.1205130 4% d@83| ﬂ'%; 5.98 E‘@ncglde)Bh" (159 g1t .2 mmol)

VBSs pect rum::
and EDAC Syfi{cchokidpi(Ddy lgahi. mn)m@lb bahfhd resdtivgy thixityk iveas ptijre@for 16 h.
4, 5-trifl
Saturﬁyeg'gg{uléuls gg rlgg]el?nz or?a?er\%esxggdéiga @pq& gwt corlglapto%mi %ltem off (1.70 g,
8?0 am no- 7\Lcyc|opropy|-4-nethy|benzanlde (1.06 g, 5.58
mol) in DMF (11 nmL) was added trifl uorobenzoic acid
Exariple$83 ny, 5.58 mmol ), HOBT (1.51 g, 11.2 mmmol) and
EDAC h){drochl oride (2.14 g, 11.2 mmol) and the
N-cyglepranyildgmethyil-dréhdsmsthyipyaiding- 16 h.

yDmethoxy]benzoyl}amino)benzamide

To (3-methylpyridine-2-yl)methanol (157 mg, 1.272 mmol) in DCM (5mL) was added

thionyl chloride (200 pl) and the mixture stirred and heated at reflux for 4 h. The mixture was
evaporated to dryness. To the residue was added N-cyclopropyl-3-[(4-

hydroxybenzoyl)amino]-4-methylbenzamide (197 mg, 0.636 mmol) and potassium carbonate
(176 mg, 1.27 mmol) in acetonitrile (5 mL) and the resulting mixture heated at 80°C for 16 h.

The reaction mixture was cooled and partitioned between saturated aqueous sodium
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Sat ur at ed aqueous sodi um bi carbonate was added and the
title conpound filtered off (1.70 g, 88% . Exanple 8
woR@gobaps opyl - 4- met hyl - 3- ({4-[ (3- et hyl pyri di PEREB2004/005241
yl ) met hoxy] benzoyl } am no) benzam de To
(3-net hyl pyridi ne-2-yl)methsgpnol (157 ng, 1.272 mmol)
in DCM (5nL) was added tliionyl chloride (200 mM) and
T
b1ua1b0n§tte %&“e%gﬁac% altJ r—[%g g%a%%%ﬁ%ts§gza9£or{cgﬁtlréiﬁde {119({61 edﬁced ﬁ%ssure

ryness resi due was
Plecqﬂ@ﬁ@ﬁi witd-Iyel mmﬁ@@yfﬂeﬂﬁ:r [ch¥e the title compound as a solid (270 mg); NMR_

SpectninEAB MG e R b8 e Lﬁzia”éa%”r‘ﬁmg 15386 (. 18),
530 GBS ST, 30 ), HOE 054 1070 T 809 o
2H), £90{sUHRNMaRTpkithipeE- et geen satur at ed aqueous

sodi unbi car bonate and et hyl acetate. The organic phase
Exampe9concentrat ed under reduced pressure. Precipitation

oS e By B B R

0. l:[D@l% tlglmgoﬂlﬁélglcg\ﬁb&ﬁpl(; a1r$($ (H)a)m %Ebﬂa@m(cﬁnelﬂé@lan& aﬁdBNécmclom opyl-3-

[(4- llxdnq)xybm)zoyba]gmod-gl mpl]hylbeqzegmd? gccogcpglg tcgt&g gnett]pﬁd 123?.61 to prepared

Exan}ply %B}é gia/ﬁ Iﬂg%glitlle %1%c{1.ﬁ1§%ts %l’slfl[lch(lww}% A%6 A> E@ @}p gct&}m.xgl/))MSOd@
0.56 RENEHY0. Baglgﬁpmzw@ cR Tee (hi, 119, szxmp;om M@s(d, 2H), 7.31 (d,
n

preepar ed rim enet hanol and
1H), 77’4’7 (:Igaclld)gr'/(ﬁd}(m, ), 7.78 (d, 1H), 7.93 (d, 2H), 8.35 (m, 1H), 8.83 (m, 2H), 9.80

(4- hg roxi/‘be a| i no] - 4- net hyl benzam de accordi ng
G, “’b_o §I R’Eﬁdl(?%] prepared Exanple 8, to give the
Exan’iélE'l@ conmpound as a solid (149 ng, 58%; NWR Spectrum

Qd ) 0.56 (m 2H), 0.67 (m 2H), 2.24 (s, 3H),
N—cyﬂoﬁmp@lm mahyl-sr{mz(r(mdazws-yhne@oqxrs)bemyuarmnag}l(eazam-de

( g’P 0 %wutl%‘l cgin53 ]e)ﬁ?dalzwﬁ%gﬁ%l H;L,?O’ rﬁﬁ)l %&%boli E{) Dﬂz_/& 83111L) was

adde&@?&ﬁpﬁ‘c}ﬁ&éjm3 M 401 RPRP&ultfhg mixture stirred at room
opr opyl rret hyl - 3-{[ 4- (pyri dazi n- 3-yl net hoxy) b
telnpaﬁﬁmeyfo]r arh. Mh} belnzistniadevaporated ahddrireduced pressure and then to the

residyg EOMGD Yot ety P-ear T UGy oens By pRipf 4
meth?i%?nz&ﬁﬁc.lé' @595@% @%3‘3‘1?&18 Ecedfun{ angm?atte (69@ g, Q'melhﬁfo%reﬁld

) 'vent evap or at ed under reduce
tetratit@sahofivan thdidegd3 s mg, 6636 mm@llm end the DMBDIr{gmixture stgrsd at 60°C

added 7V-cycl opropyl 4- b I | - 4- .
for 1t Ty AT BETE 17 S 0 PG P R AR e i
methgx?o%.lcg%’en&at%}l BB Deaft pressure gave impure product which was further

purified on silica column chromatography eluting with 0-20 % methanol/1% ammonium

hydroxide SG 0.88 in ethyl acetate. Evaporation and trituration with DCM and diethyl ether
and filtration gave the title compound as a solid (15 mg, 5.9%); NMR Spectrum: (DMSOds)
0.57 (m, 2H), 0.68 (m, 2H), 2.26 (s, 3H), 2.86 (m, 1H), 5.54 (s, 2H), 7.21 (d, 2H), 7.34 (d,
1H), 7.64 (m, 1H), 7.79 (m, 2H), 7.86 (m, 1H), 7.99 (m, 2H), 8.37 (m, 1H), 9.24 (m, 1H), 9.86
(s, 1H); Mass Spectrum: M-H 401.
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t et rabut yl ammoni um i odi de (235 ng, 0.636 nmol) and the
resulting mxture stirred at 600C for 16 h. The
WO e@seans m xt ure was added to a 20 g SCX col uper/aBao04/005241
product eluted with nethanol. Concentration under
reduced pressure gave inmpw#® product which was further
purified on silica colum chronmatography eluting with
Examo' % met hanol /1% ammoni um hydr oxi de SG 0.88 in
————%%é%i acetate. Evaporation and trituration with DCM
N-cycwpqloplyle:t-mL[(@Heeno ridin-2eyafrhethogavenzdyl atiinbled-
onpound as a soli 15 ng, 5.9%; NWR Spectrum:
nnahﬂtwsam@eo 57 (m 2H), 0.68 (m 2H), 2.26 (s, 3H

T8 U SR AP oLt

methyﬂlf@nzéiﬁl)de (B00Brhg (0165 hirhol) th a%éto(nﬁmld (HI) mbP). 8& 4dsled biﬂ)ydl ous
Mass Spectrum: MH 401. Exa

potassim @9@%@1? GRAmg. [ 5Bupcd) mmawywr%?lﬂowmﬂ}bﬂﬂmem b

hydro%ﬂml %;: %@@1 nb%)()céﬂlmg )[ ?‘gbﬁ{%ﬁ s};grgﬁl féffu& r ?@héﬂrk Qflen

ﬁltereﬁﬁhﬂ W DRNZANTEER 0faRdilat rﬂécﬁwe@pﬁ%m&l td glivé a Igmnawhidbirwdsrdﬂ;%lved in
0 nmL) was added anhydrous potassi um carbonate

ethyl mtat@[H@Qlan@lrtéP ) el andrhofisd by ePERngEhy |0n;§yrq(adﬁ=lﬁténg with

eyt QX RS0 80D 50 T Qo 2 b CRF LS g v
Spectﬁ\% \(@lmc@\(ﬁm(&@tm) @@or(ﬁdgH?dz 2 @ssHY €. 860(ng|1\Ha aggl@smm) 5.19
whi ch was dissolved in eth g acet at e/ net hano

(s, 2HR06.60 s, AHY U (ddi &), By04cles bt ol @ehibrd -4 (Idt H%) 3y (dd, 1H),

L e R s

'437(CDCIS)060(m 2H), 0.80 (m 2H), 232(8 3H) 2. 86

(m IH), 3.85 (s, 3H), 5.19 (s, 2H) 67 (s,
6.Th§ 4cmicthoxHP-chioromethyl-pyridine m/(i[qcl‘(l@‘@{ie yseql as $ta12111g(n@|ater1al was

et D yhgb el ] A3 i Ml 20 02

ExanMiti2432. The 4-net hoxy- 2- chI oronet hyl - pyri di ne
chl oride used as starting material was prepared
N-cydomapyl-g{4-f(5hydibxypyCidin2-ylwedipxgibenzgyimminghdpl e 12

cl opr, 4-[ (5- hydroxypyri di n-2-yl ) met hoxy] b
meth@ﬁ’fﬂ%’f '\%’gi{"‘lf(’“{fé?hyl benzani de hydrobrom de To a
StTJ g ﬁﬂm%i%uﬁloﬁ RFALY 7%155%@@@%@%&% -((Bt(BWendlLypyridin-2-

enzyl oxypyrid
ylmet}hbmébblmoyl)] feimpHlydrzamided)l Bem 487 mimol)lin @lagial acaiz agifp(lP mL) was

o R BB o T S T
dilutdd it Akt 4106 m¥B%ind the resultant precipitate filtered off and dried to give the title
compound as a pale yellow solid (610mg, 62%); NMR Spectrum: (DMSOde) 0.56 (m, 2H),
0.68 (m, 2H), 2.25 (s, 3H), 2.84 (m, 1H), 5.36 (s, 2H), 7.18 (d, 2H), 7.31 (d, 1H), 7.63 (dd,
1H), 7.78-7.84 (m, 3H), 8.00 (d, 2H), 8.36 (m, 2H), 9.86 (s, 1H); Mass Spectrum: M+H"418.

The N-cyclopropyl-4-methyl-3-{[ 4-(5-benzyloxypyridin-2-
ylmethoxy)benzoyl]amino} benzamide used as starting material was prepared from 5-
benzyloxypyrid-2-ylmethanol (prepared according to J.Med. Chem. (1977), 20, 1261) and N-
cyclopropyl-3-[(4-hydroxybenzoyl)amino]-4-methylbenzamide according to the procedure
used to prepare N-cyclopropyl-3-[(4-{[5-(1,3-dioxolan-2-ylmethoxy)pyridin-2-
yl]methoxybenzoyl)amino]-4-methylbenzamide (Example 14).
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diluted with ether (100 ni) and the resultant
precipitate filtered off and dried to give the title
W@ owpoenes as a pale yellow solid (610ng, 62% ; PCIVRB2004/005241
Spectrum : (DVMSQd 6) 0.56 (m 2H), 0.68 (m 2H), 2.25
(s, 3H), 2.84 (m IH), 5 365s, 2H), 7.18 (d, 2H),
.31 (d, IH, 7.63 (dd, IH, 7.78- 7.84 (m 3H), 8.00

2H) 8.36 (m 2H), 9.86 (s, IH; Mss Spectrum:
___&fwam 418. The P

N-cycloprepalopieanyi3- (44r[gt muaﬁyn{l{lm-l-ﬂ)h&ﬂmadymm‘ahnmoZbenzamlde
yl met hoxy) benzoyl ] am no} bhenzan de use i
nﬁtcgplogrogwhg npﬁt 2 dd-Pyoainsi- ylmethoxy)benzoylfammo be%zamlde (200

0 ST B OBl Sy 668 0 -

chloro%m[b@ﬂzahé/ 841 DQBE 0N A The edlutemahb ydnb&hﬁ)a phelkour at 25°C, then
according to the procedure used to

washetl-tias| Vo qsum Bicarbengtesolution aad diied- élﬂle.éO%%W%WPﬁvﬁd to give
the tlt?’é)?ﬁ}?ﬁ}%é % 43 WEQ%%%PCF ﬂ?@%é)mkpect%ﬁ *&5‘1\}?%&66)'6 5’63(111 2H), 0.68
(m, 2}?)\/2(234% OO PRU(Gh TE hsyis@ ﬁlﬁﬂ 7118 (doRHH GBI HY; 2421y H), 7.60

oxy] benzo I%am no

be
(m, 7}&)« TSRdepFOpKH9 &, h%/% Qn{%lziwp‘iﬂr(ﬁdﬂi&m&aﬂ&@gd‘ééﬁ 418.
Exa z am no} benzam de (200 ng, 0.5 mmol) was di ssol ved
chl oromet hane (50 nL) and stirred while adding 3-

N-cyc@JHr‘ab?p T[@eﬂg-‘él 8-A6tdlan-85Imediyppridinies sol ution was
rred for one hour at 250C, then washed twice with
yl]meﬂmmn}lhertmgzbamoméi%mmmlhﬂl@ﬁﬂm dried. The solvent was

(156 e oSt T bfpl bR e et 5

methﬂlggnzgﬂﬁ')de (?, 12@ 1()%11131?‘% ds- 'ﬁ‘}Fg 700 thH) at 25°85wdsaudd@t)5-(1,3-dioxolan-
_ylmEtH))xyﬂpﬂ Bim-ﬁ}yl]nhgthan?ﬂ 9&94 gdll 121[1:4)01) grqgj@ng%phosgﬂq)ne (% 9 11 mmol)

and dj- W%%F?/l&&%ﬁﬁbo Zy?[gs 1 E/:Bngolgl oxoﬁEi(uqrggl vsals]sﬁ{lﬁd for 16 hOU.lS
then thg 'scﬂvgnt Cst]eQ%d?é)%& AREIEQYdid@ndisRlved- 1H€ﬂﬂyb&m€/ﬁmlﬂﬁoﬂ'(0 9:1, 50

irred solution of

mL) dndq;))amlﬁed) by pknlon&tqgl apltyyadti stz eluting yithargradipniat 5-20% methanol in

ety o e tbE BBy e g G s 1 32 78909, N Rolrunn:
(DM§OH(%hen y))dgn?;ﬁg ?lhnzﬁy 2'2]4'(5@1@)”9'84(( 4H% 3. aﬂ(nmﬂ)) 3.92 (m,

tri

tert I
25D, 2O o SHU2. 63 61 JED. FA15, s e 6o 11D, 7.75

s, 1H§)fqar9tr5 6 2D diedrhosns o T Sangn EDMERSIREERE, B 6t sos
Illlqle(l:[ﬁ (?% MOlgﬁld Efhbk® dpdymﬁng-hf}ﬂ’]i'ﬁétﬁ’ﬁfoﬂﬁim #9Rtarting material

el uti a gradient of 5- 20% nethanol 1n
waslﬁéﬁayéd@c&tla*u/e- to gl ve the title conpound as a white

Sol:éci g g&g@sio%qu@%)@ S-é{\lg%l?)&? évsmlﬁt%g%%mq:‘l&p% ﬁ?rgétggl acetate (6.5
g, 25 g%%p)&n gﬁagl (@%Bﬁﬁasﬁd&& ddfum %ljamxﬁle%i)’(g'mo ﬁﬁ%l) and the

7.45 (5,
mixturelyrefluked For 1 hour. The solvent was evaporated at reduced pressme and the residue

was partitioned between water (100 mL) and ethyl acetate (100 mL). The organic layer was
separated, dried and evaporated to give the title compound as a solid (5.4 g, 99%); NMR
Spectrum: (DMSOdg) 3.84 (m, 2H), 3.95 (m, 2H), 4.06 (m, 2H), 4.48 (d, 2H), 5.19 (t, 1H),
5.28 (broad t, 1H), 7.37 (m, 2H), 8.18 (s, 1H); Mass Spectrum: M+H" 212.

The [5-(1,3-dioxolan-2-ylmethoxy)pyridin-2-ylJmethyl acetate used as starting

material was prepared as follows:-
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(s, IH, 7.95 (d, 2H), 8.30 (s, IH, 8.35 (d, IH,
9.80 (s, IH; Mss Spectrum MH+ 504. The
wQ 3006losB6di oxol an- 2-yl net hoxy) - pyri di n- 2- yl | nep¢ieGB8R004/005241
used as starting material was prepared as foll ows: - To
a stirred solution of - 56 -
[5- (I, 3-di oxol an- 2-yl menoxy) pyri di n-2-yl ] met hyl

acetaBosk Br § 13- dgéxozarfrff-?lr)leth@xﬁtf‘ﬁ% mgl%ﬂ%ﬁle“l‘-%mﬁ@?lo g, 47.4

added sodlun1 ydrOX|
mmobiix ticate anbfdridesd06 orl) vasetirred Fireflan faréhihounmasThe reaction was

evapor ated at reduc ssure an th d
cooleg PRI TNE BUPRELH HabBEe] PUOSE) Mg ETYP BELy
clumﬁé!tggl Pi‘g) on Jili€a Ohgag Gth! 5y Ehex4RS & zp%@a&@gy oifld | '[11? dil 3(@% 4g, 57%);

ed to give the title conpound as a so

MROSpe28ed; ((]SIVR13$|ﬁe1dt(|s LAH), wwsommmsmsn S(IrB) (s 2240, 52.89(5 1(H')17 16 (m,

6 2 4.48 ( 5.19 (t, | 5.28
21), Bib st ) ﬁé%_egm(ww 518 (s, 11); Mhbs
gﬂfeltff gm(;jldox?? glmc%'t_ff&tyi)] g)-&/l?thg;llpyld\dlne £ yxlljle use aF starting material

waslﬂéilﬁstraiﬁﬁdﬂsled/sas st artl ng material was prepared as
fol l ows: - A sol ution

5-1q 2 simecsabntian of. Syiln%flwassz&ap -DyimsthrypyrnethHeyidigside g 0.1
0) 0
e g0 ) SRS ARLI 3 GG vEE i -0

peracid)@4tdh .19 qhule)wtlulmganmamesi dthe meisltiee dap si@ssifoe 1 hbhe washed
resi due was I ed chromat ogr aphy on silijca

twicegyife ENgodiuanh Pﬂb%lﬁé kléwén%} #d iryeemn i veAs\deied RV e qnhvdrous

maskyl S LD o RO o By i

(15.4(g1r73%=;b NMR Sgedutim: |(B|MS(D&$S 28mec3tH)ums3 MnHRHE5493 (TheH), 4.05 (m,
5- %I - di oxol an- 2-yl net )l% -ni et hyl pyi  di ne
1H), i-l )&Ldéﬂu@% (3 18 af- %Mbl 1 %P8 & 15R: ma y+H" 212,

Otllf Oég’f Id|3 C()i>1( z o‘?an- -'y[meqﬁi?)ﬁrg |2u1§1e%91lggz{1ﬁmle used a startu(1§ 81aée’r1al was

plepgﬁ)e(ﬂ.amﬂ]@)\/si n d| chl or onet hane (200 nl) vvas added
portionw se 3-chl oroperbenzoic acid ( 80% peracid

24
g, Toa stirredristlutjordefr3- wgtlllfBSThyﬁmXéfgw idrpe (b g1} 4 Aaele) in dry DMF

st.irer u
(100 H% 629 oé weieg)cp ﬁL ﬁlOﬁl&VI seodourné 'léiciir\éﬁel @9%:\515' e%l%mn (al 6.0g,0.15
molePU@ing@ AR AeES m&wmm&m\wa@h@d 2-bréapethat 1,9/iefolddeq16.0 mL,
sol vent gave the title conpound as a white solid (15.4

0.154gmole3omd thavesubpeg mitinte: heptpf/BOHY) CAop 42 heurs Jigpled3o g5°C and
d11ut%x}l% E%éwatﬂ_éog)% Sil{% Hroé\l%)wa(snkggé_%% 1n§ci> ébeﬂ{yﬁ/g%lgwmo mL), dried

over §Hl SusMhagnWitin shiphate] BRI the solvent evaporated at reduced pressure to give
I, 3-di oxol an- 2- y| met hoxy) - 2- net hy |$érl di ne used as
the tlﬁt aompﬂgﬂdmaewlhd%\m&%b fads) 2.50ds.a3H), 3.94-4.04

o 555, R T (SR B o 100
Exa,gﬁretllsogvm se sodi um hydri de (60% di spersion in oil,
N-cyclopropyl-3-{[4-({5-[2-(dimethylamino)ethoxy]pyridin-2-

yl}methoxy)benzoyl]amino}-4-methylbenzamide

To a stirred solution of N-cyclopropyl-3-[(4-{[5-(1,3-dioxolan-2-ylmethoxy)pyridin-2-
yljmethoxy} benzoyl)amino}-4-methylbenzamide (1.0 g, 2 mmol) in methanol (20 mL) was
added hydrochloric acid (36% aqueous solution, 10 mL). After 2 hours the solution was
basified by addition of 2N sodium hydroxide (55 mL). The precipitate was filtered off and
dissolved in THF (100 mL), then stirred while adding a solution of dimethylamine (2M in
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nol e) during 10 m nutes. To the m xture was added
2- brononet hyl -1, 3-di oxol ane (16.0 nL, 0.154 nole) and
wWo b@snesied ti ng m xture heated at 1000C for 12 POLIGB2004/005241
cooled to 25C and diluted with ice/water (400 g). The
product was extracted into-gfiethyl ether (400 ni),
dried over anhydrous magnesi um sul phate, and the
Ve the
THE, 3y o R R o Bopb B e P RS Rt i
aceto@@@h?drl& (5(2 £, SlO Bidpl). Bfi6A16 1401@s4tl(enmxﬁir& wab bastfi¢d with 2N
Ha 7.15 (dd Q Il—q; M?ss
sodlmg'gw@qopm stnmq_fp @@mlggw t@em layer decan ed. The lower layer was

stlrrecf \yltl% Fo(igp%ﬁf an ycge%glﬁé%%a%é%(egdoﬁmd t%wy%\%}esﬁ\gf%?n)&}‘ E’Y)(/ér

magns’%uﬁﬁ kulpRale Snielﬁtle(xrbanound was isolated by chromatography on 5111ca elutmg
7/ -cyc oprooy-3- 4-{[5-(1, 3d|oxolan2?/lrrethox g '
with alngadﬂlerﬂ-of@r? m@h%%éh%tbyh afa%eﬁe]gwc? &h@tfﬁ h‘l\’g‘% pectrum:

(CDC@%}%S?’H} &3y ‘(}@g% Zgué’éil}? G on SR grlﬁ 298 e 1.

4.17 (8 2h19 30 (J@qut 60 (SOHIHW&(aﬁRH) @olzeo(yddau[d) t7i mdptH)m 56 (d, 1H),
sodi um hydr oxi de }_& The recipitate was fjltered
7.86 (d,sz)aﬁ&Oc{s sidbh §48 ($ rlHD 32 !LS@@ aSStfrr@ﬁtﬂémr MEH 41 1 e

E addj ng a sol ution of dlmethylamne(ZMlnTHF 2 m, 4
——"Wg%ié, titani umisopropoxide (3 nL, 10 nmol) and

5- (be&@%ﬂymﬂ-l{s-mwagsv(ﬁ@mhmyda@lsoﬁﬁ]-Z-methgzq)nmpllpyndmea-
hours the m xture was basified with 2N sodi um
cal‘bOtxymldﬁu de, stirred for 10 mnutes and the top |ayer

e BuEarpen T S p e B RS P e X iR Tl and

3-amifly- W— 651 LS tHyRaAtfnidd Beotdiht & e ﬂmmde\eﬁlﬁbed for Example
i sol at by chr omat og ra%on silica, eluting wt
L _I\_/Q?_éﬂmadbl\msoéo%%mhé 10.69 (¢ ), 2626011, 9§6g§}1\/éHa\ 5.32 (s,

2, PASIAATON NSREPRSt L P00 Pyt A A 53

(m, 11(15“8 46"@5 114) 18. 1(5t(s 12}1*)) Mass Q&c(ram RHNa'8260 (s, | H),
2F) | (dd, 2A), 7.42 (d, IH, 7.56 (d,
xam@1 786(d 2H) 790(s IH), 8.10 (s, IH), 8.32

N-{5- %xﬂéﬁ%yﬁﬁsﬂo a?ggﬁqu-nq/ehihl-l_lp%%gyl‘ Q&%ide in- (-5ylmeth0xy)pyridine-2-

carbdxamig€yc! opropyl am no) car bonyl | - 2- met hyl phenyl } pyri di n
e-2- carboxani de The title conpound was prepared from

5-Thb eitiz\coowphnd was gicpare fioay i y[l(cp;@lcaxg(pwlgnmo)cmbonyl] -2-

oS G SRR B LR R bR SR O oo
accor«%&%’%ﬁm%etﬁog’ ges(cﬁbed(zfd)r Exlg_l)mﬁﬁ 4; 'NMR"@pect?ulﬁQ(}jMSO%H)O .58 (m, 2H),

0.69 @K)2H)72.87 (4, ﬁlH)J Hpo (1, A1), 6ri0 (&, Iél)H) 8 31:{n¥ ﬂrﬂ) 159 (1& D), 7.58 (m,
m), 48 cnabiy et TenniLa o 180, 61 (ot e 1836 G B, 5131 o, 170, .61

(m, 1H), 10.14 (s, 1H); Mass Spectrum: M+H" 403.

The N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl}-5-hydroxypyridine-2-
carboxamide used as starting material was prepared from 5-(benzyloxy)-N-{5-
[(cyclopropylamino)carbonyl]-2-methylphenyl} pyridine-2-carboxamide according to the
method used to prepare N-cyclopropyl-3-[(4-hydroxybenzoyl)amino]-4-methylbenzamide
from 3-{[4-(benzyloxy)benzoyl]amino}-N-cyclopropyl-4-methylbenzamide (methods section
of Example 4).
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Exanpl e 17
i V-{5-[ (cycl opropyl ai ni no) car bonyl ] - 2- et hyl phenyl } - 5-

w@ pyosiogi4ns 2- yl met hoxy) pyri di ne-2- car boxam de FOEGBRGUO05241
conmpound was prepared from

I V-{5-[ (cycl opropyl ani i no) cgg bonyl ] -2- net hyl phenyl }

- 5- hydr oxypyri di ne- 2- car boxam de and

2schl oronet hyl - pyri di ne hydrochl ori de according to the
d described for Exanple 4; NWR Spectrum : (Dvs(

a ethi}l han 5 di)-2-y2msth -
N. {5 (ﬁ#l(ﬁﬁrogglanﬂh%)capb&%l%%ﬂm mhf‘)p ’)'aj?. ((iayz'l -2 I I-)II) oéimpyrazme

2-carboNanigp, 7.72 (m | H), 788(m IH), 8.13 (m

i 2By et 0T s e S o 6P g fn o o

mg, 1. @{n'{’mbf)%ﬁéx‘mér@ I%H&Bhé}@)aﬁ@ﬂﬁ%ixltdre giffed mrbpResmbiratrdifor 10
roxypyri di ne-2- carboxam de used as starting materi al

minute@ NNP €60 gll) ®aothed ﬂcﬂcﬂmlrfzud)\m@by Fohlose-N-{5-
[eyclopapBemRLaibs By Do bt puerBlc fooreibe g d 03
mmol; arrl1(|{: IMl lergﬁlgtg%y hoixdide ARy Q)SMR?TH@Q/AIQ'WQ lev A MBREOYARS Reduced
pressite fhd thichesidyd mattifibedien deashnogteagueyad apliwp picatbometetapd DCM.

Evapéxgt{?cglz t?fz?a&& @%%%gngmchgpm%r]aggp ﬁg%egﬁ%‘tﬁeaﬁég gpve the

title céltnggﬁlﬂf dgs 5ol %on%t( 9 )ﬁ%’g E? égz g% S%Cgﬁ@dded I) g %8 (m 7H) O 69 (m,

2H), 5@%@551@@86@11 iHD), 6i50 (6,200 1186 (b, 28), r7rﬁﬁoﬂn) mdému(«rb,elﬂ{) 7.86

h d th t t
(m, ma)rs 5w 1k B97 (RIVERD 6B (82 Hie S8 Eri il (5 AT st Spectrum:
M+H op-chloro-iV-{5-
cycl opropyl am no) car bonyl ] - 2- net hyl phenyl ]

21“ hie)SL @b a5 Hgoselvpetey(ahiifoyarbobyl Baanedplphemyipt 2t he

resulting mxture stirred for 48hrs. The sol vent was
pyrazwavbpwélée usrdeas stasting BatepipbyaLpePaiRd as Fblopssi due

e gu
Do AR AL RV RO MThacd hoppperons
oxyciibfidle dioghihydndeiHasphoacek peﬁ@hﬁ‘b@ﬁﬂe@ ang )fAftérrthé lmnalgeaoaon had
the title conmpound as a SO

subm@\;bt(h@ MiKture Wg)p\mge(@): 0%g alec}ﬁ;tlrgqq) forn‘géilg d h@,ﬂnxm wag cepled and
fonm% ag%ig(% mﬁ_ﬂgﬁl 9%11'1%151)'1%35 aléggcgt%c%g%&f%ll eZﬁ?pl&&Bg&?}Js pentachloride

to phbs’fﬂmrcﬁs 3¥ydhimdridetthen ﬁlefb&ce(sﬁfphé’dﬂhoroas 89yc(h$or1deH)fas Qrefblly

Ss Spectrum :

evapcsa@ﬁ |0E2$p @n/e/a fesidpg e\}hwén wrct;w1V3ﬁ i P&M 49 B Trgbylamine (10
mL) w ininﬁ}o}— cl%%éogé - &ne Ssﬁg ??ﬂnficfé (lil %%q g?%ve?ct ﬁdteh A8d the resultmg

mixture stirred at room temperature for 16h. The solvent was evaporated under reduced

Exa

pressure and the residue purified on a 20 g silica chromatography column, eluting with 20 %
methanol/1% ammonium hydroxide SG 0.88 in ethyl acetate. The crude product was
dissolved in DCM and washed with saturated aqueous sodium bicarbonate and evaporated to
dryness to give the title compound as a solid (1.24g, 52.6%); NMR Spectrum: (DMSOd6)
0.62 (m, 2H), 0.74 (m, 2H), 2.37 (s, 3H), 2.91 (m, 1H), 7.41 (m, 1H), 7.70 (m, 1H), 8.05 (m,
1H), 8.44 (m, 1H), 9.02 (m, 1H), 9.18 (m, 1H), 10.44 (s, 1H); Mass Spectrum: M-H- 329.
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To 5-hydroxypyrazi ne-2-carboxylic acid (1 g, 1.14
mol ) was added phosphorous oxychloride (10 nL) and
w@b@spbasdus pentachloride (4.91 g ). After theCci/oBkeoaloos241

reacti on had subsided the m xture was heated to 1000C

and stirred for 16h. The m g ure was cooled and formc

acid (347 m., 9.19 mmol) was added to convert all
ExampfEfF S phosphorous pentachl oride to phosphorous
———g)ryﬁl ori de then the excess phosphorous oxychl oride
N-{5-[@gcleyriopllantivio R eiparyal-2anethflphen gl be(pyridéseue whi ch

was di ssolved in DCM (50 nL). Triethylam ne (10 nl)
ylmethayy)gicatinamide cycl opr opyl - 4- net hyl benzani de (1.307 g)

[ r

t S5 R AR AP b FET S Bk ARHhHE By Bl APE aB et RATh oil 122

meg, 3“5%@1@1} upa&asiset emassghédand dsi réslﬂtnpgmmituﬁ:dzvasrstlareﬂ @orgl 0 minutes
ilica chromatography colum, eluti %

then adécmmmﬁxmmilcumwaﬂwl@@%@aalla@cw O@ﬁﬁ;
meth)aggeltﬁlgggmo Lﬂael n%lr 191r OFHQ 'ﬁlﬁ{\@l 12%5‘03% %ﬁ?ldd e%ﬁﬁl%e (3mL).

sat ed”a ueous carbonate and

The r&NARRAIxQHe Qs @ﬁﬁétﬁ@l&obm tginperatuhefdri30leinoesieurd 168°Gfor 4h.
solid (1.24g, 52.6%;

7 NMR Spectrum : 6) 0, 62
The npipure wasmoo(led tozppm tompgraguge, eg'H)l aceZatg jya%dqdl_zbnd t17e Qpi)srure

ﬁlter%lngge ﬁ,r{atcislqyere gn}fé:h?%rt]'ed %_é)e% ﬁ(g]ciél Ege'ssﬁf ébdfd f)lﬁ%ﬁé«ﬁ)y silica column

chr on?dﬁggihﬁh&r@lutui\é' With 828 1 3% rgmye addate in isohexane. Trituration with diethyl
(cycl opropyl am no) car bony @éll 2- met h% ghﬁlw }S gl ¥
ether gt the fitle 9pmqmm@s)arﬂcﬂ@¢1]eﬁ%$ﬁ §% 6 mg, 26% R Spectruir
t h
oM D sgp(gf,’ gﬁg,né‘@‘é '087{1|(§,t "%{é i’@?(sagggdz §63§’7&1 Uity dgfﬁ@:(gezm 7.10 (d,
1H), @t3 mﬁphﬁj & A\Eh, tmﬁ 7.65 i 1 HY 782Xy 28829 $11m tHR®. 3060, 1H), 8.58

m nut es then added to a m xture qf 6- chl or o-

(m, 1H’) .80 (d dﬁd,l%%? @pyHarMaﬁ;mmwﬁyWHz 40get hyl phenyl }
ﬁl?cd q‘fe}mo- - %iﬁ@ﬁc éyla%élgo rl?on?lilGL 1?1 gfﬁ)ﬁlel él)?lb&gia fide used

as sta"f‘ttmg’lﬂ@ﬁllﬁle\w BpdtE€ad @loRE:-m nutes then at 1000C for
he m xture was cooled to roomte erature eth)(
ac"ExI %as@uumm%ﬁjdlddroalmtmh]@lmridedﬂ e g, {4Rt6d regpol) TR HCM (125 mL)

filtrat t ed
o L EFRUESTE A VB e R o ek 2051
mmog anf tr&&%ﬁ’ilﬁy(il 13084BLS. OThﬂTﬁ)@)"lﬁWM (175 MHeiresultiig hixture

et her gave the title conpound as a col ourl ess
was s$mﬂeddfot( lEhsat Boany fer@vhtureNiVive sp@@twm bOﬂG@W@@ﬂG‘}nd@l mguced

p1.essm‘_q) an%lgg%@cs)]flch pgl}_';mnéf{%ﬁwg%\i DI%M an sdéléra maqé?%%g p%[%gum carbonate

solutfonﬂ Thé’%vga&c ﬁas(e'ﬂvas' d(dllcen?rﬁ)&%i &ﬂglol%?%ced%ré’s@m(ef@élg |tl|(r® residue
) S
trlturht}d)i \Vlﬂ?hiasthﬁrmhﬁtrraumlsohk}kaﬁe anQFilterpddo give the title compound as a solid

B A A R T R R SR UL

7.36 BhEP@Y, 9% 0ash, Lol P¥S (s, 1H), 8.38 (m, 2H), 8.98 (s, 1H), 10.24 (s, 1H); Mass
Spectrum: M-H- 328.

Example 20
N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl}-2-(pyridin-2-
yimethoxy)pyrimidine-S-carboxamide

To a solution of 2-pyridinylmethanol (258 pl, 2.67 mmol) in THF (50 mL) cooled in
ice bath to 0°C was added dropwise lithium hexamethyldisilazide (1M solution in THF, 2.67
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To a solution of 6-chloronicotinyl chloride (7.5 g,

42.61 mmol ) in DCM (125 L) cooled in ice was added a
worRoos066df  3- am no- L™- cycl opropyl - 4- net hyl beneericGaeood 505241

g, 26.31 nmmol) and triethylamne (11.30 nL, 81.07

mmol) in DCM (125nL). The r@sulting mxture was

stirred for 16h at roomtenperature. The m xture was

mL, 259 MERRHEAE AL OGL: RSSOl SR BIRRA of (R~ pRaslue

rone sat ur ate agueous

[(cyclcﬂﬁb@ﬂ&1&@)@&1@9]]&-1@168@[@%11}21!11 2 (Hmhydmﬂﬁ:rmwt)maﬁmsﬁm@sarboxamlde
concentrated under reduced pressure and _the resi

(1 g, 267 mmodk wes afidedhan e ﬁwltewayxugﬁ gt HE ¥ At apm mperature.

The refalytllcg ﬁk}% Iﬁgx& rcéﬁg]:e&ln?tﬁﬁ/g%&é &g}%gEPP%Sﬁ 5?—8 ﬁ%oxj %S&el‘g_)nrﬁﬁoned

betweé’rmvatez aZBDC3. RdrcentZatD®n of e drbdnic Phd6 ufider reticed prééBure and
(m 2H. 7.83 (s 1M, 838 (m 20 8,98 (s IH),
crysta @atm ein ap¢ipnitilp gavashe ditle grinpowpd-ps Bodourtsss aid(138 me, 12%);

e S S O ) o) e hanvl st b o 1 .

2H), 7559 @, Izcm ?H9 zmpYH) di erasyqnﬁth)amels (11258),18.38 @, 8H)YBBE Ymi, hH), 9.16
THF (50 nL) cooled in ice bath to 00C was added
(s, 2Hyr19p\G (sel H); Mass Spessuamadylhfll 494%i | azi de (1M solution in

TFI F? ‘Z\/z bé?(adl%o%%mu noéc)arli)aorﬁ&g S‘ﬁfh%/flg e}nﬂ/lngz m xture
(meth{rl@ﬁ]Y@ﬂ BydiReTs RedbeRERATRYIsk 25 smting Immy kx}as gre(pmumy Ifollows:-
;IﬂrlmdlneSCarboxamde(l 67 I7)

aao@dnmue pﬁé’ %Se&wodcrmgpmmmb@r@w} realeflw}pllfeylﬁm

e T PR FRR S T B 25 TP et P g ool i
ice baﬂfi‘trot0°t3' WwRedIdBesvRe N YRhEdn @F@x@@@ (1@@303@ N Uatnh@61) b water (57
the organi ¢ phase under reduced pressure and

mL) mmytsnmhg ieggeragne belom HEnd |tlner ﬁeslétlg&vvéxmrﬁestwem for 16hrs at room
a col ourl es

tempe&;gn% #B%ne Eﬁ}éﬁf eé/ pga %9 1ﬂ1th éu%g%gtl?lm@wc%%zwgal and
ethyl '«gc%tate'3 "'bhe o?%fﬁ: 1§7H£‘se {N'EB waéiqe@]m(l‘ﬁbrn?é‘ﬁnd chnééntfafdd vdidds reduced

IH), m
pressurH)q g@e ﬂ&: title colrtp)oun@ a&@ sc(lgi (223-8)5 S 72%)11{?&@& qut-msn RYESOde)

055 GROEFB B8 at ok B et F S8 B 34 (eTHy Moty 130 7.69 (m.
1H), 7. megshymtg iﬁml 1)H3y9 sigliorg; Fo. 5@(&@@%% SpeefuBSM-H 373.

ng material was prep ared as folTows: To a
niThe lN-éS-@(fcycloplopylammc)carbonyl -methylphenyl} -2- (methylthlo)pyrlnndme-

S-carraigH V1 8 BT Y MK B, 04 g 6, 62
R ) 5 élﬂ cjﬁﬁff Q\%ﬁ’@th}ﬁﬁlﬁgp 1&19@'5-%ng055}/1'1&@01@?¢ ‘k‘03é 8.820famo]) and

was a a sol'ution of Oxone(r
3-amm@-MGyammbpyqum‘ﬁﬁIyﬁxentﬁﬂldﬂU 68gi8nt2a Immcrig int Bhﬁeﬂa‘i o ¢ was added

HATY G 85 S BammeRapePRTan o -l b Haion  aad T apuling mpetue

stirre @RS 16NEatE5th Y Rt SHARRE RRIVEESH NGRS Blcafotate was added and the
mixture extracted with ethyl acetate, washed with brine and concentrated under reduced
pressure to give the title compound as a solid (3.04 g, 100%); NMR Spectrum: (DMSOds)
0.57 (m, 2H), 0.69 (m, 2H), 2.28 (s, 3H), 2.60 (s, 3H), 2.86 (m, 1H), 7.36 (m, 1H), 7.65 (m,
1H), 7.85 (m, 1H), 8.39 (m, 1H), 9.12 (s, 2H), 10.18 (m, 1H); Mass Spectrum: M-H"341.

The 2-(methylthio)pyrimidine-5-carboxylic acid used as starting material was prepared

as follows:-
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et hyl acetate. The organi c phase was washed with brine
and concentrated under reduced pressure to give the
wo Raoseéefpound as a solid (2.385 g, 729 ; NVRCGPEBRI0K005241
: (DM 6) 0.58 (m 2H), 0.69 (m 2H), 2.33 (s, 3H),
2 86 (m IH), 3.49 (s, 3H ,.671-38 (d, IH), 7.69 (m
7.92 (s, IH, 8.42 (m IH, 9.54 (s, 2H), 10.56

&?utu{\%@%tlﬁ@?gﬂeﬁ )t(i:lé b%@rdﬂm@bﬁkﬂ% e e(% 68 g, 13 53 mmol) in

ethanblr(\l BI6hnD) pys added ippssitmdgdoxdanilBH4us ea. 783111&&2) lahd th; 1esu1t1ng
material was prepared as follows :- To a sol ution of
mixtupe gtFERchipr £h mjynass FTAPR tHBP A LES- Je pPIvVEn kRS E VeROMEsg under

ey PRSP 0833 TR L RER E  ap con

phase(vBasGfegacidifiéd wﬁiﬁfﬂiilﬁtéﬂi@e&hﬂ@@lrcﬁdﬂ&& avhid antbthé Gesitivig)solid filtered
and the resulti r%sm xture stirred for 16 h at room

off tOtcéYﬁp@ﬁ Sitlg cempeayid Asa HA4 596 Gu 8> 26 NMEPpestiman APMSRds) 2.58 (m,
d ure extracted with ethyl acetate,
3H), é‘@fjﬁéj&ﬁ\% ltilﬂgﬁnﬁnnl)eﬁ and concentrated under reduced
pﬂ&ﬁﬁ‘eﬂ{ﬁ 2t(ﬁle@ly\l!tﬂ1d)ﬁep)trhﬁ1|dﬁleeampﬂyll§]t@ w&d & sating n{aberd was
, 10099 ; NWMR Spectrum: (DvsQd ) 0.57 (m 2H), 0.69
prepa(qﬁasm)low 28 (s 3H) 2.60 (s, 3H), 2.86 (m IH),

7 }§06a qﬁtﬁér{gf etl cgb ﬁ“%%\yﬁ?%?yx(uﬁ% %—cg%toggla{e% % & 21.49
mmoB 41 THFh@s 2111()"(355*1:%&["1&1'1}03@& Iz[’ﬂc@idikf&e5 (43211306; >634[46Cmﬁ1©l)dmd the

used as starting material was [i)ared as follows:-To
resultipggpixigtic gated texehyk. Glacial acetic a01d (1.23mL, 21.49 mmol) was added and

the reﬁgl:{téqr%eﬁ'lpx |1tgth hg% Fnﬁe@'te? t%{* C?‘[lg) dljg%t \‘x?as( %o@e% ahd filll%i e5d?’through

)vvas a assi um

diato}€Hoax aleh (Celi®®) Md t%ﬁﬁ&tﬂ%bbra@dﬂdotdbﬁleéﬁﬁtgﬁd Ngolid residue
mxture stirred for 20 minutes at room tenperature.

whiclTies tisinatad wila D Ca{ andisahednentle filiregurass vpp@sisd te damess to give

e L IR

3H), 41135@{1 @gl@zlmgdrochl oric acid and the resulting
somfflftered f to give the title conpound as a
Example2d (1.96 g, 85.2%; NWVR Spectrum: (DVSQd 6) 2.58

TN N MR AL TN M Y e

ylmeﬁmwpy@ﬁnmﬁéﬂycabd&@mw epared as follows:- To a
sol Uti'on of et hyl

4-/s Mintuos OF MebH{dytlopupy inniholicaboByld-driekylpheny1(-8- g,
S g ¥ Bt G S 2L R A Ppigne >

: 111eth£]ﬁﬁ‘(¢&|né @.380h & andP&eéstim 3E@bhste 1Ay, (013223761 m?"l?H‘F%SmL) was

30

was added and the reaction mxture stirred and
heateﬂ @aﬁ%"d? fooB.56h. The Tistune wasiceolodh® roowl teghpenatiné alllct partijoned

i at omacepus earth

betw g 56 B s B B By o AR Tt bns 305 RS extaagiog it
DCMMHdGHe YaiSibinki Bl\‘g ﬁfcee%r%tg Rril 1298, 5RBRYANE corldRBirated at reduced

filtrate was evaporated to dryness to give
pressure to give a yellow oil. This material was purified by silica column chromatography,
eluting with a gradient of 0 to 8% methanol in DCM to give the title compound as a white
solid (33 mg, 23%); NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.67 (m, 2H), 2.27 (s, 3H),
2.83 (m, 1H), 5.70 (s, 2H), 7.26 (t, 1H), 7.35 (d, 1H), 7.66 (m, 2H), 7.78 (d, 1H), 7.83 (d, 1H),
8.30 (s, 1H), 8.38 (d, 1H), 8.75 (d, 1H), 9.17 (s, 2H), 10.16 (s, 1H); Mass Spectrum: M-H"~

441, M+H" 443,
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the title conpound as a solid (2.68 g, 63%; NWR
Spectrum: (DvsQd 6) 1.33 (t, 3H), 2.59 (s, 3H), 4.35
W@ o0osakues 9. 03 (s, 2H). Example 21 PCT/GB2004/005241

L/ -{5-[ (cycl opropyl am no) car bonyl ] - 2- net hyl phenyl } - 2-(
i mdazo[l, 2-a] pyridin-2- -62-
yl met hoxy) pyri m di ne-5- car boxam de A m xture
Of V- I
o R e LY D ot o

follox@s 32mmol ), im dazo[l 2-a] pyridi ne-2- nethanol (48ny,

T { DD ot B BT o o T SR eReL s 2.6
“mmgq%*f‘&gi(‘é?““’?R?%%%S%@‘?@”?é%@?gt421?“%—‘%?2%@2@2%?9%55%01”“6

undemvagore Xthe anikade wiat ktid¥d\taid forkeh endriliene@emhga by ¢he addition of ethyl

extracts dried (MgSO 4), filtered and concentrated at
acetajed § Rl ANgr g8t ier a rifen s miny, éfﬁp SWBIe Wasrpargtippgddietyeen DCM

o 9 T ey DB S M P AR 110500,

orret an

filterdd drldeconoeruatadcht @éi:luﬁedl\bﬂekﬁrcsm)l glde 4 3810vy 0il 2B mabdvial was purified
Spectrum : (Dvs(d (m , 0.67 (m 2H), 2. 27
by s1l(c§1 cobypyn ¢ goglgtccgmphy,,.glutng vmh @gra gt of § to g0%omethagol in DCM to

give Eﬁl?le%gglgl){%c% asrﬂ_fjboﬁoé ;[%%81’_%1,30?}3%,,833(8‘%3)7§M(%:Spiz%t)§.,ﬁllg&£)]c13); 3.30 (br
s, 1H{,$1.832(d) 2H 1, @. 7176(t,(151), .Hp ;(1 W&y 7SpeaH, 7.5 N1 H, 44 8,0SNEH H).

443. The i m dazo[l, 2-a] pyri di ne-2-met hanol used as
Examplg22i ng material was prepared as follows:- To a

V-5 ef b Bl 6 Reh 23R AL RS BRAAEE 27 S0
yimetiosyRolaadidind-Eicat bdkaniidd HF (2. 63 rpL, 2.63 mmol)
dr opwi se under argon. The m xture was stirred at 50C

f ofo qsqiutawwﬁth@ﬁolqdbn@ﬂv@aoldWmemaUdF1(1 a6t 0%t h@der argon was
addedr’lfl@]t @ 1ﬁm §1sm“1}ne 1y sﬂgmara{ d 1fI(f-fF &)ﬁhniﬂ fter%O it str]wéS—

ure was V\EEH water an

[(cyclo@ycﬁi'y&nﬁﬁ@)'@ﬁ@b 2Tﬁ@th ﬁ)ﬂ&@llP21(ﬂiéﬁ{yl9mnWMdWetShcarboxamlde
brine, dri ed | | tered and concentrated at
(127 pgg34 dnrpplésls (t3 cmlg) Was Q&idyfé prdiheapaction Hiasmeg toaioprl temperature

o 0 RS Bl i BB R Bt S v,
the Oltcb.ﬁlc ghbée@ VEBRRDHIE bAfe, Arfed |(NUJSC§;§ snd®édncedtBledThe 3&ue was
ectrum: (CDCI3); 3.30 (br s, IH, 4.85 (s,

2
purlﬁ(gd Py flash chrpgnatcrgrqa@y ©nH, 12¢gts)hca‘pa5ndgq ¢1{utng witht a@'yacb(mq of 0 to 5%
Methhal DM G s Ph O SAPRBROZ BRI (2o NRER Shscimuny
(DM$0&) 0 A& 1211; 0.8 (Rt PRX v)1oyE] dnres-(an, A8 bRsRE, d|), 7.36, (d, 1H)
7.67 (dd, 1H), 7.83 (dd, 2H), 8.49 (d, 1H), 9.14 (m, 2H), 10.14 (s, 1H); Mass Spectrum:
M+H" 410.

The thiazole-4-methanol used as a starting material was prepared as follows:-

Lithium aluminium hydride (1M solution THF, 1.5 mL) was added slowly to a stirred
solution of ethyl thiazole-4-carboxylate (224 mg) in THF (4 mL)’ cooled to 0°C. The reaction
mixture was stirred and allowed to warm to room temperature over 1 hour. Ethyl acetate (20
mL) was added to the reaction mixture followed by water (1 mL), 2M NaOH solution (2 mL)
then water (3 mL). A precipitate formed which was filtered off through Celite®. The filtrate
was concentrated to give the title compound (150 mg, 92%); NMR Spectrum: (DMSOdg) 4.12
(s, 2H), 7.47 (s, 1H), 9.03 (s, 1H).
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To a solution ofthiazol e-4-nethanol (79ng) in THF (1
nm.) at O0O0C under argon was added IMIithium
whe®nsiset hyl silyl)am de in THF (0.35 nlL). AfPET/GBR004/005241
m nutes L- {5-
[ (cycl opropyl am no) car bonyL32- net h} dphenyl } - 2- (et hyl
sul fonyl ) pyri m di ne-5-carboxam de (127 ng, 0.34 mol)
Exani e 25 (3 m.) was added and the reaction wanned to
—ﬂ"g'mtenperature and stirred for 5 hours. The reaction

MU €h Avasogoas pidctdure ihat deseribett inHxampid 20, eheaxpj)roprlate starting
wat er, the organi c phases washed w th_brine,

nlaterea{la@smctealﬁulﬂéHn{:SeKWCéqréapylam@OPC@!%b%H %@t%ﬂwﬂﬂe@ by

r r l;

(meth\%I s%ﬁfgn}glggpf?gﬂ ogr Sagﬁ% )?a'ﬁng% )JO@Y% alﬁ 8?91/p8% eg&ﬁ)eg éﬁ'ifh@lg 3.
title corrpound as a solid¥xapeng, 239%; NWR Spect rum :
(DMSQd6) 0.56 (m 2H), 0.69 (m 2H), 2.29 (s, 3H),

2.85 (m IH, 5.63 (s, o, (d, IH) 7.67 (dd,
IH), 7.83 (dd, 2H), 9.144(m 2H), 10.14
T i

(s, IH; Mass Spec ; > d
“YEed a startilng ial was
ws 5 Lithi um al unpni um Wydride (1M

t hi azol e- 4- net halNol

prepared as foll o

sol ution THF,RT"5 was added slowy to a stirred
solution of ethyl thiazol e-4-carboxylate (224 ng) in
THF (4 nmL) cooled to O0C. The reaction m xture was
stirred and allovwed to. warmto roomtemerature-over 1

R* hour. Ethyl acetate (20 ni) wag W@%‘H t pNoke reactilon

; ' t—by—water—(I—mr 2MNaPH—sotutTom( 2
thlazm' ’Fﬁg]ﬁo%ter (3 m.). A preci |<)|)‘F1‘X e fof flred which vas

pyrmhhintfkﬁl‘?etﬁ’& a; hrough Celite(r). [Fhefiltrgte was

concentrated to give the titlelconpound} (150 ng, 92%;

(1-mbih3- Bpemidasot 24 DMB@bxy 4. 12 (s|EaH2 7.4¢ (s, 1H),
j A—anal ogbus—precedure
(1,5 tﬂimeﬂwﬁlPhﬁ‘géiql’éeﬂgmﬁh%npl e 22E%Xe appfopriat e
ty net-er reacted
(1,3- %‘l}eﬁ‘?\/i& f@%%}ﬁ%lﬁﬁz}ﬂ%m’hg) ccurEbonyI 1-25ne

5
(3- metgylpS/lrf@iiltWﬂ/ﬁl‘ﬂEﬁl@Q}y [) pyrim di ne-Fxcar boxa

m de to giVe

he_tonpounds destcribed in Tablle 3. Table 3 O N R4
(1-mMIapthdl—bhbhmldidthQﬂ)nibthdmyet hoxy HoaR22 ajg
n\/rl m-di-p-2 \l| et hnvu Ex—22—b—-01—ret hyl
isoquiipplion] yhmeshoty. yl ) et hoxy Ex 22 (EXCEIQQ h
quinolin-2-ylmethoxy Ex 22 1
1,3-benzothiazol-2-ylmethoxy Ex 22 ]
1-(2-pyridinyl)ethoxy Ex 22 k
Notes

a) The product gave the following data: Mass Spectrum: M-+H" 410.

b) The product gave the following data: NMR Spectrum: (DMSOdg) 0.50 (m, 2H), 0.61
(m, 2H), 2.23 (s, 3H), 2.50 (s, 3H), 2.78 (m, 1H), 3.27 (s, 1H), 5.65 (s, 2H), 7.27 (d, 1H), 7.37
(t, 1H), 7.57 (d, 1H), 7.78 (s, 1H), 8.28 (d, 1H), 8.71 (d, 2H), 9.05 (s, 1H), 10.07 (s, 1H); Mass
Spectrum: M+H" 405, '

c) The product gave the following data: Mass Spectrum: M-+H" 407.

d) The product gave the following data: Mass Spectrum: M-+H" 421.

e) The product gave the following data: Mass Spectrum: M+H"421.




(1, 5-dinethyl - 1H pyrazol -3 -yl)nmethoxy Ex 22 d
(1, 3-dinmethyl-1H pyrazol -5-yl)nethoxy Ex 22 e
W@ 3soa®61ag3 pyri di n-2-yl ) met hoxy Ex 22 f PCT/GB2004/005241
(1- et hyl - 1H benzi m dazol - 2-yl ) met hoxy Ex 22
I soqui noI in- 1-ylmethoxy Ex6£2 h quinolin-2-yl methoxy
Ex 22 i |, 3-benzot hi azol -2-yl net hoxy Ex 22 j

1 e ) oduct
) ggﬂvlg pfc%;dilkg%aﬁé e %ﬂ%y@m@&s gg&am MIJPm@E e b
g) Thae pr@tﬁucgav@ aN@foﬂlbezlﬁngidemS@acttalm NIMRHS@EST! r u m ;
(DVBQD 6) 0.61 (m 2H), 2. 23 (s
h) 2T@9 p(@lucgwe ﬂze %10 piine daty: Mags Speetgin My-H 545 ( s,

i) 2‘Tl)ne md%zggagg %ﬂduogf)lég%&% p%agsl%_;zﬁr&%g Ig%mp@é)?égfﬁ 2H), 0.69

10

15

20

3]
n

(m, 2H§J 20278 (@S3Hj B)8s (Massi)S@emsr am) 7. MH(& 14[)57 64 Jm.T1He), 7. 80 (m 1H),
gave t he ectr

7,64 (D 1 SRCTBY SehCE: G EATHKG. TDi PTG hal i () Mass

Spec theg\ LRy M+H+ 421. e) The product gave the follow ng
SS ‘Spectrum : M-H+ 421.f) The product gave the

;) fahk@védugt gateahe MisSVimpeas: FNJIVBR StMthiurh eDmod;) omem, 2H) 0.69
ﬁroduct %;ve the follow ng Mass Spectru
(m, 245 2. 28, b2p&5daudﬁ>gé9é(&b RHWoM d%i Y ‘a4 &, Mé)sg 55 (m 1H),

r
o RPN AP EndB T PO B8 gyt . 0
Mass@w@&rdanzﬂTMSSz 28 (s, 3H), 2.85 (m I'H), 5.75 (s,
2. 734, (d. IH) 7.64 (m 2H) 7.80 (m IH), 7. 64
k) (§Fhe|p|x=9ducggz{)@ thej follpppying @tgg\dass Sueclwmgl\dq!*ji (4d I H),
(S 2H), 10.12 (s, | Ma S t MH H 421.
-Eﬁr—'}-ﬂls—*he pr oduct gave(the PZ)I I ovviSrS19 ggfarurl\rI]I\/R Spect rum

N—cyclo%@‘i‘?m lﬁ%_tbhs)léz{g(- -p?ﬂlm @-y ﬂ’ybbéfﬂ))rl]imﬁﬂ)}b&za%ﬂ)ie
| H)o, 3-1( Aselydmxy)ba)lzoxsl]aeﬁnq‘mi\’ cwlppmpybs n(rg?lylbﬂ)zangd@@ 50 mg,

o.4s4gpingly T DA il ot saRt B wpbPrsshe bls bbb 037 me.

1.45 &E@gﬁ)p eltnlaeﬂéi Pl AWHIE yRAtA0] (YBSSe, BRBLHMET): DM hz4diddboxylate
e

(126 ifg; @26 opnalpyhs themadiigd dropjsa- The negetio wiastipled tfoiokil) peroom
tempgrgt%}{e!, ;nadnv]vglsoﬁqgr? %ftgrrgd%%d the filtrates were evaporated. The crude residue was

purified by flash silica chromatography using ethyl acetate in iso-hexane (5-100%) as the
eluent to give the title compound as a colourless oil (22 mg, 11%); NMR Spectrum:
(DMSOdg) 0.55 (m, 2H), 0.68 (m, 2H), 1.64 (d, 3H), 2.22 (s, 3H), 2.83 (m, 1H), 5.60 (q, 1H),
7.02 (d, 2H), 7.31 (d, 2H), 7.43 (d, 1H), 7.62 (d, 1H), 7.80 (m, 2H), 7.90 (d, 2H), 8.35 (d, 1H),
8.58 (d, 1H), 9.75 (s, 1H); Mass Spectrum: M+H" 416.

- The 1-pyridin-2-ylethanol used as starting material was prepared as follows:-
To 1-pyridin-2-ylethanone (600 mg, 3.18 mmol) in methanol (10 mL) was added polymer
supported sodium borohydride (3.0 g, 9.92 mmol) and the reaction was stirred at room
temperature for 72 h. The reaction was filtered and the filtrates were evaporated to give the 1-
pyridin-2-ylethanol as colourless oil (630 mg, quantitative); NMR Spectrum: (DMSOdg) 1.38
(d, 3H), 4.71 (g, 1H), 5.30 (br, 1H), 7.21 (m, 1H), 7.50 (d, 1H), 7.75 (m, 1H), 8.47 (1H, d),
Mass Spectrum: M+H" 192.
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To 3- ([4-(hydroxy)benzoyl] am no
}-7V-cycl opropyl - 4- et hyl benzam de (150 ng, 0.484
womnisioyt4shi DCM (20 nli) was added pol ymer suppoPCEGB2004/005241

tri phenyl phosphine (937 ng, 1.45 miol) and the

1-pyridin-2-ylethanol (45 mp5-0.363 Mol ). D et hyl

azodi car boxyl ate (126 ng, 0.726 mol) was then added
ExafipigPy se. The reaction was stirred for 17 h at room

rature and was then filtered and the filtrates

N-cydiop eopl-3p[¢4-4Sehy dForeymethglibp yiddinel+ ¢l ureth ¢y} bérizegll) omino]-4-

flash silica chromatography using ethyl acetate in
methyhepgamile (5-10099 as the eluent to give the title

compian SERPH | SRS M |

meth&libhel%&@amlﬁo)ZRrbbﬁyl]ﬁfd)loxja,’* n8hymicotinhite (50(6ﬂ10( q 43 6]—1)1 THF (10 mL)

was qqqyd Lﬁ% (aﬂnggp})ml tT)) }(_]%(trazﬂ)IF (‘gn@g Wag adqiqqu and8th5 gixture was
tlrreFi‘_%or fﬁﬂl at r%B&Stlel(n H?'% ’(alslggt? 5?&&%13{11@4 10%'5% 3’1 6|°, 3. lyflﬁnol) was

added ﬁﬂ@ﬂfe@éhc&&n fv@ds ktied for hfuthqeyloihd iDhe ﬁnxfueé wanfihered 6ﬁ)<ﬂ)the solid
i n_nmethanol (10 nL) was added poly

W35h§ng Mérl?tllgtb% léig%%[’aron%ﬂ'@l&ﬁ'ieﬂ &Py, ated ayd ﬂr‘ﬁ‘r’@ls‘)‘ltlﬁﬁ arude material
was }S\H‘ﬁ'ﬁrci%?%td anljf@cfoesct»' ﬁ\f A ge age E&gﬁ'@hﬁ@ %{V@l‘ix'&r &11@% 50 gxghSO%

eaction was re trates wer

NMIES]@@@ﬁllﬁlI QDMSOIcQ;DO67t(hﬁ 21, (g7 (rﬂ.IZH)ZQQISE{ﬁ m&npt 8&$m lH) 4.56 (d,
Ccol ourl ess Ol

2H), fBEeRS) 5£938 1H, 7- g:ind 231),7713% s lmﬁ %(«thob? 64 m; 1H), 7.79 (m,

2H),§j9;%](mg §% 4170 ,%ﬁﬁ(éf@f.ﬁ(@m i i sl (Mt 432.

Exafiglel 2@pr opyl 3- [(4 {[5-(hydroxymet hyl ) pyridi n-2-yl]nmeth
oxy}benzo ani i no% 4- et hyl benzam de To a sol ution

N—cyGI'OPnﬁI)H'ﬁ {(ﬁ-{ [S-a@-hydmxy(lepettopethphypyidiiod-car bonyl | - 2-
7 | bpny! t hyl ) ni cot mat
sinf B SN LA BRI L ' 1

NOTo thelhd 6 (5[ [@1 ﬁ?ﬁlﬁlﬁomomﬂq»zadded and the

m xt ur e was stlrre roomterrperatur

meth@mgmé}angmg)pmbom(ﬁplmoxz}1@tllxlm1@tglategaﬁq mmﬁ|6ﬁ4),\)alsTHF (10 mL)

.Added ir f f ,
ot 0GR 30 SRR ¢ Bl e Sap Pl g i BB i, 162
mmdIEBARAE afid Qle%aultuﬁ‘ﬁu{th}etshﬂ%@ ¥R aBo R U vretto ARthient

the resulting crude material was purified by SCX
temp@mmrc i Aifjer X lothyireactionevasiat fasne smpstatere asd 4 Whselatign pf rethyl

ma S%l-?n Elgzlnn%_b@ dl%tll\lg@tgg t i Iﬁ 21 é?g'}{tsl%(s\%v% ad%éd élggp(\x&s@ The reaction

was %ﬁged aEl)r(?cﬁ) (e?npe?é’t'llrel fag 29 7a(1€1 Zhel(n'ﬂ) sairu%té@ %élgeoug EBlutidn 8fammonium
chlorzded(@ 5 (onf,.) \244) qarﬁuﬁy ac@cte’d Tk n11>81r1n155w(5§’xt1a¢4|):d \xgthggc@@ x 20 mL) and

the org@mc llg/?esig w%Peegotngbulnr%d fMEred ang %he tjﬁ)fra{ég evaporated. The resulting crude

product was purified by silica flash chromatography using ethyl acetate as the eluent to give a
mixture of the product and the corresponding methyl ketone. This was dissolved in DCM

(5 mL) and polymer supported tosyl hydrazine (400 mg, 1.07 mmol) and acetic acid (1 drop)
were added. After stirring for 16 h at room temperature the reaction had MP carbonate (275
mg, 0.751 mmol) added and was stirred for 30 minutes at room temperature. The mixture was
filtered and the solid washed with methanol. The filtrates and washings were combined and
evaporated to give the title compound as a white solid (65 mg, 22%); NMR Spectrum:

(DMSOde) 0.62 (m, 2H), 0.74 (m, 2H), 1.52 (s, 6H), 2.31 (s, 3H), 2.90 (m, 1H), 5.61 (s, 2H),




10

15

20

30

L-cycl opropyl -3-[(4-{[5- (! -hydroxy-I|-nethyl ethyl)pyrid
i n-2- yl]nmethoxy}benzoyl)am no] - 4-net hyl benzam de To
wOoreaolpb146s ({4-[ ({5-[ (cycl opi Opyl am no) car bony| PERGB2004/005241
met hyl phenyl } am no) car bonyl ] phenoxy} net hyl ) ni coti nat e
(300 ng, 0.654) in THF (10 dg- at COC was added a 3M
sol ution of nethyl magnesi um brom de in diethyl ether
" 0 d negutb & 7
72 B (P e b0y PG L S PR P 110 8.02 4. 200,
8.41 (&pBr &v6(&.1HH5 9.68 (3 1H)1MassrmnumnMN&$ 440.r oom
tenperature and a 3M sol ution of nethyl magnesi um
Exampleh7de in diethyl ether (0.54 ni, 1.62 mol) was
r
Ny B G FE 1 g R Ale Sl £ hfTbenzoytjamino)
4-meéhylbehzamide anmoni um chl oride (15 m_) was carefully
added. The m xture was extracted w.th

anfe thecrgan -y U Inderareiibpiodt 1 i msiheny Barhgminol-4-
meth&it}eh%azi‘)tn gég rG’;\t, un r]féMI ({lb'?l féjsda%dgﬁ %‘s‘s‘:ﬁfl }‘ﬂf‘
y Sl

|ca ‘Cht oma ogr phy usi ng et

pericitieha{ B7asg e6Lmuey aﬁdqh@teaetmm Whx§tirreel arfrochh @empiemai:umt for 3 h.
and the correspondi ng neth ket gne. This

The pagtion wesadiiuedenh MO g W@gh)c;wlthsm B@Q}g@ X b3 WL) and then a
satura%g rb%g g(?lg{lg'rg\%d;rng TR DA %plutﬁ)%%;feﬁ‘fee%lhag%g Lths (lied0MR)

were a t|rr|n

magh@MReEdphte atdigeh eaﬁdehﬂﬁteh afdddyPedirbd preadige (Rajiproimately 10 mL.
0. 751 mmol ) added and was stirred for 30 m nu

To thbslenmyed addgeimatilamiag GMeIEEFF 013 e HigmPRD: acetic acid (2

drop\i)earngqltX}ﬁEI 1 So7Pt Woﬁ?gxﬁgg 24 a% I?L? m§1| A\}}e FI?;& %’?‘i{\ﬂl??w\ﬁ@&m% room

tempegfmeysdl Rand thmlsb&uﬁﬂﬂriadetéﬁﬁ)ol’@}ydﬁa% 1,23 M\@ (Bf’pf}ﬁ)ﬁmmm was added.
(DVBC6) 0,62 (m 2H), 0.74 (m 2H), 1.52 (s

The Qeagtloq was giged for oph @moopﬂ)empgl agre(Watep (4 drppg)lwesdaddgqiwnd the

reactll% was(7e gﬁor(z?ﬁd & Igﬁ'}’fnegsg 8}1&: '(_%idwz pﬁjfa% p§191£fh F% ba{ ﬁ?pepg Sa.t}ge HPLC to
give (6b tltlé‘l)on%@)uﬁg aé 8 wiit)soliMEEBmBPESYLY; WMR Iettrufi6@MMSOdg) 0.62 (m,

1), B e 80 B84 5, S 231 (5 %fmyl%)frﬁﬁl@)(ﬁse&ﬂwbyﬁ]%;(? 28, 722 (d,

21, %@@ lﬁf?@%@?ﬁ?%‘% %ﬁ“}{jgb&y% ng SNg AT I8 0400, 2m), 8.42

(, lﬂfdik 57 &; YH), @831@XYI}{§JQVIZ§Q)S ):@tﬁhﬂoﬂfﬁﬂ' 4381 hyl benzani de
(100 my, 0.232 mml ) Tn 10 niL) was added
Exappdes28brtin peri odi nane (197 ng, 0.464 mmol) and the

act i s, st rred m t er at. or .3 h
Neexsiiopgre-AR St ap i B ER M Zal et ey amina) -
4mé\!ﬁ e{,gaﬁgldJeS mL) and then a saturated brine solution
The DCM sol ution of the al dehyde was dried
vv| Usmmrwa]ogml%mbp&mt@toah@t debrsibed dim Esamplgt2dd Negyglopropyl-3-[(4-
i mat e

(15 oS G PR R M o Pt nidgpas oxidised
and Bre26Q11tHP1dehyBE Blabd 36itiHiséFopylamine to give the title compound; NMR

Spectrum: (DMSQd;) 0.58 (m, 2H), 0.68 (m, 2H), 1.00 (d, 6H), 2.25 (s, 3H), 2.70 (m, 1H),
2.86 (m, 1H), 3.71 (s, 2H), 5.76 (s, 2H), 7.14 (d, 2H), 7.33 (d, 1H), 7.49 (d, 1H), 7.64 (m, 1H),
7.80 (m, 2H), 7.99 (d, 2H), 8.40 (d, 1H), 8.55 (s, 1H), 9.87 (s, 1H); Mass Spectrum: M-+H"
473.
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drops) and titanium/so-propoxide (132 ng, O0.464
mol ). The m xture was stirred at roomtenperature for
wa2dvsaedes hen sodi um triacet oxyborohydri de (12BCTGB2004/005241
0.580 mml) was added. The reaction was stirred for 18
h at roomtenperature. Water6714 drops) was added and
the reaction was evaporated to dryness. The residue
Exay@fe urified by basic preparative HPLC to give the
Itre conpound as a white solid (30 ng, 28%; NWR
N—cygwcolmlfﬁ-[(ﬂ{[li\o?(ydrﬁz)g)metggggm(idm-li;-ﬁ;]megﬁzgn?erﬁdz%ﬁmﬁﬂ]-4-
6H) ..2.31 (s, 3H), 2. m , 3. S, ,
me”@i‘%’é'z%f'd%w, 7.22 (d, 2H), 7.38 (d, IH), 7.57 (d, »
| H) (4l ddSbent dManfnSIM Tl F(prl-Zqﬁéh 1fenzati O@%ng, 0.323
(d, 2H), 8. (d,j‘H), 8.57 (s, TH), 9.38 s,(il ;
nnnoﬂhé@(lﬁpmonwﬂ?i)gyﬂiﬂiizlﬁ-ﬂgﬁet(h_ﬁxdr(‘bl Eng|28.3_55 n;molt) ﬁncll ﬁjotass_iudn_l
% opr - 3- - - Sopropyl.am nqQ). me pyri di .
Calb%@@?ﬁ?&%&méﬁ ﬂf&é y cﬂqla}awzﬁf{%l@@Pﬁéﬁ?gﬁﬁ%a@m‘@% stirred
at ro&i t@ﬁ@ér&’tﬂ%r P6 ACERS i W AhedRSREd RADOPA i ENBTRER wave for 10
27, iV-cyclopropyl-3-[(4- . .
mins{ Patgri{ Y@l mdxy ywas tiigdd) qagrthe imix tBe) widsnedtiactest Magn2ONM il fiajl). The

-4- et hyl benzam de ywas oxi dj sed and _the resulting . ,
organi IpyRFdEeTe SaEpdad id FaperisrebisyaE s HbiE 80l v bich peiuraied with

DM B M i R OS5, A S asony

0.58 PnBBHY, 68| (), 2H3, 7715 (s 3HRH).$5 En,. 781X, 4,5926)2H)75.24 (£, EH), 7.16 (d,

a0 3 8 2 bl iy 157, 5.2

Y( , T/ My>H MEH+ 473, Exanpl e 29
G 1fé?’%%/%@bﬁ%%%%?\gth%%bxymst hyl ) pyridin-2-yl]n

Examplet39xy} benzoyl ) am no] - 4- net hyl benzam de
3- {6[ 4‘-&:“h di Q%) benzoyl| ] am no}- 7\ *-cycl opropyl - 4- met hyl
Methyd or & '{éd(cw progylapinm) carhpRpil-2-

- idin- I i Ol . 355
metty SOl BTRARD o AL YR 2 ol Hact )
e[ 4ibyetbxiyybeassllaniiie)i-NeyCBprdpyl-ansethylBeraatdd @00 Was 0.626
stirred at roomtenperature for 16 h. The reaction was
mmof)y By i¢aatiéd mag, OTtdommeh and eofastirmeatkonpsr(93 mgrDi7d 0 mmol) were

sl e S IS A0 DAL R M . e

reactndvauB@licatedtt 1 00°0 Meh@midtbiveve Rl 2d ks olateRs 0 mL) was added
triturated with DCMto give the title conpound as a

and thpmidugoyasexraeiedyithdaght Ganed sacthaprgani¢ Bysooe)re gomBined and

evap%&%%ive%g@%te%ﬂ%‘(]’éch %ﬁﬁzé‘itér%&eg%(l_%h Difﬁ? ?o élr\% éﬁe( le compound as

a whitéBolid/(238 nfedl 749 HNMR. Sfeclrdm: gIszdeSG.se gan bH),.0.68 @R 2H), 2.26 (s,
m 2H), 7.97 (d, é:l? 8.36 (d, ”_{ZI’ 9.82 (s, IH,;

3H), %S(ngég@,ﬁ.%s; 3Nk 33 4B 22H), 7.19 (d, 2H), 7.32 (d, 1H), 7.63 (m, 1H), 7.80

(m, 2H), 8.05 (m, 4H), 8.38 (d, 1H), 9.85 (s, 1H); Mass Spectrum: M+H" 460.

Example 31
N-cyclopropyl-3-[(4-{[6-(1-hydroxy-1-methylethyl)pyridin-2-
yljmethoxy}benzoyl)amino]-4-methylbenzamide

To methyl 6-({4-[({5-[(cyclopropylamino)carbonyl]-2-
methylphenyl}amino)carbonyl]phenoxy} methyl)pyridine-2-carboxylate (139 mg, 0.303
mmol) in THF (5 mL) at 0°C was added a 3M solution of methyl magnesium bromide in
diethyl ether (0.44 mL, 1.32 mmol) dropwise. The mixture was stirred in the melting ice bath.

After 3 h the reaction was at room temperature and a 3M solution of methyl magnesium
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Exanpl e 30 Met hyl
6-({4-[({5-[(cycl opropyl am no) car bonyl | - 2-
woretospbbenyl } ani no) car bonyl ] phenoxy} net hyl ) pyPCTGB6024005241
car boxyl at e
3-{[4- (hydroxy) benzoyl ] am ng}-~i V- cycl opi Qopyl - 4-nmethyl b -
enzam de (200 ng, 0.626 mmol), pyridine (164 ng, 0.710
b1omﬁg§}é gle;aﬂﬁl g@g{ 30 L e@? gﬁﬂn@; Sab gﬁc‘éleglgd:r a%%?%ﬁ%%ﬂoﬁa% stirred

at roo tehipReht@t {6101 hiehhen atswmﬁatécbaiqlﬁfiushsolﬁlfh:el sfaaahorommwhboride (15
t hen heated at 1000C in the m crowave for

mL) wes @refpiinagdeyl. Thesmadersavasrertrepied with e %7%;&3 apd thy organic
layers\’\evéljg c%n{eﬁ ffléé%?d Eﬁirc? the ?ﬁ&a\}&% %@&" e"‘vra#%}éf\;\égsﬂ[\gﬁ ﬁld%%gﬁ)d ped

evapor at e
dissoltvied idDENE 5 #l 1) bndDEbeirﬁl Qipperted st/ lt}ldmzximzl’(pOOI mg 8268 mmol) and
white solid (220 74% ; NWVR Spectrum : (T Qd6)
acethpq,cg(Q( Froppyere @dct;g a(lﬁ]thqmq}xtu@ vpes stigred §qn|)1 h.Z hggeqqiion was filtered

and tl ohfi% Ff# %&h %A_eh(halnas a?)?{xlébalﬁ_ale Elga’ltgsé @SW%SE%’gi &\Seiggcombined

and egi&ﬁaté@ tosirbhess Iredfiting thude MasiactSp&ciurified by ittda {HheR.
anmpl e

chromat@greplespmsapgmhﬁ apetate(ip gsorhexiapelf Wxip-100%a @h theel wapt )Cpgflwr« the title

comp%{)«%% é/g/l‘lr{e c?(%%%?c?(:g%)) ﬁﬂlﬁ%%géc‘%ﬁfﬁ?t Carg(g%% '?73(?1 ‘_?I) 0.68 (m,

2H), natsloylémi)ems Iﬁaﬂm@) gsagbonlyj %smhe{@om)w 17 (d, ’7H) 7.32 (31 1H), 7.38 (d,
di ne- 2- car boxyl at e
1ED), TR (s 07 St (V0B aS7 e, & 35TR.Su b Ea ks R nblasy Speotrum:
M+Hﬁ%§§|68| um brom de in diethyl ether (0.44 nm., 1.32
) dropwi se. The m xture was stirred in the nelting

Examplg 38ath. After 3 h the reaction was at room
enperature and a 3M sol uti on of nethyl

N-cydagn&&ilﬁr(ﬁ‘i{ﬂﬁr{dkf(cﬂlﬁtlml@nhw)etéphﬂme(tmyl nidin-2t. 50
i ol adde reaction was stirred at
yl)m%BWﬂ’é’?ﬁ?é’Péf‘ﬁ? "F’ eewgﬁ“%ﬁ%' hen a saturated aqueous

SOt 45 509, RdpeANTTPH AP ehPkdraleil &S n'i'%—X) .003SmMel)eh WNIX (4 mL) was
added. The m xture was extracted w DCM (3 x 20 L)

: adde@Nd\’-ﬁiwh\d@’tbamlamllna{(%"( BgnR285 oundl).rldg, redction @\raé@tnaeﬁbattrhem

tempefals 2l TRVRENE CB ) ShidCh Ry R CeR R 3o
yl]ma}{@[}ﬁ%é&%yﬂ)érggioﬂmﬁ-cﬁl%@&m&ﬂ@m@nﬁ%ﬁﬁé @ﬁﬁ%cb (% mrnol) in

ps) wefé added dand the m xtufe was stirred for 1
DMAI’ fil=mL¢ art addedviaepwisd tosthe deagtion whichswdsi thenmgtzteddond hrat r00m

ey A Sl G DT S N R it b

prepé%%t%q-lpﬂ@%' e ltlYeatﬁleodb%'lﬂdu‘ﬁg aB¥ wiilels6Rd ;1951%@ 35%); NMR Spectrum
romat ogr aphy usi ng ethyl acetate in /sohéxane (5

(DMSOG%O &5(m, rizéi)e«) G2 6m, 21), @ et 679, Ri261(s, DD S0 b, 45), a@ 64 (t 2H),

2.86 {1y f@_,fs% g&ﬂ(%?@ @4?1410{915' Z%'%(Rgﬁﬁ’,gﬁgz{ @‘zgg(%&ﬁ&[) Y 2 (m, 2m0),
7.64 ﬁf@l{%fﬂg%d {%m? 7% & SH)2'be (. 2, 636 @), 9. 83%5 (191); Mass
Spectrum: M-+H" 531.

The 3-[(4-{[6-(bromomethyl)pyridin-2-yljmethoxy} benzoyl)amino]-N-cyclopropyl-4-
methylbenzamide used as starting material was prepared as follows :-

To 3-{[4-(hydroxy)benzoyl]amino}-N-cyc1opropyl-4—methy1benzamide (1.50 g, 4.54
mmol) and potassium carbonate (3.34 g, 24.2 mmol) in refluxing acetonitrile (20 mL) was
added a solution of 2,6-bis(bromomethyl)pyridine (5.13 g, 19.4 mmol) in acetonitrile (10 mL)

over 25 mins. The reaction was cooled to room temperature and water (20 mL) was added.
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IH, 7.62 (m 2H), 7.81 (m 2H), 7.97 (d, 2H), 8.35
(d, ITH, 9.81 (s, IH); Mss Spectrum: MHt+ 460.

- WE@s0bB632 PCT/GB2004/005241
A-cycl opropyl -3- ({4-[(6-{[ 2- (di et hyl am no) et hoxy] et hy
|} pyridin-2- -69 -

yl') met hoxy] benzoyl } am no) - 4- met hyl benzam de To a 60%

e ShSHES Rl d S LTS Ay )by 5 A i

evapcﬁl’gted@o 22%e awalig wln'Ehefvarseamtratedl\Wm&oséuhy]re&dta&t torgiraa3-[(4-{[6-
nperature for. 20 m nutes. A sol
(bron@qrgetp}glapw{dgl @ﬁ’#]@%lh‘ﬁ‘tthn)zﬁymlﬂinﬁ] éf-cycloplopyl -4-methylbenzamide as a

whltyédélm hayy) E’ﬁﬁf%@@ﬁp{ﬁ@_r %@@% nggmh LI dﬂwd(w%gaz 27 (s,

3H), dmemm SEI) t4o73 tsezHﬁaﬁci(] (@nsznncm (dpBH), hext (dl 1K), @d49f@1; 1H), 7.55 (d,
he reacti on was

1), 7168 (@i 5 (o7l et 86 (¢ 1EN98 Gt ios 38 T e e, TH: Mass
h I whi
ecﬁﬁ P%“?ig%w%ﬁ%&%kﬂe the title conmpound as a white

Spectrum : (DVsQd 6) 0.58 (m

Exanz 330.69 (m 2H), 0.96 (t, 6H), 2.26 (s, 3H), 2.50
IH), 2.64 2

J\f-cyﬂlosgor(ssl-3 dpl(o- 27(glr(n%hylznymo)(rtl1fs<ydmethz/H})yrrrhrBé- (d,

yl)mftﬁ)okylgeﬁzz%/‘% Pg?'4£{8tﬁ§]§g§%”TW| s 88 é; (ISH)IH)7 : o

MVagsinSae ah16¢8us phiddd®d 1o thep ﬁes%nbéd‘rm Example 32, 2-
ronDnEthyI)pyrldln 2-yl

duneéy&azm}apgtb@nqh Jlas m@ﬂw&pﬁﬁy{eﬁz(brqmwmmdm -de used
yl]m%ﬁ?)fyi %é.‘zl}ogg@ 111105 '%%CI%I?@H £ ﬁ’%&?fﬂ»egzc’anfu% It o}fﬁ/e tie tlife compound;
NMR-Bpé&Yieh® RDRIBOdH 0 ety b zeaH e )L 230 (g.6H), B26MEBIH), 2.50 (m,

and pot assi um carbonate (3. 34 24.2 mMmo

2H), 2%l (mulhlg Be2ttodll, i 40e(s(28), #1128 (@Va?d{)aadwd»a%}&)omﬁ(énllé} 7.41 (4,

i, 3 ALY D 08y o TR 41 o5

1H); 300k 8dedtAs:0awHt goper ature and water (20 i) was
added. The m xture was extracted with DCM (3 x 30 nil)

Exampk 34he organic | ayers were conbi ne and evaporated to

N‘Wﬁ@@{%ﬁ)ﬁ 3? ghg?@ﬁggﬁg%\égﬁt&yf)%%imww—yBOt tl(l:’gxy\ﬁ)enzoyl]ammo1

-méthﬂb@nz?are{ihlen' et hoxy} benzoyl ) am no] -
L/~ cycl opi Qoyl - 4- net hyl benzam de as a white solid

( 1A4uigtuge 0B NogyclopivRy Spentthylrd- ({%[Dﬁ@@n@jz 0.58 (m 2H),

pyr id%?ﬁgllém%ﬁ%'zoémmlllgifﬁz{t_%fde% }_éiﬂsmgn@ % 1‘101? Fo-meé}loﬁ;éethylamme

(500 ﬁi@% ah(II'NMq I(_éig) }(l% wels"f')eatﬁ)a 18 59(60@ 1&1'th‘9 mll_clz)zo@&ve( Pr ?b Hin. The cooled
reactMnsrleSpl’e ctas ented maﬂghzagom;camﬁrlage p'ahnsgﬂmxanlé)t]aqrmthyl%etate to give

the cmefp%%chgwﬁp%lwas te1 rat w1t [d2 etﬂ}(fjl enl?etl rt]cy !glz{l/rentl?eot)lt‘laet cho%ﬁgurﬂ?i as a solid
(36 mg); NMR Spectrum: (DMSOds) 0.57 (m, 2H), 0.68 (m, 2H), 2.27 (s, 3H), 2.85 (m, 1H),
3.28 (m, 2H), 3.31 (m, 3H), 5.08 (s, 2H), 6.47 (d, 1H), 6.61 (d, 2H), 7.14 (d, 2H), 7.32 (m,
2H), 7.40 (m, 1H), 7.63 (m, 1H), 7.80 (m, 2H), 7.97 (m, 2H), 8.37 (m, 1H), 9.84 (s, 1H); Mass
Spectrum: M+H" 475.
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yl ) met hoxy] benzoyl } am no) - 4- net hyl benzam de Using an

anal ogous procedure to that described in Exanple 32,
wQ@200dioeEthyl am noet hanol was reacted with PCT/GB2004/005241

3-[(4-{[6-(bronmonet hyl) pyiidin-2-

yl ] met hoxy} benzoyl ) am no] - \-oqycl opr opyl - 4- net hyl benzam

ide to give the title conpound; NWVR Spectrum : (DvsQd

0358 (m 2H), 0.69 (m 2H), 2.19 (s, 6H), 2.26 (s,
——ﬁﬁb——zsomzm 2.86 (m IH, 3.62 (t, 2H), 4.60
N-cycRpréiil-3-g448-([2-(ddhthylandif o fethyl Pihino Ypydddia- | H) ,

7. 46 . 7.63 (d, | 7. 80
yl)mpmpxy]%eemﬂammpw metbslbgbalamlﬁlﬁ ( .37 (H)d IH) 5383

(S smgl)a%ﬁl{r\ééggqu§g)?§ QH'?{% 11[\4[?%65“??%%%& E;% ?am no] pyrl di

dlmdﬂryi’amhlbéﬂiylh@m&é) Weeasted afﬁthm@}:yclélprﬁpilhvhﬁﬁﬂl-amf 4§ (6Abromo-2-
m xture ofN—cycIopro yl - 4- met hyl| ({4-[(6-bronp- 2-
pyrlq@wl}lmth%wln@tzﬁjdxwm@ﬁx@%m@mt%6%@#&%@ ermpornd; MYIR Spectrum:

(DMEE%])V\BWL a%léd Q%b%ﬁél {Ehgﬁ}h( CT o (glgg:nq(’ % (2

2 86I1he11qp@l sy 5a Jcmgru mmt@m (Qasi)es. eoe@l 1tH')wmgfod @H), 7.63 (m, lH)
[ica cartridge with i sohexane then et hyl acetate to
7.82 g’;ﬁ VED: he7 ¢ dHe, %B@&uckHMﬁér{SV\H@ Mass Spegtaun: WitH 488.
di | ether to give the title conpound as a solid

E——‘F@%—%); NVR Spectrum: (DMBOd ) 0.57 (m 2H), 0.68

- - 3.28 2H) ,
N. cmegrgﬂfol 4- Rreaﬁfl@(é4q meﬁmﬁﬁoéﬂﬂzl?Bl('% T g.m61 l(_Dd
yl)mzmxymenaoxlwmmpobenzami_xie(lm(drge!)lorwmo (m IH, 7.63

o5 o patueipp P MidTbiobtl Aol g ple ko3l

yl)mft‘rl)l)%/ir(fjg?%rogl}ﬁ}nn%)ﬂe{lﬁalﬁl{& &b 2nd, dioxahiel)ani nobetihd Aethagol (2.0
mL) ya} aeddddridsbiozioyacidi (fonmoelnEh salibem nagiedepagied tp gire the title

anal.o roced e [ in I )
comihg? RRHE sPedeRb ARt don e it SR BB i AR € i 245
3H),! \'éscoﬁs?lm;rpayks éﬂ? EYNY, 1ﬁ) (A ts (h,B210), @rmgl% 1H), 761 (m lH) 7.78
pyri di nyl’) met hoxy] benzoyl ) “am no)benzamni de to
(s, 1H),171.98 @argpbhudd? (NVH)Sp8Z {s, uhh); MeONBedirégh: - H74()4;1M£N)a 428
50.69 (m 2H), 2.16 (s, 2H), 2.22 (s, 6H), 2.27 (s,
Example 3b 43 (t, 2H), 2.86 (m IH), 5.07 (s, 2H), 6.38

L ’ R 7.13 (d, 2H),
N’c’g?l"é’él’ L ﬁ%'%'dg‘z' [t-g meﬁﬂ?&’%&é’l/b d, 2H), é. 36 (H) m
yl)mletlquy}])eﬁﬁoy(lﬁaminH)bethBﬁ;deSi)ﬁh‘tobmmldeMi-H + 488. Exanpl e

36_7V-cycl opropyl - 4- met hy]| 4- [ (5-met hyl i soxazol - 3-
Using a¥1 anal%ooupsyprocedure to%hat deéc{rlbec[i gn Exampl% 36, N—cyclopropyl 4-

methyl-3-({4-[(5-methylisoxazol-3-yl)methoxy]benzoyl}amino)benzamide was reacted with
hydrobromic acid to give the title compound; NMR Spectrum: (DMSOdg) 0.57 (m, 2H), 0.68
(m, 2H), 2.26 (s, 3H), 2.44 (s, 3H), 2.85 (m, 1H), 5.25 (s, 2H), 6.37 (s, 1H), 7.15 (m, ZH),
7.31 (m, 1H), 7.61 (m, 1H), 7.78 (s, 1H), 7.98 (m, 2H), 8.37 (s, 1H), 9.82 (s, 1H); Mass_
Spectrum: M-H™ 404, M+Na" 428.

Example 38
N-cyclopropyl-4-methyl-3-({4-[(5-methylisoxazol-3-
yl)methoxy]benzoyl}amino)benzamide methanesulfonate

Using an analogous procedure to that described in Example 36, N-cyclopropyl-4-

methyl-3-({4-[(5-methylisoxazol-3-yl)methoxy]benzoyl}amino)benzamide was reacted with
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yl) met hoxy] benzoyl } am no) benzam de hydrochl oride To a
sol ution of
WO Wospel4epr opyl - 4- net hyl - 3- ({4-[ (5- net hyl i soxarOl/6B2004/005241
yl ) met hoxy] benzoyl } am no) benzam de (20 ng, 0.05 nmol)
in 1.1 DCM and net hanol (2.074TLL)was added
hydrochloric acid (0.05 mol). The sol vent was

metl%ﬁ%%ﬂ%%glg tg _%%(evtﬁe QE'? c&ﬁ}b%@ldc Wﬁﬂgég%%7 (m, 2H),

0. 68:(m44H§ 2.263() 3HR 286 ((s,naH)l Bl)sz (5 3}5) Q%s (RN H),6. 357(s( SH) 6.37 (s, 1H),
7. H((g] ‘>Hp,|)7 317((ngg }@;?7 69 |Q)n 1g) 37778( @3 1IﬂH)7 989(n322H()22 57K lH), 9.82 (s,

10, 55 BPE 3ot s Sl oM e R R TRt o

Exah‘lble'@ hoxy] benzoyl } am no) benzam de hydr obr om de USI ng
an anal ogous procedure to that described in Exanple
N-cy@@prgpyjybhmg[ﬁp"y{[44pyrldm-2-ylmethoxy)benzoyl]amino}benzamide

' | - 3- ({4-[ (5-met hyl i soxazol - 3-yl ) met hoxy] benzoyl }
hyafgihiids

enzam de was reacted with hydrobromc acid to
?I mm%)faﬁ ahmbg&lsq%&%&dtg tfg%ﬂa(eﬁ?ﬁ)%lggryﬁkalnﬁl@'\@oﬁ’ _dyclpRopyl-4-
m , S,
metly1-85{[¢-ipyridi)-2- }Bnlzﬁno(\s)beméyl Jadir®i} bérszantidd) was?remae@ m1th hydrochloric

acid %{%lvi a)e t]%e (é\?l]iogl%d,l M(D]\/@Jg R/é?g (%eg'?’r%%?g (m, 2H), 2.24

s, 315{*)6 1&4‘)'\@4# i&%@f)hﬂgg@ 2@{235332 (m, 1H) 7.65 (m, 2H) 7 81 (m, 2H),

7V-"cycl oprop met hyl'i soxazol -
7. 08)(&)21%) &dﬁ}(l]nbéHZ(ﬁﬂf} énm b)) Bﬁﬁz(mml Hy hed hahHsLMfl&erameetrum M+H"
Usi ng an anal ogous procedure to that described in
401. ‘Exanpl e 36, 7V-cycl opropyl-4- methyl - 3-(
Exaiipld 4f- met hyl i soxazol - 3-yl ) met hoxy] benzoyl }
‘_a'él‘mg benzam de was reacted w t hnmet hanesul fonic acid
N-cytcbopyppd-4-hethyltd-46pppidimd:ylkR oSphehzeyt] amihDNBGZdamjde sulfate

a4 i g oo o e i bed THBpple ity V- ppropyl-s-
metl{{?-a%é{j[%'Ds(%vyr?d}i_&-?ﬁggﬂg%%(k%be%z}ﬁ?ﬂ aféafi'%oj‘ bf%z,amﬁc}l_f?va% f@éi(étk:(?"é}s:l& sulfonic acid

fo gllvH)he iR, cbﬂlp©bnd NMRHpecivisss (RESCd; 0056 (i ZHEDAGS (LS, 2.24 (s,

3H)a|:r~8<i:%| 1&}?669 (8 2Het A (431D 32 59y 1D -2 GrrDnbXy (BedtD. 7.89
(m, 121@)’ ] é% %%{)ggtrkﬁatth{” Tj@cr | ﬁgﬁ"mp%ﬁﬁp LﬁJI)”Q/Ia%E‘ SBOALBIMSEH" 401.

re

xaﬁ_img ycl opr opyl
nmet hyl - 3- { g4 g}yrl di n-2-yl net hoxy) benzoyl | am no(z benzam
opyagnp

N-(5-Hey cwr'@qnyhlyawnaféhylahpwl&érfblqre hRaiding-

gLy PN solfusioetm - (VS01E) .56 (m 2

Using an analogous procedure to that described in Example 36, N-{5-
[(cyclopropylamino)carbonyl]-2-methylphenyl } -3-fluoro-4-(pyridin-2-ylmethoxy)benzamide
was reacted with hydrochloric acid to give the title compound; NMR Spectrum: (DMSOdg)
0.57 (m, 2H), 0.68 (m, 2H), 2.28 (s, 3H), 2.86 (m, 1H), 5.60 (s, 2H), 7.32 (m, 1H), 7.43 (m,
1H), 7.66 (m, 1H), 7.84 (m, 5H), 8.40 (m, 2H), 8.83 (m, 1H), 10.07 (br s, 1H); Mass_

Spectrum: M-+H" 420.
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(s, 3H, 2.86 (m IH), 544 (s, 2H), 7.18 (d, 2H),

7.32 (ni, IH, 7.65 (m 2H), 7.81 (m 2H), 7.98 (d,
WQ@RHo5/081460 (m IH), 8.36 (m IH, 8. 73 (m | H)PCEG82004/005241

(s, IH); Mass Spectrum M+H+ 401. Exanpl e 40

L/ - cycl opropyl - 4-net hyl - 3- {{7 { pyri di n- 2-yl met hoxy) ben

zoyl ] am no} benzam de sul fate Usi ng an anal ogous

%ure to that descri bed in Exanpl e 36,
| opr opyl -

N-{*nketmdprﬁm‘zlbﬁnw)xﬂrlﬂhnylm-}neﬂnylﬁhwwbhmow-dp@mdm}zbenz
am de was reacted with sulfonic acid to give the title
ylm“éB absiramigihygdeabrppyide  (pvBQd 6) 0.56 (m 2H), 0. 68

7 é&%ﬂ ag?_ll)géougsspég t%}_ﬁaq d.%{EEBE{Qn E)%%é}]ﬁe 7’;%7@ 2{('5')m
[(cchcbﬁropyZmﬂBdeﬁirbdnlyﬂ] 2- ﬁ1eﬂﬁlllﬂ‘dny125)ﬂuc&o%(p@ﬁﬂuﬁi‘%hn&h&@)benzamlde

(m | H) 85 (s, IH); Mass Spectr M-H+ 401.
was gﬁgﬁ% wét'lqr_ydrobronuc acid to give the title compound NMR Spectrum: (DMSOdg)

f
o7 Yo S CrtcepEAPybaf ) SCoMM i 2 sk b phee () a2
1H) Usfiém(m arH);sman (JlgpwH) 8 00@g UED, 8.67 (At HY &S (nhad) 9.92 (s, 1H); Mass

| e
n&l ﬁﬁ/l am no) car bonyl ] - 2- met hyl phenyl } - 3-f | uor o-
Exa ‘ %rl d| n- 2-yknet hoxy) benzam de was reacted with
hloric acid to give the title conmpound; NWVR
N- 10] 1a flPh&YCRrBony9)- B ed Wy 1p RéNyl}-8-fRfbr o8- (p3Fidin2- 28
e U 110160 (e By, 738 (T Hh,
ylmqh%’)bmzame metigmesulfonaty 7. 84 (m 5H), 8.40 (m

Mﬁiyl}-mg fﬁ %Eélg%pt} grgrgr%:hgf tz) tl(e{% rde%’nbeﬂﬁ E)%hm&e %@ eﬁ ! {r 5=
(cyo%ﬂr%ilélﬁﬂﬁbdéwdhgwLﬁﬂ‘leﬂ@l}ﬂﬁﬁﬂ?@ﬂﬂlmg ARy A InPDS i éthoxdr)bdnzamide

uor o-4- (pyridin-2- yl nmethoxy)benzam de hydrobrom de
was 198¢tag WA raﬁhwg@hﬁ@n@ ﬁ@dé@lﬁWé theditfereomppasdy NNEH Spectrum:

OMSERIRLS7 AR 2, 0l 280225 (5 3804061 B A6 3 Db s 21

7. 37(141 m%mm (i, afw vr@B mxympemzz»a(m Ci@I)Wﬂi% wameﬂgah\/fghhm) 8.25 (m

romc acid gl ve the titl co ound
1H), §p?e7cﬁnr,dnlﬂ) 8. QMIBOBHB)Q . (SJIM};M@&IM NiwH 22, 2. 25
E__I&EL@JED 2.86 (m IH), 5.48 (s, 2H), 7.32 (m |H)),
m IH, 7.64 (m 2H), 7.82 (m 4H), 8.17 (m

2-(1, gé%gfégia&o%lﬂbﬁﬁhox%-ﬁ{i{(g)fczd?mp?l-a%né)%arﬂdﬂyl]-msS

meﬂ‘MP‘!@YE}@o’ymhldpree@yamnxnomtehbbmyh}mmei net hyl phenyl } - 3-
ﬁl&% an aﬁ@é%@f{sg}ogedu}/e tm%hat %Xglc)r l?neé] ma]g‘l(ample 36, 2-(1,3-benzothiazol-2-

ylmethoxy)-N- {5-[(cyclopropylamino)carbonyl]-2-methylphenyl} pyrimidine-5-carboxamide

was reacted with hydrobromic acid to give the title compound; NMR Spectrum: (DMSOds)

0.57 (m, 2H), 0.69 (m, 2H), 2.28 (s, 3H), 2.85 (m, 1H), 5.10 (s, 2H), 7.34, (d, 1H) 7.49 (m,

1H), 7.55 (m, 1H), 7.66 (m, 1H), 7.76 (s, 1H), 7.99 (d, 1H), 8.10 (d, 1H), 8.38 (s, 1H), 9.11 (s,

2H), 9.19, (s, 1H), 10.09 (s, 1H); Mass Spectrum: M-H 458.

Example 45

2-(1,3-benzothiazol-2-ylmethoxy)-/V-{5-[(cyclopropylamino)carbonyl]-2-

methylphenyl}pyrimidine-5-carboxamide methanesulfonate
Using an analogous procedure to that described in Example 36, 2-(1,3-benzothiazol-2-
ylmethoxy)-N- {5-[(cyclopropylamino)carbonyl]-2-methylphenyl} pyrimidine-5-carboxamide

was reacted with methanesulfonic acid to give the title compound;NMR Spectrum: (DMSOdg)
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Usi ng an anal ogous procedure to that described in
Exanpl e 36, iV-{5-

W ¢@pobaps opyl am no) car bonyl ] - 2- met hyl phenyl } - BET/GBo00D005241
4- (pyri di n-2-yl nmet hoxy) benzam de was reacted with
met hanesul fonic acid to give73he title conpound; NWVR
Spectrum : (DVMsQd6) 0.57 (m 2H), 0.68 (m 2H), 2.25

<7$§1 2%')0 692%402}992 2@'@ 3H% 86 (;”BH') H g5 @ﬂgﬂﬂg%fﬁ%‘bzm 7.34, (4,
1H) 7 AP, (111711718 135 (hHH), 7 686111( ), 3H)6 (88135 7(99 (dl H), 881(B(d, 1H), 8.38 (s,

1, (s ). %é)gggﬁprfg)ﬂlzomg 19, §8:78' 60 ¢, 11 Masd Sectramy: M.H 458,

Exan%p(é 4¢3- benzot hi azol - 2-yl met hoxy) - 7V-{5-[ (cycl opr opyl am

rnojcar bonyl]-2- methyl phenyl }pyri m di ne-5-carboxam de
N-{3hlf chrebipropykieis)cacp aryllahaletgd phempyl pS a@yridini-0-ylathoxy)pyridine-2-

descrjhed i n Ex le 36, 2-(l, 3-benzot hi azol - 2-
Larbfx?whavmgmm@p[ (cycl oprgpyl am no) car bonyl ] - 2- net hy
| PSRKIhBXEIOTHE S6ecombAb it Aeld:fleq Y@Ex&ﬁ@%g%d%t h

hydr obrom ¢ to give the title co

[(cy@pmopylmmno)c(am@ﬁmﬂ -nRtiyThhenyl} -Zl-l)p.yrlﬂnﬁ?ly(1mth<2*j))pyr?d1ﬁ’é3’?
carb\%)?aﬁrgg%_%as fzeiq)8:tsed %V%y%mgrpﬂlcoacyd @gl(qﬁhe |t11:})e compwpgnq EQIMR Spectrum:
OV, 598 7 o208 2 5 40 i s s

7.58 inHI M5 8. 76E(mrm{)e7 85 (®; (H),3- Benz, Qthi 830(m22H), /8.3 h@xXYDH)AS.82 (m

cl oprgpyl am no cgr bonyl ] - 2-
LH), r}Qtlﬁ)ﬂLpﬁ’é %&E@Sﬁﬂéﬂ ‘)‘ & boxanmi de net hanesul f onat e

Usi ng an anal ogous procedure to that described in
Exanpl e 36, 2-(I, 3-benzot hi azol - 2-

yl met hoxy) - L"- {5-[ (cycl opr opyl am no) car bonyl ] - 2- net hyl
phenyl } pyri m di ne-5-carboxam de was reacted with

nmet hanesul fonic acid to give the title conmpound; NWR
Spectrum : (DVMSQd 6)0.57 (m 2H), 0.69 (m 2H), 2.28
(s, 3H, 2.52 (s, 3H), 2.85 (m IH, 5.91 (s, 2H,
7.34, (d, IH 7.49 (m IH, 7.55 (m IH, 7.66 (m
IH, 7.76 (s, IH, 7.99 (d, IH, 8.10 (d, IH, 8.38
(s, IH, 9.2 1 (s, 2H, 9.17, (s, IH), 10.17 (s, IH,
10.78 (br s, 1H); Mass Spectrum: M W458. Exanple 46
i V-{5-[(cycl opropyl ai ni no) car bonyl ] - 2- et hyl phenyl } - 5-
(pyridi n-2-yl met hoxy) pyp di ne-2- carboxam de

hydr obr om de Usi ng an anal ogous procedure to that
descri bed in Exanple 36, N {5-

[ (cycl opi Qpyl am no) car bonyl ] - 2- net hyl phenyl ) - 5- (pyri di
n- 2-yl met hoxy) pyri di ne-2- carboxam de was reacted with
hydrobrom c acid to give the title conmpound; NWR
Spectrum : (DMSQd6) 0.58 (m 2H), 0.69 (m 2H), 2.32
(s, 3H, 2.86 (m IH), 549 (s, 2H), 7.33 (m IH),




7.58 (m IH), 7.76 (m 2H), 7.95 (m IH, 8.15 (m
2H), 8.34 (m 2H), 8.53 (m IH, 8.82 (m IH, 10.13
W@ 2005068455 Mass Spectrum : MrH+ 403. Cl ains 1. APCDGBOWAM05241
of the Formula | R 1 wherein Qa is phenyl or
heteroaryl, and Qa may optionpally bear 1 or 2
substituents selected from hydroxy, hal ogeno,
Clailsi f1 uoronet hyl, cyano, amino, (I-6C)alkyl,
— (2-60Q) al kenyl, (2- 6C) al kynyl, (I1-6C)al koxy, (I-
C) al kyl am no, di-[(l-6C)al kyl]am no and
6C) al kox} Ri and R are each independently
I f‘é@i”é’&uﬁﬁi BH?WEP é@ﬁ _60) al kyl, (2-6C) al kenyl and
(2 6C) al kynyl ;grand Qo is phenyl heteroaryl or
heterocyclyl, ahd Qo may gpti onal |y bear 1 or 2
substit uenté sel e tes%f r hal ogeno, (I -
O al kyl, (2-6C)al yl,
(3- 6C)cyc|oa|k I, (3-60C)cy 5 (I 6C) al kyl ,
(1-60C) al koxy, 3- 6C) cycl gal ko
(3-6C)cycl oal kyl - (1 -6C) al koxy,> cakboxy,
(1-6C)al koxycarbonyl, N-(I1-6C)alkylc
N, N-di -[ (1 -6C)al kyI ] car bamoyl, (2 6C)al kanoyl am no,
(1-6C) al kyl am no, di [(I-6C)a|ky|]amno I
hal ogeno- (1 -6C) al kyI hydr oxy- (I -6C) al kyl ,
5 Wher(“ln 6C) al koxy- (I - 6C aI kyI cyano- (| -60C) al kyl ,

Q. 153’)1161[&1 og lhg c} a}'((lgj W&y t)gm%]é lgl%g%l;l Oér(i éu%%ﬂgllreg% :Sf’flﬁﬁ:ts(;l from
hydr&y, ﬁ@)aérﬁ)y 'tr?ﬂﬂo?&h@t}ﬂ}d C %no %)1 lsg?'llpﬁ Hglﬁ,r@lGC)alkenyl, (2-6C)alkynyl,

arm nostl phonyl

(1- 6@\)@1‘1&0@}79 (@ (GC)SHZ)/hlth ]Mdl%@hﬁyl]ammd) and (1- 6C)alkoxycarbonyl
-6C) C wherein any o

| kyl ph d
Ry kR EMaGeRHIGH G eis et RAToRes - 6N e nbighenyl and

10 (2-6(99 1S CH2 group which is attached to 2 carbon
( @)!%ﬁz r]a CH3 group which is attached to a carbon

Qo isghheny1EsteroRiyl BNBdtenscREA! ariOERGY opRbhIIGHHe R 1 SHBsHsBHRNts

one or nore substituents selected from hydr oxy, cyano,

selectedifrion hidrox C)tmldggho,,(1{0C)aliyla( Xk 6&Yalkenlyt, (Lpahdidaii no

nd di al k
(-6 R Sk ke ABhush 4T e 3-5C)axctsipsiing
(3- 668%}51}%1}}/&&/ ;@I@(ﬁlﬁ(bxﬁs‘%‘rﬁ&r&g%l gy@alk%)?%dzg}‘%on}wgf Fl' @Cﬁﬂqjlcsarbamoyl,
15 N,N- ﬁiyi(ﬂ{ﬁ@hlky]]car‘%lﬂo;ﬂ}ﬂgﬁi?)akkpﬁdﬁ@ :’Hihlh]y, (be@(lr)aIkyDih?lEol

t t t rom nal O an
AP AR oo eairi - e -{ O bid e alkoxy-(1-
6C)akS!, 854RA 1L EOMBY, IR0 -66)18%) @l ENatiyfi R Rlstsmyd1, &d1-
6C)alkyl]amino-(1 —6C)alkyl, (1-6C)alkylthio, (1-6C)alkylsulphinyl, (1-6C)alkylsulphonyl,
aminosulphonyl, N-(1-6C)alkylsulphamoyl, N,N-di-[(1-6C)alkyl]sulphamoyl and

20 (3-6C)cycloalkylisulphonyl;

and wherein any of the substituents on Q, or Qy defined hereinbefore which comprise a CH,
group which is attached to 2 carbon atoms or a CH; group which is attached to a carbon atom
may optionally bear on each said CH, or CH; group one or more substituents selected from
hydroxy, cyano, amino, (1-6C)alky! , (1-6C)alkoxy, (1-6C)alkylamino and

25 di-[(1-6C)alkyl]amino; |

or a pharmaceutically-acceptable salt thereof.
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(2-60C) al kynyl; and Qo is phenyl, heteroaryl or
heterocyclyl, and Qo nay optionally bear 1 or 2
waeshoteent s sel ected from hydroxy, hal ogeno, PCT/GB2004/005241
(1-6C al kyl, (2-6C)al kenyl, (2-6C)al kynyl,
(3-6C) cycl oal kyl, (3-6C)cycldmal kyl -(I-6C)al kyl,
(1-6C)al koxy, (3-6C) cycl oal koxy,
2. gsAQ@}lﬁ%ﬁh@éf HﬁélFo(lhluﬁ@)a@&d?e to EMiBOX ¥herein

6C) al koxycar bonyl )aI kyl car banoyl

o ishphsn gl pyrd ihil bm 1 pyriddzia$d), ahdkana @6hd1B; bear 1
< lsﬁ 6C)g%rﬁyylhlﬁ)nol Nl'é’? @?{a g’gapyliyl]za%) no, & i&yop Brbear 1 or 2

subshiaicig edlected fio@) mlwlnp, (Ryeebkybald @Q@Rlpky; (I -
Ry a‘%&%%‘lé(%)ég%ﬁ?%swﬁ%ﬁ Y(¥ f‘é@;‘aﬁa |h§{qiﬁo _,2!—_6%15y1k@—’6C)alkenyl and

(2_6@jaﬂ{8/(1§q» Gfa al kyl ] am no- (1- 6C) aI kyl, (1-6C) al kyl thi o,
al kyl sul phinyl, (1-6C) al kyl sul phonyl ,

Qy, isgstiengls hétbhjamt lor hNel(o]:ycﬁfzI) e k@l sialypas@tly bear 1 or 2 substituents
N, N-di - é -6C) al kyl ] sul phanoyl and
103

selec(cqgtbf@@@y 3l wq)gupgﬂ eﬁfgamkyhnﬁbm@mdkmym (g{ﬁﬁ)aikymﬂe
s I R e T e Rty e

(3- 6@709&'[6&1112&1 @-6¢Rn@k U(ﬁl Bk C 1 - 6®aﬁ<to§\§&ﬂ?(qqéﬁm, ol %@Bﬁﬂcalbamoyl

atom may optionally beaf on each
N.N-gnr#(1eaC)allayl C@bamt)ylt (et wlkeebdcamohof (leﬁﬁi}aﬂd@ﬂmmp, cyano,

di- (gﬁ]&?aghlﬁ%llllgéaag$( P](S%CMgl%yc{;x%/y-(l 6C)aﬁ2y:il 5yéc%nfkoxy-’
(1- 6@’)&%%9@1&8—%1‘1@@ an%»g%ﬁ% ableeyarit (it S@Taﬁg/flémlﬁo (A R6C)alkyl,

onpound accordin
di- [(G6@>aﬂ<321]amﬁoéi%Qﬁkﬂs(lpﬁ@hwwthw(lﬂQDalksdwlphmﬁlt nyl,

oS B s Tk AT o s
N,N--f @ %ld | Capﬁjan%y‘l aﬁafﬂ E‘?}@f/clo ngho%%l 4 A

phar maceu accept abl e sa

and \Qlwmﬁlaﬂﬂ o@fhetshEsti'_t@éﬂﬁQJdnﬁQL 0R0Og @Eﬂlhdlﬂletr@n@f&*e%ﬂlclﬁ’ Eomprise a CH;
Caim2 wherein Qo is phenyl or heteroaryl, and Qb may
gr 0111@) phiabrisbttgchioé & 2 tatbpn 2t091$b8tal(ﬂﬂi£gl’osp swlichit etladhedno a carbon atom

may? 9r oiigl’bﬁhal Y el? galg g%g’g@k&%lp one cgcl:n?rle lél?l:r;s)’éll'cuents selected from
s ey Bhee oot koo p B g,

di-[(l-aChedixyl ]anfihe;6C) al koxycar bonyl ,

N- 6C).al kyl carb N, N-di -[(]-6C)al kyl] carbanoyl,
or ar(h?gr@’(‘f)e&?lﬁ%{ﬁyiﬂcep tg) ﬁ%t thereo§c) al kyl ani no,

i-[(I-6C)al kyl]am no, hal ogeno-(I-6C)al kyl,

hydroxy- (I -6C)al kyl, (I-6C)al koxy- (I-6C)al kyl,

3. Cy‘ﬁmonmbulﬁi@))ﬁﬂlkfbmnaiaﬂ acno@dlm@@) @ldnyill or Claim 2 wherein
-6C) al kyl am no- (1 -6C)al k -[(1-6C) al kyl ]

Qa lsa)ﬂiﬁlpﬁd E\Il(% )pgpnyqimy]( myz@@)m{ myrlﬁaz;nyl and Q, may optionally bear 1 or 2

subst&m&q%%ej %(Lﬁ%n hh{%\yihaé%geg&( F@%) Bwégxgijﬂyé@alkoxy, ora

pharmaceutically-acceptable salt thereof.

4. A compound of the Formula I according to Claim 1 or Claim 2 wherein

Qy is phenyl or heteroaryl, and Qy, may optionally bear 1 or 2 substituents selected from
hydroxy, halogeno, (1-6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl,

(3-6C)cycloalkyl, (3-6C)cycloalkyl-(1-6C)alkyl, (1-6C)alkoxy, (3-6C)cycloalkoxy,
(3-6C)cycloalkyl-(1-6C)alkoxy, carboxy, (1-6C)alkoxycarbonyl, N-(1-6C)alkylcarbamoyl,
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N, N-di -[ (I -6C)al kyl ] sul phanoyl and
(3-6C) cycl oal kyl sul phon)d; and wherein any of the
waaisoseent s on Q which conprise a CH group wdTBB2@4/005241
attached to 2 carbon atons or a CH3 group which is
attached to a carbon atom maye opti onally bear on each
said CH2 or CH3 group one or nor e substituents
C I
NN%l‘?-l(g 6(32}(1%{]9%5&}&9& zc@%?%n%ﬂgylno W(1- barhahles!

di-[ (ﬁﬁﬁCDfﬂkﬂ@@lmbklydlI)mm(b @alm’bhwrmﬁeUBC9ﬂwly(la@©ﬁmw e
conpound. o mul a | according

(1-66 R o R o)l (- SCPGHNinop gy
di-{( P ftno-RCHZADN 1 6B o@‘ézEIfF)Mﬁ%EI%I‘
(1 6¢‘laﬂamdlphohm gmyﬂios;llphﬁﬁ}ﬂ{ﬁﬂfiam)&kylsg@ﬂ@mbﬂs)I inyl,
| aZz0 or ri do
SRS T T RS TR B A A8 RPN T

s Ubrécéyg%rggt ¥ yS ltfgecé)tu g@wf on zﬁgr’@‘t’}% haﬂ%%e n8H7 group which is
attacflgﬁ ﬁ)Cj &MBJ)TFB n lor a@‘ls %1)%3’ GhRflikYachba B9 8lk¥d atold 7 may optionally

O) al koxy cycl oalk
bear ()ﬁ <6¢D) xayctCHabk(/?H3 @Io@(b)nalok aye sulstibexs,selected from hydroxy, cyano,

| k b O al kyl b
aminky, NG IO » Iy G < ol s Seeinl Geayiky Temingesr a

| pha“é‘gf%@é‘%‘o’%@@&?‘% R oxy- (1 -50)al Ky

15

30

(1-6C)al koxy- (I 6C) al kyl, cyano- (I - 6|C) al ky: oy
| - 6C) I | - 6C) al kyl 6C
5. gumAFCan(me)l%PE ﬁ: mllgﬁlél(apc%@p)aqt&ﬁlaqgﬂ( I( ore@ﬁaﬁ valtqwa

Qp lsaqheﬁgsﬁ% l Su' llllﬂp'%" py%éylazﬁ?%lg%% @Ha{fﬂ?ﬂgf)%’ "thiadiazolyl, imidazolyl,

1soer0N‘l d(; g}&/él Zﬁé@{lkt}ﬁ ény W&’a!go%ﬁsroe umohn 1, 8¥1inoh1éyl
benz&tlhliﬁ‘zblyﬂ aepisdaPn, 2@]’111%&22)'[5/1 CAHID] Cﬁép%&ﬂl@%ﬂ’r Wb £ bubstuents

attached to 2 carbon atons or a group which is
selectdt faorh ddtoay shategehno(1 at@atkyh y2-6 4 dlkersl, | (2-d6Halkyon, each

-6 Qg etk £ éﬁfotﬁfyl%a%x& 1°€§>gﬁa/l Tostalkony. Gef dpveaetiory.

(3- 6?@&%1&%1‘8%?(%/“0){ g @%@)Qlk%ﬁ?cmbonyl N-(1-6C)alkylcarbamoyl,
N, N-gh( reelltyl] cabhmeﬂp@e@:(t)ahdaeoﬁadiﬁnﬂohelr-é©)‘alk}ﬁam1ﬁo

o R TS A At s
ISR B iR el s soryne
di-[(1-hE€hadioflJantinoAl mmbymd @Cﬁ)all«i‘uﬁhﬁo(l’rﬁt??am'yelggglﬂhﬂu, ng to

(1- 68@}@@&@%&@}% 9m§’é’ISIé1€b@W1>fl)h§In6ﬁ39%1kb1§‘é1ﬁh%m@b’1(I 60) aI kyI

s 1 RRTEER) b BB AL 1 S

and wherem any of the substituents on Q, which comprise a CH, group which is attached to 2

carbon atoms or a CHj group which is attached to a carbon atom may optionally bear on each
said CH; or CH3 group one or more substituents selected from hydroxy, cyano, amino,
(1-6C)alkyl , (1-6C)alkoxy, (1-6C)alkylamino and di-[(1-6C)alkyl]amino; or a

pharmaceutically-acceptable salt thereof.

6. A compound of the Formula I according to Claim 1 or Claim 2 wherein
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Qa is phenyl, pyridyl, pyrimdinyl, pyrazinyl or

pyridazinyl, and Qa may optionally bear 1 or 2
waaimsooeent s sel ected from hal ogeno, (I -6C) al RgT/GBRw4/005241

(1-60C) al koxy; Ri and R2 are each independently

sel ected from hydrogen and {776C)al kyl; and Qb is

phenyl, pyridyl, pyrimdinyl, pyrazinyl, pyridazinyl,

Ri aﬁleaéﬂJ eﬁbh uid@pé‘lﬂblﬂl}oiel/écted ﬁ%ﬁ%&@l‘oﬁlﬂs daz%@ﬁiﬁﬂl - 6C)alkenyl and

oxazol furanyl, thienyl, benzi
?B@Eﬂb’ﬁ orp @Baﬂmacqumﬁﬂ}’—lamﬁlptabtfewhdhma& ol yI or
pyrido[l,2-a]imdazolyl, and Qb may optionally bear 1
or 2 substituents selected from hydr oxy, hal ogeno, (I -
7. O al dovdpouh@ 0Pk FHokgiy! &otRy
(3-60 Cp cloal kyl (3 ééf(g:&gfﬁoél kT 1 or C a1112 Wherem R; and R; are
eaCh(llldW@llklﬁ)WleCtédB ﬁem) 1Q§dc¢g§alakld)@/~6C)alkyl or a phamlaceutlcally-acceptable
salt t{l?’I‘CG ) cycl oal kyl - (1 -6C) al koxy, carboxy,
F*8C) al koxycar bonyl, N-(I-6C)al kyl car banoy! ,
N, N-di -[(]- 6C3a|ky|]carbanny|, (2-6C) al kanoyl, am no
(1-6C)al kyl am no, di-[(]-6C)al kyl]am no,
8, hahogemould obly &lokytla [hyanrdmyg +§ Cl66) bivkytein (| -
. Q) al koxy- % 1-6C) al kyl, cyano-(1-6C) alﬁy
Qa isgihieRys piridyb)nyr 1p@v11myl( Plta%yquW@ﬁilnbL i QQ‘l@M@ptlonally bear 1 or 2

oAb HRE S0 B adair >

L | .
R, aﬁ%ﬁ?&%c??mﬂ C?élldeﬁﬁy(slsehec%%éfﬁjorg}i&%%aﬂhﬁm 6C)alkyl; and

Qu is(iBeigd) pyridydadykiytlidin h porayinyl, pRedaief ehizzaRy, tBihdbASyl, imidazolyl,

substituents on Q which conprise a CH2 group whi chis
isoxagplyhcrraerlyle ﬁl!al@)é,rtbt@nylab@mmaiazalymi-@qgmlxpyly\mmhhm}d
bear on each

B SERTS B LEEERAPRL By Sl 1 i
selecfelﬁl og‘l%?(li( ok rﬂaﬁ1 ggquo gﬂgﬁlgyf %8 (ény (7 6%&2]?}'}1@( !
(3- 6@l)byc[léélkﬁc‘03a6 )é?/&l@ﬂkﬂo(l -60)akkyl, (1-6C)alkoxy, f(3-6C)cycloalkoxy

har maceut i cal acceptable'salt fhereo
(3-6Q

eysontkd- (éf6Q)hlé0Ho catboay,| (1 s dalkdi ymrionyCNa{ Iv6Q)atirylcarbamoyl,

NN BRI plaATy ansho Re TOBISIDD- ety
d1-[(1b607@1®1}i1ﬁ1m(3 hﬁ[o}'elﬂ(b@rlé@ AN ) IRRIAGAYI 1] &Halk9), (1-6C)alkoxy-

c opr op enzam de;

(-6 BL Rz ARt 6Dl AriGiolkshntiony!-FCpike h

a1 D a6 8 5 ey G 6 bsdutihing) car bony
(1- 6d)1111<igrsﬁ1pﬂbﬂy1l @hinsﬁﬂﬂbl}o%m\ap @@)alkylsul%h

enz ) or 0- (cycl ragzao);l am no) car bony
N.N- 111]- -(12-—6@%1@1[] ipllllﬁnmo}'b@nd (Beafi dpcloalkylsulphonyl;
cl op r met hyl 4- (pyi -idin-2-yl met hoxy) ben
and ‘%ﬁvﬂl ahy ﬂ B éﬁ%}ﬁaeaté Onr\Qm:]zvgltcih@pnww¢ a f- eyl wBich iatfached to 2
carboﬁat%n% ?rzaP &(‘gg lugevhg&h%j/l)a%%& acg}b%(rjl ato%? ?nza?f%]pggnally bear on each
said fIfor( OMS Edupode ¥t ﬂ@?e@‘%ﬂtﬁ&ﬂg Qé‘lkclt@drﬂﬂﬂ% agﬁg anll 10
I"SOX ]j

N- cycl opr opyl - 4- net hyl net h

(1- 6Cé¥1h1?>‘>@>(]1tﬁtﬁ)&lkow XbﬁC)albylmenmaandcth-[a 6C)a1ky1]am1no ora
et Lt o0 20 -4 o enzon

0. A compound of the Formula I according to Claim 1 or Claim 2 selected from:-

3-{[4-(benzyloxy)benzoyl]amino } -N-cyclopropyl-4-methylbenzamide;
3-{[3-(benzyloxy)benzoyl]amino }-N-cyclopropyl-4-methylbenzamide;
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15

20

met hyl benzam de; o
N-cycl opi Op}d-3-{[4- (i mdazo[l, 2-a] pyridin-2-yl met hoxy
WO b@ampewpbi ani no} - 4- net hyl benzam de; PCT/GB2004/005241
N-cycl opi Op}d-4-nethyl -3-({4-[(2-nethyl- _
1, 3-thiazol -4-yl) net hoxy] bemgoyl } am no) bei i zam de;
N-cycl opropyl -3-({4-[ (3, 5-di net hyI i soxazol - 4-yl) met hox

4- (b@il]Zbeb(yFEy{S]-[(@yﬂldﬁbpﬁamﬁio%aﬁydn ﬂ he1 1(}jl 1eg1yll1enz mide;
-4-met’h y- {[4 &?, ZO]|‘l qﬁ

4- (beﬁ)gyi}/) g{@yrq Hﬁ%ﬁ?ﬁé@prg@dﬁtﬁ&o)dﬂﬂjd‘wl] Eﬂ'(ethy:]phlen}rl]l}benlzamlde

i e L

N-cy3topfdhyl-6 3n@hy103- op4- (]aPll?ldﬁlhz %%51%( c}\;a%}%bo%ﬂ%&}ﬂd)e

am no) - N-cyc opropy 4- nmeth
N-cyglopgswiyl- ﬂymjls(x,l)i- N4 G 53-(heyzob HQ{hnlemykﬁ)bbm}/qambmﬂbéﬂzaﬁnd@

Mo e b f R %yié@@éﬁ@qwbw%@ww@mm@
N- cyt:l‘éhi ﬂ4-(nﬁ’éfﬁ3blcb 4! '(5-}’1{ % B/f)ﬁggtlg&?/i[]belz l‘aqn#lo)obeﬂ%amlde

5- | ‘opr op
3-({4el(psh ( }1(2103—gmladla@iékylmlethbmwmyl)}bmmbalm dﬁ;]opropy] 4-

cla ropyl 4- et hyl - 3-{[ 3- net hyl - 4- (pyri di n- 2-yl et
meth#@x% %oyl ] am no} benzani de;

N- cy@l‘oﬁﬁ(f?hpm { MMI&?ZBP ﬁ)gfl% ﬁrghnéc(ﬁlo@')génzgylt]mnnog 4-

oxy) benzoyl
methpdb{e@;zap(ldggcl opr opyl ami no) car bonyl ] -2-net h}' | phenyl } - 3-f

Ny BB AR oA 2 oy PoB ot by phen) ) - 3- 11 uo

Y t hi azol - 4-yl) met hoxyj benzam de;
meth%?ﬂer{ze%r %ﬁg@ﬂé%&?‘g%eno)car bonyl ] - 2- met hyl phenyl ) - 4- [ (

N-cydoprogyln®{ iyl (B Sedimetiylidonaldl-4 1) hekivky rehtdiOrahgazan de;

cycl opropyl am no) car bonyl ] - 2- net hyl phenyl j
meth%e&aaﬁéeo 4- (1 ,2,5-thiadi azol -3- yl met hoxy) benzani de;

N"W‘%‘bg}?lﬁﬁ%’lg‘ggﬁgﬁhﬂd'ﬂm'(?, hyi h}agﬂ' az%% §l)§i al%hﬂ)é)pb%&%g?ﬁla]&}benzamide;
methl-Sef{eHo (- Hpydleptopamino) i dn3t][1-2- met hyl -
methy:lllial:qséntyniagmlo)c;‘rrbmll}?l]prl?eeltlgl)\(;/)jXl]ePh?/?)zg ﬁlroe}ltgm no) benzam de;
3-({4-[(2-chloro-1,3-thiazol-5-yl)methoxy]benzoyl} jamino)-N-cyclopropyl-4-
methylbenzamide;

4-(benzyloxy)-N-{5-[ (cyclopropylamino)carbonyl]-2-methylphenyl} -3 -methoxybenzamide;
N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -3-methoxy-4-(pyridin-2-
ylmethoxy)benzamide;

Ij; {5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -3-methoxy-4-(1,3-thiazol-4-
ylmethoxy)benzamide;

N-cyclopropyl-4-methyl-3- {[3-methyl-4-(pyridin-2-ylmethoxy)benzoylJamino }benzamide;
N-cyclopropyl-4-methyl-3- {[3-methyl-4-(1,3-thiazol-4-

ylmethoxy)benzoyl]amino} benzamide;

N- {5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -3-fluoro-4-(pyridin-2-
ylmethoxy)benzamide;

N-{5- [(cyclopropylammo)carbonyl] 2-methylphenyl}-3-fluoro-4-[(2-methyl-1,3-thiazol-4- yl)

methoxy]benzamide;
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N-c}~cl opropyl - 4-net hyl - 3-{[ 3- (pyri di n- 2-yl met hoxy) ben
zoyl Jam no j benzam de;

wWOR§5/0p 46y cl opr op} dam no) car bonyl ] - 2- net hyl phePgT/B300f1005241
uor o-4- (1, 3-thiazol -4- yl net hoxy) benzam de;
N-cycl opropyl - 4- net hyl - 3- ({37t hyl - 4-[ (2- net hyl -
1, 3-thiazol -4-yl) nethoxy] benzoyl )am no) bei i zam de;

N-{ ’5[5{'(&35’1%)@@155@&@@6%%0%9] Qoﬁlgﬁi;'%@ﬂfyl '42[(§r,'§td'f1¥1|e@1|§/ﬁ§9xa%l £ y{)
met hyl i soxazol - 4-
InﬂhﬁﬁfhbiWPM@emﬂmh9¢benzan1de N-cycl opr opyl - 4- et hyl - 3-

N'{5§[|[($}é>?e 6%3%%%%?%]03?4]':}6?d| alnglglllgﬁd— ﬂq‘%f)ﬁlyql %ﬁ-(chladlazol -3-

ylmefifbxk{bbRzdntigy.cl opi Op) Ian1no)carbony|] 2-met hyl phenyl } a
m no) car bonyl ]-2- net hyl phenoxy}met hyl )-2-fliroate;

N-cygloptvipyt-é-nNtE8-3- ([By(d | Sephiazpitt-aimeanpepbaonyl]im@royeitiite

N-cy oggﬂpglr-%-%ﬂrsg%[{]{éi&% ém'\qiﬂoéﬁ%%n?}gyﬁ%gﬁm 2- et hyl phe

methBiy]bénz%yK‘hm%‘lc;)ﬂérﬁéﬁluf -yl met hoxy) benzam de;

N-‘Cycl opropy ({3-1(3, 5-di met hyl i soxazol - 4-yl ) met hox
N-cygipbepyloginetimil :3e)[3 4pyndinidy} lnenragitdazoyljJamino ) benzamide;

: I | - 4- et hyl - 3- :
NS SR o bRl 2oy bbemdicy e dst! Pabiarel+
3-[(2-chl oro-
yhne%%ﬁ%%d?;;l ) En(et hgxy] benzoyl } am no) - N-cycl opropyl -
N-cydlopropy iHnieelny2-S3a( Genethyl 4-[(2-methyl-1,3-thiazol-4-yl)

I bon) ' I ] - 2- et hyl phenyl } - 3-
et B SRR R 1) b 11

N-{ 53/[563@10?%)@995 %‘rblgfé%/l% bl_zlﬁgt%l%e ﬁﬁz [giegn Zdbmf:thyhsoxazol -4-yl)

rnah@qy menethyiteniarhidenzanm de;

N- Cy%?f‘lyo}’éilﬁﬁﬁ%%ﬁgﬂ%%% ;1_43(1{},5 g Ryri din-2-yl ethoxy) ben
ﬂnwﬁbﬁ%%k&ﬁ?ﬁ%¥1ﬁ§b&gﬁgl 4- met hoxypyr i di n- 2-yl ) met hoxy] be

nzo énzam de;

methN-G (i@t Q{fr [Ipydlep'i opYldm{rloFeafhdrgtiocrsatyyHehpy hineHo)cazbitlyl 0B

hoxy) ben Jamiio]-4- methyl beiizam de;

meth:](&p]awggpétgylp .23ﬁ1[c(ag,c, {[5-(I-hydr oxy | - mst hyI et hyl) pyrid

s-chlbbe: KULTRIBRR D Ol A0 rlew 4 @ENERm. o

ylmethdxy)behrzghjideet hoxy) benzo} d] ammo} - 4- net hyI benzam de;
3-chloro-N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl}-4-(1,3-thiazol-4-
ylmethoxy)benzamide;

N—cyclopropy1—3;( {3-[(3,5-dimethylisoxazol-4-yl)methoxy]benzoyl } amino)-4-
methylbenzamide;

N-cyclopropyl-4-methyl-3-{[3-(1,2 ,5-thiadiazol-3-ylmethoxy)benzoylJamino } benzamide;
3-({3-[(2-chloro-1,3-thiazol-5-yl)methoxy]benzoyl} amino)-N-cyclopropyl-4-
methylbenzamide;
N-{5-[(cyclopropylamino)carbonyl}-2-methylphenyl}-3-fluoro-4-(imidazo[ 1,2- -a]pyridin-2-
ylmethoxy)benzamide;

N-cyclopropyl-3-( {4-[(4-meth0xypyridin-2-y1)methoxy]benzoyl }amino)-4-methylbenzamide;
N-cyclopropyl-4-methyl-3- {[4-(1-pyridin-2-ylethoxy)benzoylJamino} benzamide;
N-cyclopropyl-3-({3-[(4-methoxypyridin-2-yl)methoxy]benzoyl} amino)-4-methylbenzamide;
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N-cycl opropyl -3-{[4- ({5-[ (di met hyl am no) net hyl ] pyridin
-2-yl }met hoxy) benzoyl ] am no} - 4- net hyl benzam de;
woreaolipb1465 ({4-[ ({5-[ (cycl opr op} 4ani no) car bonyl PERGB2004/005241

nmet hyl phenyl } am no) car bonyl ] phenoxy} net hyl ) ni cot i nat e;

N-cycl opropyl -3-{[4- ({5-[ 2-{80 et hyl am no) et hoxy] pyri d

i n-2-yl }met hoxy) benzoyl ] am no} - 4- net hyl benzam de;
N-cydtdptopsi-ag(aimsl i B9l A r

SO L RS (oD ridin 4 ARt AB A bR B Y

. hoxy} benzoyl”)am no
methyilbeypednaige;opy| - 3- (

-[ (55 ridin-2-yl)niethox}']benzoyl}am no)-4-
N'C3&€)PLQ§)FVBE¥K g{-‘ gﬁ%@ yl}?@f%}r 12-myetlzylethyl pyri}dill-Z-yl]me)t/ho}xy} benz)oyl)amino] -4-
meth@tehAmbidé;5- [ (cycl opropyl am no) car bonyl | - 2-

met hyl {)henyl }ami no) car bonyl ] phenoxy
N-cyrloptdpyl-3-dy4-( -I{sopropglabxy)hetie/]]pyridin-2-yl} methoxy)benzoyl]amino} -4-

cycl apropyl - 3-[ (4-{[ 6- (hydroxynet hyl ) pyri di n-2-yl] nme
“wﬂgﬂﬁﬁy?ﬁaﬁzoyl)anino]-4- net hyl benzani de;

oA OO A YO 2t g+
methytbehzdnbideizani de;

o L BB S 1 o o o e
meth %lgﬁ%gléggﬁﬁbgﬁ%l?@{é F?@}?[Feﬁl-l}?)dlli%?jﬁtleéll am no) et hoxy] net

N-cyhlpbiopy¥-3-d[ 4 B-[2-(dimethylamino)ethoxy]pyridin-2-yl} methoxy)benzoyl]lamino}-4-

) et hoxy] benzoyl } anm no) - 4- met hyl benzam de;
meth bE?@FTBg‘?ropyl _4-met hyl - 3- ({4-[ (| - oxi dopyri di n-2-yl ) ni e

oSO PRI AT sy sy +
methpibdezaafille;2- a] pyri di n- 2-

I h i.m_di ne-5- b i de; N
N-cyflsPropEp i plEpy HEE) S bO Ry hosa heuayl pméns idymeds enzamide

3 c e A MSi Al A4 e
ey O SIS 5. ol ey 2.
methylphenydlj anige )b yiipheh oy inteadilperidde Cashessg Mtse:

5- I I 'ami no) car bonyl | - 2- met hyl"phenyl } - 2-
N-Cy&olg@p%f-ﬁ%ﬁg{ﬂ?p Q@rmghgll)pyridin-g-y]l]methoxy} gelgoyl)gmi{lo]—él-[ (

10Xy] pyriniidi ne-5-carboxam de;
methﬁb%@%[]%%cl opr opyl ani i no) car bonyl ] - 2- net hyl phenyl)

N-cyeldpiop}1- 5@ freL Iy diokly Aymag@let3A)pyridin-2-yljmethoxy} benzoyl)amino]-4-
yl ) met hoxy] pyri nii.di ne-5-car boxamn de; ,
methybenzamids;cl opr opyl ani no) car bonyl ] - 2- met hyl phenyl } - 2- [ (

N-cyéloﬁr’oﬂid@f WH(BJ {r&-P&ﬁétﬁ}zlfgllnﬁl?o_)ethoxy] methyl} pyridin-2-

yl)methoxy]benzoyl} amino)-4-methylbenzamide;

N-cyclopropyl-3-({4-[(6-{[2-(dimethylamino)ethoxy]methyl} pyridin-2-

yl)methoxy]benzoyl } amino)-4-methylbenzamide;
N-cyclopropyl-4-methyl-3-({4-[(1-oxidopyridin-2-yl)methoxy]benzoyl} amino)benzamide;
N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl}-2-(imidazo[ 1,2-a]pyridin-2-
ylmethoxy)pyrimidine-5-carboxamide;

N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -2-(1,3-thiazol-2-ylmethoxy)pyrimidine-
5-carboxamide;

N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -2-(pyrimidin-2-ylmethoxy)pyrimidine-

S-carboxamide;
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20

yl ) ni et hoxy] pyri rni di ne-5-car boxam de;
N-{5-[ (cycl opi Qoyl ani i no) car bonyl ] - 2- et hyl phenyl } - 2- [
W@ 30161393 pyri di n- 2- PCT/GB2004/005241
yl ) met hoxy] pyri m di ne- 5- car boxam de; N
{5-[(cycl opropyl am no) car bargyl ] - 2 nmet hyl phenyl
}-2-[(1-nmet hyl - 1H benzi m dazol -

T SR BT S5 s
yl)maﬁw py&immhﬂeyﬁ-rcm%kmnyl} pyr| m d| ne 5- car boxam de

[ (cycl opropyl am_no) carb 1 nmet hyl phenyl ) E
N SeHSIPROTR Iy RELeHEDop) Wyt e PRl 3-1(barbws P
yl)metﬁogﬁh‘%}ﬁ?fd@ _g_g rbgféﬂ’%ﬁgt hoxy) - N-{5-[ (cycl opropyl am no)

enyl }pyi -i m di ne-5-car boxam de;
N- {sbﬂ(«{y!é}dpm»@rﬂmb)w}mmn)maﬂhp@nwn2 [0 B mpineRYH }py2azol-5-
i n-2-yl et hoxy) pyri m di ne-5- carboxam de; N
yl)me{t ownwn@{m@yar RpxaBdear bonyl | - 2- et hyI phenylj -2-(|

N iR IR B RO P RN - 2

yl)me{l\tll_g(dbt}q%)ﬁnﬂrdyﬂdm-hm&yérﬂme;I m di ne-5- car boxam de;
cyclopro o
N-{5¢[4eyjet cmrwémpp)ypéqonxlj 2-methiphend et boyathid thbszbishazel-2-
l)m%l_% % m 1ne -5- carﬁ)hr\(elmkl)ﬁnzam de;
Y )@/f%rcyc opr opy anil no) car bonyl ] - 2- net hyl phenyl )
N-{5¢] dislildinidio)carBdhi0o0yth Bih¢phb:fa 2 lin-1-

{ G?w%fc% opP):'Syl e;?n@no 1c£?@gn1§/bafn g%ﬁg?ﬁ)?llghenyl} 5-(p
ylmethioxy pyHnpding-Fegaeog Wam ne- 2- car boxam de;

N- {Si(/c((?{cg)ﬁ%céoafla?fn%ng%ﬁg lgg ?S%y?p gh yrip)éy(]qlkl)l%% m)é }lme hoxy?pyll\llimdme 5-

carbdMaliddd; (cycl opr op} 4am no) car bonyl | - 2- met hyl phenyl } - 3, 5-
di fl uoro-4-(pyridin-2- yl nethoxy)benzam de;

2-(1, ebenasitiaiprad pyy Imetheay hi- ¢ BH(E{dorfropylamitey¢anhenydii2r- 2- y1 ) me
t J.ben I b d
methK}Png e@ﬂg?{ }}amg{;o egz??;r F(S met hyl pyi -idin-2-yl)m

N—{S% Q%Mﬂﬁﬁb)c@moﬂgmﬁelﬂéﬁmpﬂ@nyl‘d -(1-pyridin-2-ylethoxy)pyrimidine-5-
cyclopropyl {
carbdx4migeyr i mi di n- 2-yl met hoxy) benzoyl ] ami no) benzani de;

N-{5 w%&pf&ﬁ?ﬁ%TBEﬁlﬁwhﬁg me’éag/lphgl?})“ ! da Z§ f 11azo¥4 netﬁ&@)??rimidine-

5. car%%h@ ropyl - 3-{[ 4- ({6-[ (2-net hoxyet hyl ) ammD] pyri di n-
)mst hoxy) benzoyl ] am no}-4- net hyl benzam de;
N-{5- [(cyclopropylannno)carbonyl] 2-methylphenyl}-2-(pyridin-2- ylmethoxy)pyrimidine-5-

carboxamide;

~ N-cyclopropyl-3-({4-[(5-cyclopropyl-1,3,4-thiadiazol-2-yl)methoxy]benzoyl} amino)-4-

3]
th
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methylbenzamide;

N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -6-(pyridin-2-ylmethoxy)nicotinamide;
N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -5-(pyridin-2-ylmethoxy)pyrazine-2-
carboxamide;

3-({4-[(6-bromopyridin-2-y)methoxy]benzoyl} amino)-N-cyclopropyl-4-methylbenzamide
N-{5-[(cyclopropylamino)carbonyl]-2-methylphenyl} -3,5-difluoro-4-(pyridin-2-
ylmethoxy)benzamide;
N-cyclopropyl-4-methyl-3-({4-[(6-methylpyridin-2-yl)methoxy]benzoyl } amino)benzamide;
N-cyclopropyl-4-methyl-3-({4-[(3-methylpyridin-2-yl)methoxy]benzoyl } amino)benzamide;
N-cyclopropyl-4-methyl-3- {[4-(pyrimidin-2-ylmethoxy)benzoyl]amino } benzamide;
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N- cycrlelzeropylrfigmatwhyéréir[él4 -G F4-trpeth e Frmy

N-cycl opropyl -3-({4-[(6-{[ 2- (di net hyl am no) et hyl ] am no
}pyridin-2- yl)nmethoxy] benzoyl ]

W@ri0s0§ 43 met hyl benzami de; PCT/GB2004/005241
5- (benzyl oxy)-N-{5-[(c}' cl opropyl am no) car bonyl ] - 2- mst
hyl phenyl } pyri di ne- 2- car boxgpide
N-{5-[(cycl opropyl am no) carbonyl ] - 2- met hyl phenyl } - 5- (p

T
N-cydl&lﬁésp@}lli&% {2ayb) @hﬁﬂﬂoﬁ@éthylbm]jﬁrldmﬁ-&l‘ methoxy)bAenzoyl] amino}-4-

phapnaceutical | y-acceptabl e salt thereof. 10
methylpeseawides or preparing a compound of the Fornmula I, or

eGSR 0 SRR R A el

yl)meixyieazdyll) an@hoﬁ4aﬁdthyméxﬁdm¢t&ljl vative thereof, wt h an
am ne of the Formula 111 O under. st andard a

(bemh@xyﬁ@i«r{rﬁﬁ@yélémwla@mo}cmh@né n@hﬂ@ﬁnmpyﬁﬂ@eg cgnboxamlde
e BPHE e fo B nSp b B GBS B >

carbok &AM &A@l any protecting groups; and (il ) opti onal Iy
form ng a pharmaceutically- accggt abl e sa S

¢ngyl] e?xY}é)ﬁn%fb’ Jeiurolbenzamide;

atlve ther Q- O HIVwth an
orapgmﬁ aicﬁlém&ﬁy'aﬁ%ep%g)l%e\ltthe/ll * under standard ami de bond

formng, wherein Qa, Qo, R and " R2 are as defined in
Caiml1l or Aaim?2 and wherein any functional group.is
10. optA preadsyfopprepasingsaicoraprind of herlerpvialy onplarpperugictlishg

1y f
accerffity Ribtertu Ry HBE bl e sart: (c) for the
(a) prr@&%ﬁ?ta'tﬁﬁz&é aéid OGP RO, I11d1Q deavated derivanke feirdvia

substi tuent on or @ is (I- OQalkoxy or substituted
(1-60C) al koxy, (Rz 6C) al kyl ang no, di-[(I-6C)al kyl]am no
or substituted (I- C)al kyl g nq, the al kylation of an
am de derivapj —Hiae, r mul 3 erein a
substituent on or Qo S . pr amno. 11. A

in the treatnment of

phar maceuti cal Qonposition/tor
di seases medi ated by I

with an amine of the Formula III
N —<

under standard amide bond forming conditions, wherein Q,, Qu, R and R; are as defined in

Claim 1 or Claim 2 and wherein any functional group is optionally protected , and:
(i) removing any protecting groups; and
(i) optionally forming a pharmaceutically-acceptable salt;

(b) reacting an acid of the Formula IV, or an activated derivative thereof,

R,

o)
Qb+O—Qa—<
O—H \Y

Ry

with an aniline of the Formula VI
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cyt oki nes whi ch conpri ses conpound of the Fornula | as

clained in any one of clains 1 to 9, or a
w@b@soeeut i cal | y-acceptabl e salt thereof, in PCT/GB2004/005241

association with a pharnmaceuticall yaccept abl e dil uent

or carrier. 12. A conpound-gB8-the Formula | clainmed in

any one of clains 1 to 9, or a

pharmaceutical |l y-acceptabl e salt thereof, for use in a

nmet hod of treatnent of the human or ani mal body by

therapy. 13. A ¢empound of the Formula | clainmed in
any one othN' 09, or a
phar maceut i cal | aept abl e salt thereof, in the
manuf acture of a nedi canent
Formula | clained i yone] of clains 1 to 9, or a
pharmaceuti cal | y- aggept'abl e salt thereof, in e
manuf acture of a rredi canent for use in the treatnent
| [
undefSar B £flde BARSKOhANR TRAIA e QB GBI &6 aREs dckimed HClaim 1 or
Clain®? afll ¥hBRinlardyofuflctidial gropp &y (b]"ﬂtbﬁblllly patdcyedaaeept abl e
thereof, in the manufacture of a nmedi canent for use in
thét)r e AEMEVINSGRY PHUCAHREEXQIPAr t hritis, asthma, chronic

oPThL Rt B B v

(©) C Qe ﬁcﬁﬁrzﬁli%ﬁrotf afcBhipdld of BEPBRANIG I k’@l@fetm ds®RE8RnP6n Q, or Qp

psori asi
is (1-6C)alkoxy or substituted (1-6C)alkoxy, (1-6C)alkylamino, di-[(1-6C)alkyl]amino or

14. A compound of the

substituted (1-6C)alkylamino, the alkylation of an amide derivative of the Formula I wherein a

substituent on Q, or Qy, is hydroxy or amino.

11. A pharmaceutical composition for use in the treatment of diseases mediated by
cytokines which comprises compound of the Formula I as claimed in any one of claims 1 to 9,
or a pharmaceutically-acceptable salt thereof, in association with a pharmaceutically-

acceptable diluent or carrier.

12. A compound of the Formula I claimed in any one of claims 1t0 9, ora
pharmaceutically-acceptable salt thereof, for use in a method of treatment of the human or

animal body by therapy.

13. A compound of the Formula I claimed in any one of claims 1 t0 9, or a

pharmaceutically-acceptable salt thereof, in the manufacture of a medicament.

14, A compound of the Formula I claimed in any one of claims 1 to 9, or a
pharmaceutically-acceptable salt thereof, in the manufacture of a medicament for use in the

treatment of medical conditions mediated by cytokines.

15.  The use of a compound of the Formula I claimed in any one of claims 1 to 9, or a

pharmaceutically-acceptable thereof, in the manufacture of a medicament for use in the
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treatment of rheumatoid arthritis, asthma, chronic obstructive pulmonary disease,

inflammatory bowel disease, multiple sclerosis, AIDS, septic shock, congestive heart failure,

ischaemic heart disease or psoriasis.



