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WD 2005/ 005442 PCT/ GB2004/ 002606 1 SI LI CON COVPOUNDS
AND THEIR USE Field of the Invention This invention
WO edoaes4t o conpounds and their use in therapyPCT/GB2004/002606
Background to the Invention,5 Gonadotropi n- Rel easi ng
Hor nrone (GhRH) plays a key dole in the biol ogy of

ot mone- 1 of o SN GBEDUNBR Rup THEIR b "

_ t
E%#@%rp Ser-Tyr-dy-Leu-Art-Pro-G@y- NH2 or
p- EHVBGhREIGIdHZ)ates td compdunds ard theis usé in therapyli al

basal t hal.anmus froma | arger precursor via
MME&&QL&@B 198, The peptide is released in a
puI S t [ : '
étdn'a\?ﬁ%ﬁlﬂ@ﬂeglsa% tl-ikfrglﬂ&rfseﬁrﬁ]ﬂ)hpﬂsgé a ?(e? ra5|tety.'ﬁ f#Hd 9Blogy
of mspecpdtmtlsan( GriRA isateorknawe aSiytemizing hommweleasing hormone
(ltl'ﬁgﬁ'@ ors) in the anterior pituitary gland | ocated at
a

se of the brain. Here, GhRH. triggers the
rel egpe GﬁRHLﬂe@a EBidE (P56 T0HiE r-Gly-Leu-Art-Pro-Gly-
B g&w W@H) y y

follicle- stlrrulaln hor none bot h of whi ch

Niteoty gnEHWSYELR els tcgmeddm Meprery .of the medial basal

B P BR3P R HRBEI Toepovice s

refsadetd m@bhl%bhl@uh@rﬁm@r iftel the Piteitamygdrtal icircukitien systém where

spermformatjion in _nen. \Wen correctlyfunctlonln

Gﬂ"ﬁé‘* tﬁ%@@ﬁtﬁ with higheaffaityiegeptons EhirrREMEMPraBg Q-qujpln coupled
resgté tors ﬁl k! drit&ddr réjﬂptawglgﬁa'l&ﬁ#& % BaQQ B"f‘ﬂ'f’é brain. Here,

ogene3|s a nor na I ons
GnRH. tribgers dine release af futeinizimg fhoamdne e(khlz)larmiefoﬂldma’mmulatmg

ORI, PPILST BB SR AonE o AR5 (RNedptppins). LH
sfR0RAs rSrBGuél‘RfH éﬁe@t‘ostﬂ?@ﬁé ah@Rstaale lrpfrmﬁéféfe%tdrﬁbvarles

Sensitivity to GhRH reduces until the onset of

rgspieetivsly, Whitat & Stsstimdatasdollicte gmwéh in worRien@nd spgrmtiermation

R e
VBRI IBRRH aYe BeWtal for the niintaldingyof gor@ﬁ’rlsterombgeﬁegs and for
and pulsatile LH secretion ensues. Later in

neierlfupetingsofreprasiiciian relatrd fo.groyth aad S&efugﬁw\reéogment-
2R LIRSS SIEALBIY 4 R A o G anc
theugeraddteopiinRFirst elppese in thes (batas iat ahdub denm veeakd afngestation.
Sgr%_ljti\r/i%} t%aér?RﬁnrgdhggsSuﬁtﬁ%é) gﬁseét%?pugg y.e‘ﬁ%érae Is Qnowever a brief
rise during the first three months after birth. Prior to puberty, the FSH response
to GnRH is greater than that of LH. Once puberty begins, sensitivity to GnRH
increases, and pulsatile LH secretion ensues. Later in puberty and throughout
the reproductive years, pulsatile release of GnRH occurs throughout the day, with
responsiveness to LH being greater than that of FSH. Pulsatile GnRH release
results in pulsatile LH and FSH release and thus testosterone and estradiol
release from the gonads. Post-menopause, the concentration of FSH an LH rise,
and the post-menopausal levels of FSH are higher than those of LH.
Chronic administration of GnRH agonists and antagonists results in
decreased circulating levels of both LH and FSH. GnRH agonists are



10

15

20

25

30

30 rel ease fromthe gonads. Post-nenopause, the
concentration of FSH an LH rise, and the
w@oms/ooamppausal | evel s of FSH are hi gher thanPtTG8e00ai002606
LH. Chronic adm nistrati on of GhaRH agoni sts and
antagoni sts results in de@reased circulating |evels
of both LH and FSH. GhRH agoni sts are WO 2005/ 005442

comPdUGER A MIMREETd oY U G th btivihulateTeceptolegerthe pituitary
GnRH t?,st iimul ate receptors_on the rpitui taé%/ .gl and,
glands riesylting im releper o8 Ld1 apd Bpld- Fajter asttansient; s ¥ gapadal
M I " r t H o n n .
nofrhf HRoRARREN RS FRPERECRE crfBnfe aiifsyration of GrRH
agayets retalts inddvirsregulatiomoefitieg GriRH ceceptorsh & hiddwn-regulation

receptqrs.. This down-regul.atjon 5, and,desensitjzati
and gespralization Teaui iPaURtoN S B craHIZtnG el ef H gnd FgH.
|nﬁﬂgteﬁ%lﬁ-m$; erﬁBﬂoh%eSlécér‘B%Hﬁd&%rﬁfBr%’F%é@i dienced, GnRH

nonal are experience RH agoni sts 'have been
agohistsprhiever rizaen rtbat preferfest teestmentr ford -sextendichdependent

et R BYRBIRlTk, o T OIS HeNes hEet segf Festife ingtosterone
prdéfélgﬁbﬁ,t ershy fFedudihd prosiatePVEIain@t inCbénigRptbatitia Rperplasia

and sl'owi ng tunour growth in prostate cancer.
(BRydY and sipwingdumesy growilsia prestate saacem Sueh coawonpds have

alsg heiive e DR GPdea and BvoBiPbimesty
evalrupddeit years] GaREl belegoaistvhave bezvmeravaitabigifat elinical
effect on the pituitary but w_thout the observ

: ed .
evalpatien. aseiavaegnshonHgdiaveas immedigte eifpghon the pituitary but
witﬁ&&tatﬂe%b%%ﬁé@ﬂé}%%c?%‘a‘éﬁté&%ht nis2s. U&gcﬁ@ﬁkﬁ%}ka nists

ovarlan, breast and prostate cancers. er uses O
hasbeanoepartex] fandhe treatmeioinaftaviavisins bfeast Bodipngstate cancers.

i 59 B8 oDl e DY P 5 8PPl
with] éé?ﬁ)z Uterife AHotha Coteritti bhaRM¥mndR &) stibefisédsdd (including

secondary anenorrhea), and precocious puberty. These
polyoysiimoussianediseassd, prestatisthypertroptty, emenoyineadeeg. isecondary

amifiohiepl AR ERoTols Bty o R bfbundingy e ublin
thegsyngstotriztipirsliefiof enstruaisyndtame(PKIS). Antagonists may also
sper mat ogenesi s s mal e contraceptives),

be usel fRrROUAteap égégétioﬁcﬁf@@ﬂaé%@p@a Apmgie mEs et
soRRAPRE TR e g7 BSR4 baman of mee sex
offgnderst BnRidaEmagdnisbsi and sgordistsdesier peken shown to have utility in
treatments where a reversible suppression of the pituitary-gonadal axis is
desired.

The presence of GNRH receptors on anterior pituitary cells and several
tumour cell types offers the opportunity to develop drugs that act upon receptors
to treat both hormone-dependent and hormone-independent cancers.

Conventionally, androgen deprivation has been the most effective
systematic therapy for the treatment of metastatic carcinoma of the prostate. The
prostate gland requires androgens for normal growth, maintenance, and function.

Prostate cancer and benign prostate hyperplasia, however, are common in men

and develop in an environment of continuous exposure to androgen. Utilizing a
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The presence of GhRH receptors on anterior pituitary

cells and several tunour cell types offers the
woppsnoumity to devel op drugs that act upon reRP€PGBR®4/002606

to treat both hornone-dependent and

hor mone- i ndependent cancers3 Conventional |y, androgen

deprivation has been the nost effective 30 systematic
GnRREr aptagonist fee intewepiiiia pittitartaenasal @xsrreddeas afdrogen

T

Pr oSGARHE ditagetisiitiapravea direetdfisct ohyuaonf gﬁJv@th by blocking
however, are common I n nmen and develop in

feéﬁmof%ﬁﬁéhﬁ ttsnou,rocmll.sn e sheseperiines tresdhat Ef@,&‘éwnd both to sex
e§' OE{rQ(Q 44%&%@{ iSBGN S %6%@?&1\@1 [slowing
gonl S O i n errup t ul tary gonadal axI s

tumdm grsvihiyrteaganechrisine! BintesGuRHesoéptors ard present on many
growt h m)dul ation. GRH an%a oni st rgaé have a gi recb
prapiee Engnb Fe@sh $RNGRL REHS. bY NBF Jerenlly PeeRdpopPrsed that SnRH

arﬁé’é@?ﬂ&ts‘?ﬁé#%lso@é eﬁ@&ﬁ%t i‘r%%gﬁrg %H%rfﬂ?ﬁea ESERht Athburs.

or mones an direct nt'agoni sts
Redent| ldetaturef €ramples indicatethat GnRHmecgpm farbypresent on a

e o engaecel Baet. PohR ERIBLIArasals, aBeh duetieshiarers
(sBé Rﬂ@@%ﬁlémor@@%m@%pmwta OR. Ah&rel. 199y Bgﬁ? I267-263;

in treating non-nhornone-dependent tunours.

Jurigwantiated @é Exosipla 199N 082S, 61 6hAT2,hraloie @étaér &ntadeOncol.

1955 TRt AP0 g KOMRE B ol 0 Chnesiont, PR 20 5%ce

for meiiable GHRH agt@itnists halve, priviatily Ddedl pe dli analogues of
Androl . 1997, 69(4)(&9‘6257 263; pJun yvlrth M

GrRRbs{saes frIoexample3) WORH03G58). ). SHaRtss; @nagoavsts ¢fnpeptide

o e o, ST 0O g st

assotiagshivdths pheblemsr beeaiudey pbptidegpaps idbgraded doyu physiblogical

15 GaRH fo 93/03058) .. Pept.id
A TE S BB PR U R HEHIa LT BRA TR D8 divaged. They
th¥ havé BRIty @ﬁe@tWén%@é aBpLgsle antagonists is often
associ ated wi th probl ens because peptides are degraded

by Mﬁmww&@ml%ﬁzm@@i@e@m&gwﬂ GnRHst ri but ed

S 0 R B 2Rl T OBt

foﬁI lsééid?ﬁ@? foroorgespt silicorasempouads avhi€ Miave beneficial biological
Sila-substitutl on (C Si -exchange) of drugs.is a

prepediesy ding aprreaen gb@h@&cthe replacement of specific carbon atoms in
compounds by silicon, and monitoring how the biological properties of the

compounds have changed. A review of this approach is provided in Tacke and
Zilch, Endeavour, New Series, 10, 191-197 (1986).



for searching for organo-silicon conpounds whi ch have
beneficial biological properties. The approach

w0 pwslovag2 t he repl acement of specific carbon aPCIEBRIV4/002606
conmpounds by silicon, and nonitoring how the
bi ol ogi cal properties of thHe 25 conpounds have
changed. A review of this approach is provided in

Sumoiesy ghthe miveotion Endeavour, New Series, 10, 191-197
§%2%h@“@“‘£p§%"%ﬁ$ﬁﬁv§%ﬁ§€ cﬁéﬁ%ﬁﬁﬁ%ﬁ%&mw%ﬁmf%m?ﬁa (iy

YQo D (1) 5 J-K-L
iy SCt-fea

Z: CH(Rb)-; Eis optionally present and is
-(CH2)nR? -N(Rd) _, -(CH2)nN(Rd)- or -N(Rd)(CH2)n-; F
is -C(=X)- or -N(Rd) 1 15 Gis -(CH2)n-, -N(Rd) _,
-(CH2)nN(Rd) - or -N(Rd) (CH2)n; J is optionally present )
and is -0-, -N(RC(=X)-, -C(=X)N(Rc)-, -S(O m,
5 -N(R)S(0O)m, -S(O,nN(R)- or -N(Re) ; Kis optionally
present and is al kylene optionally substituted with
Rb; ,or Kis cycloal kyl ene, cycl oal kenyl ene, aryl ene,
rocycloalkylene het erocycl oal kyl ene 20 or
apal |y substituted

Y.e Dl ene ofé/\,hlcF;m 0p
: | SRMyqr oyen, N pd Joyelpal kyl
| ken) het er ocythQal

;ﬁ/d oal kenyl or heteroaryl, any of which is
opti on substituted with Ra, -C(=X)ORd, -OH, -OR
“G(=X)NCRD) (R, - S(0) mN(Rb) (Re) or - QN WD (1
2005/ 005442 PCT/ GB2004/ 002606 5

wherein
10 D is -(CHa)a~, ~C(=X)-, -O-, -S(O)m=, -C(=X)N(R®)-, -C(R®)-, -C(R?)=C(R")-,
-CH(R®)CH(R®)-;
E is optionally present and is -(CH2)n-, -N(RY-, ~(CH2).N(R%- or
-N(R*)(CHa)n;
F is -C(=X)- or -N(R%-;
15 G is -(CHa)n-, -N(RY-, (CH2)N(R?)- or -N(R%)(CHz)n;

J is optionally present and is -O-, -N(R°)C(=X)-, ~-C(=X)N(R®)-, -S(O)r-,
-N(R°)S(O)m-, -S(0)mN(R°)- or -N(R®)-;

K is optionally present and is alkylene optionally substituted with R® orKis
cycloalkylene, cycloalkenylene, arylene, heterocycloalkylene, heterocycloalkylene

20 or heteroarylene, any of which is optionally substituted with R

L is hydrogen, halogen, N(R")2, cycloalkyl, cycloalkenyl, aryl,
heterocycloalkyl, heterocycloalkenyl or heteroaryl, any of which is optionally
substituted with R?, -C(=X)ORY, -OH, -OR?®, -C(=X)N(R®)(R®), -S(0)mN(R")}(R%) or
-CN;
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each Ra is the sane or different and is hydrogen,
hal ogen, al kyl, aryl, hydroxy, al koxy,
WO 2008083441 CH2) nC(0) 2Rb, -0-aryl, -C(=X)R, - NO2PCTF/GR2004/002606
-N(R) C(=X) Re, -C(=X) N(R) 2, S(O)2N(R)2 or -N(Re)2;
each Rb is the sane or dlfférent and i s hydrogen or
al ky ach Rc is the sane or di @rent an

al kﬁacwgu%émwame ar differantand is; |ogeeyaa§>aeﬂy|a"w+ aryl

hﬁ:{réﬂ( opgl lelr—élr}l(tak}bﬁ%l_'%bﬁé Fobtggrﬁ%qkyl (or ar'yl N@z, <N,

NiBf)GiFFXI)Rﬁ/ -O(\FX}N(Rf)z, e&((@l)zRé?‘i)@Olt -IrN(@)agma or different

and i s h

| k R
ot ekt B 1< B sacme G oifsrent snd B sboest 9r§ﬁ’mgt.tut ed
hyd:%égg,nRgi&qge%%MéOF SfipFTapels Hid, eyealgh tali-any, -alkyl-
cyolnatkyl oy @rgaiptiphally etipstisoted with R&nyl or het er oaryl ;

each_X,i sqt he sane or nd, i s _oxygen or

ol prnh RY1 e Sire 3 citeref s ifarp e B Ry Sy Loptionally
wRRRR: hydrogen hal ogen, aI kyI 15 hydroxy, al koxy,

-CN, - N(Rd) X)Re, - R)(Rd) -S(OmR

- N( F@?C{I‘RBf Cgb)@samg(qp) @rg)is ysj(cmqrg alkyg PRR3 is aryl or

netBtdafyh 8 g%? Ay §§é¢r"¥@%§s (R  B ngs' 1 and 2
ar e gdvh R m@sam\efdr@'mtenaam whydeagén or alkyh er R-N-R'taken
het er garyl ene, either of whic opti ona

toggther .f@rm Bataxpwplfp@kylzbet@aewclﬁal%enm er Qstﬁsoawl

di ffer ﬁ@%lp,
d: fferent aﬂ% éém% orjldﬁé!eﬂt aﬁ‘@% W tcﬂeé pr%\r}?sgzn}shg{
at ['¥ast Dame the sénsandr mffemmansleareaeashlhydomgm dalagea, alkyl,
t th d b | c
USO%ph Vet ROH |y UBSGHERIRE <P RNRERRYS 2580 R,
-N?RSRRW@)QLS@?N'(R")@N‘)' %’ -sr{R°)§&a1RyR|s|(w53ag@m bﬁﬁéha"y
have Utility in cancer therap

substiuied vath Roat @mlmptpnathenubsiﬁu wighBSmet ri osi s,

ut o1 G Oy 28 e Sl P ferefy TATEEY R bijiene or

hé’téﬁﬁi’ﬂéﬁéselmftvvhlcm ioptitially aubshitatecwith Raa
sex- ster0| d- dependent at hophysi ol ﬁ)gy, beni g

pr os2aah @ IR FBMeerdi %@nﬁ\ﬁﬁ'ﬁe@ Qe Gg 2d?§9ase H Vv
o) SRl PR ot pE R 2ol

with the provisos that at least one of Y and Z comprises a silicon atom and
that the compound does not contain a N-N single bond;

or a pharmaceutically acceptable salt thereof.

Compounds of the invention may act as GnRH antagonists and, as a
result, may have utility in cancer therapy or in the treatment or prevention of
endometriosis, uterine myoma, an ovarian disease, a mammary cystic disease,
prostatic hypertrophy, amenorrhea, precocious puberty, premenstrual syndrome,
a sex-steroid-dependent pathophysiology, benign prostatic hyperplasia,
Alzheimer's disease, HIV infection, AIDS or a disease caused by thyroid
malfunction, or to arrest spermatogenesis.

Accordingly, a second aspect of the invention is the use of a compound of

the invention for the manufacture of a medicament for cancer therapy or for the
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Accordingly, a second aspect of the invention is the
use of a conmpound of the invention for the

worecvadesasur e of a nedi cament for cancer ther apRCDGBR®A/002606
t he WO 2005/ 005442 PCT/ GB20Q4/ 002606 6 treatnment or
prevention of endonetriosis? uterine nyoma, an ovarian
di sease, a mamary cystic dlsease prostatic

trﬁﬂ@@qqtrqgiﬂﬁ?vergwg,q; ,enﬁ@metrﬂgs&, é}c’gqarmpsnwggg @ ovarian disease, a
m%rn?rﬂgﬁﬁcys‘t’i@'dlssé%@r Bfﬁ‘étatﬁ: ggﬁfgfnﬁlé‘érﬂeﬁ& églﬂ{gocmus puberty,

SI ol ogy, benig yperp
p#émdmtmal syriiromes ea édeSterme{dependem patrophysitiegaskeenign

P BRERESS, Arermens d6sese. BV inBelioAnS oria dsease
RISTBY BrORAhaR R bt Qo SOl Hbehesprpound of

t1ron a phar maceut ccept abl e
di | uAnother aapemteof thes imvgptionnisofa tphanlmmeutmaincbmposition
Certain co ounds aF conmbi at| ons of substl ts ar e
cgRBriSBeR CormpougRt o1 15 Aveolah 0 e T HRRELISHY Ferieble
d|| n6¥r caffe ,-used herein refers to an optionally
stituted strai ght or branched chain al kyl noiety
Mﬂ.ﬁﬂ@ﬂﬂ@dﬂﬂlﬂlx carbon atons. The term

| SopFonpin oBIPHAGE afe Giviao, By pubPlERis are praferect i

pafticalar Eee thgkebtiiget s may be the sanme or di fferent in
each_ occurrence and sel ected from hal ogen and

| i keThe tarmg"alkyly as used herein exfas tOr?@eﬁntW@ally Auwitetﬁ?é straight
0|r Srfa‘?] %h%lr?él rﬁBre s‘%%ﬁbﬁ Hon¥bAERo s ESF rHttoﬁ\E K term

use herel optlona?ly su
m:tu@sg For @tamplenmmldylpbmyn prblylx jsopropyd, botyt, dertindylp pentyl,

A B R0 16 SHRByents, Bae the s bk ydierent iy each
oé&[)rFerBét% sel%%[@'cﬁ?ﬁdm RS9 afBdné MRe! B9 aTIkVP has the same

stituents may be the sane or different In
maomg elidieylanel refersdo edsimilamdivalenfegrodpd t he | | ke

koxy',, has the s ing, T . .
o She e e A Gl MarBFC i 10 & bBfiSaly, subsituted
stmght GBranahed chalh sl dheliscontaiisg 8né to SIRcaH dtvms. The
stituted aromatic rrng %stens conp r|S|ng Six to

tarerineludgs 2ios examalf naﬁ:;hpzsy}aﬁt OX¥5 (AFSR PV 1 SAPrBRPXMG Pt Xy, tert-
blitoR§ Oééﬁ@%ﬁ@ﬁh%@d&f&n& ‘m’e ﬂf(e Mo SGLtitGerts Eay He {He2Sime or

one onat i
different in each occurrence and selected from halogen and the like. "Cis

alkoxy" has the same meaning.

The term "halogen” as used herein refers to F, Cl, Bror .

The term "aryl" as used herein refers to optionally substituted aromatic ring
systems comprising six to ten ring atoms, and optionally substituted polycyclic
ring systems having two or more cyclic rings at least one of which is aromatic.
This term includes, for example, phenyl and naphthyl. The group may be
optionally substituted with the substituents being the same or different in each
occurrence and selected from R? and the like. "Arylene" refers to a similar,
divalent group.

The term "cycloalkyl" as used herein refers to a saturated alicyclic moiety
having from three to six carbon atoms. The term includes, for example,
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This termincludes, for exanple, phenyl and naphthyl.
The group may be optionally substituted with the
W@ amshouent s bei ng the sanme or different in eBCNGBR004/002606
occurrence and sel ected fro.g1 Ra and the |ike.
"Arylene" refers to a simlar di val ent group. The

cvtaﬂﬁ?p?g?é)?' Eyﬂehé% oyfornghe PR RS, TuBRHA N be
oticPam StitLRIdD é\?/)} slesituer® He SerEe HoreD"E08BAIRNEAL Gefers
PCT/ 2004/ 002606 cycl opropyl, cycl obutyl,

tocg similesdiyalent geduphexyl and the |ike. The group may be

oPCBlant BB e B PeL S AR i

fréth(!h'lfée {bheix Eafoon tpaisetideRing irraddisenl ahrsaet one dbeble bond.
to an ali c%cl ic noiety having 5 fromthree to

Theterahing SeroexaauplrgcyHopedenyl oAy dehexanyl aaﬁzhe like. The
gr%ﬁgl @%gﬁ?engptlgﬁm&t Bgtitﬁ‘t‘ébugﬁ aarp{1 ng@gﬂkredescnbed herein.

exeny

dieeryienadnafary te atzsmllan,ltjaxélemt grayp.substi t uent
escrlbed herein. " nyla?e refers t

si i 158  tegmy m%tﬁfoqg/f: yiies: et PR Gigisl d Rypaturated
hé‘lérd@?ﬁ’% id %\g r%efrﬁmttﬂré’e frdeledt %boh%t&%%%fn%cdrgé bfmore

ree to seven carbon atons an one
heieraaboms de&cﬂedmmrmmoepthd:@wpﬁ]and&gr'ﬂumtann ibcluges, for
ter

. di
exaying et bETdi e RuoRiranyt BRI 25HaTe fRE. The
gﬂouE }hae sbmwayumt@teal By 2ary sﬁlbbﬁﬁ.l'ehtﬂcﬁé%chwe@ﬂyerem

stifuent describ her ei n. Fbterocyc oal y ene"

"H@e@oyclpalkyl@%re@rs tQja\SHUldzﬁft diyelsmb 9ra¥p.The term

h " d
syst DIE ot hetSra 4" el B e 8L Yefers do YRRl Ybtems o
fivehiocteni stosel dtdeast drievatoth oNwvhIith iS.selduted fromO, Nbnd&s, The
for exanple, furanyl, thio

yl, indo|yl,
teqn.lwauges afﬁaex@f@pla, fyganyiy 0@*9%% F%ﬁy dneolyh, gHEIoly) and the
ubst Lt t aRy| " :
Ilkr%'ef Zbg {é}&g) simlar, a(gﬁ h:aﬁ%t hmr%c}EUteHe Vﬁ'ltﬁeht ergﬁna the like.
"Hd’aertoaryjeye'r pdférsae aanardIahen‘lmlenir@baps to a saturated or
uns eterqcyclic rij nnlet haV|
thre hgpprggy naﬁf‘ﬁﬁ% hgﬁadn l'n%zted SFUnsaturated
hété?d?fy@ﬁ’é ﬁﬁg rﬁ@kﬁﬁhﬁﬁné I3 Rhre@, to%e\)anaéu*bSh atome drif Bhe or
I ncl ades xa RII peri di nyl yrrolidinyl
mote blatﬂrpagﬂm%lﬁgle[clgJ frpmg eSg.Pogpd.é bhe term mcludes for
example, piperidinyl, pyrrolidinyl, morpholinyl and the like. The group may be
polycyclic (e.g. a fused ring system), the group comprising two or more rings, at
least one of which comprises a heteroatom.
Preferred compounds of the invention include:
5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-(2,6-dimethoxyphenyl)furan-2-
carboxamide;
5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxyphenyl)furan-2-
carboxamide;
5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxy-1,3-pyrimidin-5-

yl)furan-2-carboxamide;
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pol ycyclic (e.g. a fused ring system, the group
conprising two or nore rings, at 25 |east one of
wabdosiosaanpri ses a heteroatom Preferred conpoR@&BRG04/002606
the i nvention incl ude:
5 [2 met hyl - 5- (trlrrethyIS|I§I)phenoxy] N- (2, 6-di met hox
phepyl ) fura

L DR methy B (irratby Y Bhepox el 3s et wiaming-46imaiony-

1%@}%@;@”’%&2%%& %r??hgﬁoxy] CN-(2,4,6-trinet

h oxy?{ZSﬂﬂhyl-m(tdnmetBylsWI)p‘hamxy]zAle{QF[Bdﬂa‘netﬂ'giplmamn -1-
005/ 00544 2004/ 02606
vl fPEV'ﬁQ?'Wﬁ“ §CJF&% s‘?W’W'F%érY&WF”]@ eathorEmeni n
0-4, _ _
3 oy de%mmethn'fgyn' Phenoxy BTN
dme{tlzylamuhq)pr@pwam|nqiq4n61¢imeﬂhpky—1 3-pyrimidin-5-yl}furan-2-
henoxy].- N-{2-[ 3- (4- net hyl pi per azin-1-
C%f?’f ram no] - 4, 6- di net hoxy- 1, 3- pyri m di n-5-yl }furan

[gﬂn%mﬁyﬂszétrm’éth |SI| I)phenoxyklga{gx[g](mor?holln-4z NN

t
ylmrn@vllamlam&) nr@:m%%n%/ quyrumdtruﬁfydsmfen;z maezq@;samuﬂﬁ di n

5 [Zé-k%ﬁ@ﬂy@ ﬁ%ﬁ%@lgﬁenloxy] N-{2-[2-(pyrrolidin-1-yi)ethylamino]-
4,)3|Odiiﬁmmyiy-N%ﬂyr[rﬁld(n*BIyD}hﬁrbnméarboxam|de

v gé-,{g%\lgéhyld%—(tnn‘@hylsnyl)phenoxy] MY 4l ezt Furan
yI?p&Faéyl%ﬁiﬁ%ﬂé,éﬁ@%&WW BSyrirhitiE AR ranlE-Eardoxalidd; " !

4, 6- G2t browy5-(trisiettyylsityl henxylHY4(2 GadinBsthexypheayl)ilean-2-
cagS@"_bLZ_ rreﬁzehyl -5-(trimethylsilyl)phenoxy]-N{2-[3-(1,

yl) %Q@-ﬂr&ﬁb@ltnﬁwe@hﬂ@%bh@h&xﬂ#@T(Q)éfGJﬁﬂlrﬂéfho'inhéﬁw)f@@nQ—

- 2-carboxam d
cabpzramidsio- 5- (t ri met hyl silyl)phenoxy]-N-(2,6-di met hoxy

5 25 SR R DOEAEh OS2 e imesngs! ermypiisin &

Y e et et hy| St [y 1) phenoxy
oy T B ST DB ERO B By R o 6-imethoxy-
1,_%r?;é_r@lﬂﬂng?@;é%ﬁ—ﬁél‘?%kéfn'ﬂé,) phenoxy] - N- (2- net hyl ami no
5-[2-bromo-5-(trimethylsilyl)phenoxy]-N-{2-[3-(4-
methylpiperazinyl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-[2-bromo-5-(trimethylsilyl)phenoxy]-N-{2-{3-(N,N-
dimethylamino)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-[2-bromo-5-(trimethylsilyl)phenoxy]-N-{2-[(3-morpholin-4-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-[2-bromo-5-(trimethylsilyl)phenoxy]-N-{2-{2-(pyrrolidin-1-yl)ethylamino]-
4 6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-[2-bromo-5-(trimethylisilyl)phenoxy]-N-{2-[3-(1,3-imidaz-1-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-y[}furan-2-carboxamide;
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1, 3-pyri mdin-5-yl)furan-2-carboxam de;

5-[2-bromo-5-(trinmethylsilyl)phenoxy]-N{2-[3-(4
woreaolpbaiper azi nyl ) propyl am no] - 4, 6- di net hoxy - BCBGBYUI0K /002606

i di n-5-yl }furan-2- carboxani de; 25

5-[ 2- bromp-5- (tri met hyl si | ¥ ) phenoxy] - N-{2 [3 (N, N

dl nret : lm%%&)—ggt%%agmﬁ]ﬁ}@henoxy] N~( 5% %ethoxﬁ% n%fﬂran—z-

mo-5- (trimethylsilyl)phenoxy]-N-{2-[(3- m)rphol
caFDJ’%nkﬁ)agi)pro pyl a mi n o]-4, 6-dinethoxy-1, 3-pyr

m I Bigb rrmﬂ%xy-&}(t‘nm@lnyléﬂyl)phérmmve[é46}tnmethoxyphenyl)furan—2-
romo-5- (trinethylsilyl)phenoxy]-N-{2-[2-(pyrroli

ca&pcn(aim de) et hyl ani no -

4. & U S Fribibl I Ry e e B naigimiin.

5- ynafmrén—Z-carboxamlde

2 fhelites- (e hysnobhee iy B he ottt by
1?"&6"[@noxy ﬂ%élzzt%éfgfjﬁﬁpﬁjox nkll()furan 2- )

car tﬁa%medhpxy-S (trlmethylsnyl)phenoxy] 2-[3-(4-methylpiperazin-1-
yl)m_:) rret ha ;%(a?igﬁg@oxx h% 8&@@@@@@%@%—2%&&%@ il et

5-[ e H&’Wﬂ(tﬁmétﬁglbbl* ngeﬂo)(p}wqms} (MWE2,4,6-trine

thox¥ pyrimdin ran car boxani

dimethy afétﬂﬁ)dR@ﬂpgla(mlﬂPhé@?'F@th%)ﬁ-ﬂaﬁeMW']dJW- q}?uran-z
a&g%{%@?l}élmag: 205 yl(s)?h:rgtrvhgx%:/ar boxam de;
5- B-IEmwxmeyﬁaS((trmethyllsyyl)sphejio)(p]qu{ﬁ@}(nMrpBeljm4( 4- met
hyl er
y rqr%ﬂ%mnoﬁrﬂ” Grsima e 3 PHERYR- S YRR HPRTI an
: yI ) p?% %%@t?g@%l%@?ﬁﬁb@]@h&&ﬂ _ NI Eilethoxyphenyl)furan-
2-danpexBgiideti no) pr opyl am no] - 4, 6- di met hoxy-1, 3-pyrim din
55[ g'ﬁi‘ﬁ?@ﬁ?‘%e@ﬁq#ggﬁggﬁ]ﬁ@ﬁ’]&ﬁ% x%d'ﬁl- {2-[3-(norph
triflethdkyphenyl)furan-2-carboxamide;
5-[5-(ethyldimethylsilyl)-2-methylphenoxy]-N-(2,4,6-trimethoxy-1,3-
pyrimidin-5-yl)furan-2-carboxamide;
5-[5-(ethyldimethylsilyl)-2-methylphenoxy]-N-(2-methylamino-4,6-
dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-[5-(ethyldimethylsilyl)-2-methylphenoxy]-N-{2-[3-(4-methylpiperazin-1-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-S-yl}furan-2-carboxamide;
5-[5-(ethyldimethylsilyl)-2-methylphenoxy]-N-{2-[3-(N,N-
dimethylamino)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-[5-(ethyldimethylsilyl)-2-methylphenoxy]-N-{2-[3-(morpholin-4-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-S-yl}furan-2-carboxamide;
5-{5-[(2,2-dimethylpropyl)dimethylsilyl]-2-methylphenoxy}-N-(2,6-
dimethoxyphenyl)furan-2-carboxamide;
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15
yl) propyl am no] - 4, 6- di met hoxy-1, 3-pyri m di n-5-yl }furan
W0 2008m0d3axam de; 5-[5-(ethyldi nethylsi |yl)-RPereBhook/002606
phenoxy] - N- (2, 6- di net hoxyphenyl ) f uran- 2-car boxam de;
5-[ 5- (et hyl di met hyl si | yl ) - 20net hyl phenoxy] N-(2,4,6-
tri met hoxyphenyl) f uran- 2- car boxam de;

5-[ 5;{(5@(252—«11meﬁhﬁpﬂwgl)gﬂr%etﬁ%&?tlh%m%ﬂautphgpoxy}eg—@ 466+ 1
oX mil.dln ur an car
t”@%"?@%ﬁ%'ﬁ?%‘(#ﬁ@?’@m % met hyl phenoxy]oxﬁl-m(Zerret hyl
a netﬁ"@gﬁz dlmetl?% propy) dlmethYlsH)ﬂ]r-% rqn%thggarheg%)r/%-N-(Z 4,6-

trlrﬁeﬂﬁ)xyét amwnm@ybfuram ?-Qar amidehenoxy] - N-{ 2- [ 3- (4-
0T BAeEBl B et doedi dimatbyls T2ty IRNEnR- 0@ ur an

métﬁ I‘éﬁlﬁ@Wdﬂﬁethox 1 3- p?/nmldln-S ¥1I)furan—2-carboxam|de
5-(et hyl di net hyl s | phenox N-{2 (N,
N 5-{5(2,2- dlmethylpropyl)dlmethylsﬂyl] methylphenoxy}-N- -[3—(4-

me‘“g%ﬁé]%lag‘lﬁ %b&@%&gg@%ﬂf‘gb Gt BB YrirhidiBYilRefALA

Caﬁ,dﬁ@rﬁ,géhyl di met hyl silyl)-2-nmet hyl phenoxy] -N-{2-[3-(no
rpholin-4

yl) muemmmdpmmwexw] 3=pginviRNANeXE-HH2r [Gr@hN-

dl@éfh&ﬁrﬁgﬁéﬁéﬂoﬁglﬁmﬁﬁ%ﬁéoxﬂ ﬁ'ﬁﬁcg!yg? B iR R LR LY |

cathhoxeinidsy phenyl ) f ur an- 2- car boxamni de; WO 2005/ 005442 10
PCT/ &B2004/

pr opyior U?:?egioz &P%Hﬁﬁ%{‘l%qm? . hﬁﬁqu@e{ngxx} -\-{2-[3-
(rr@h?lgﬁlH—%’&QBF@%{%%&‘]—Q%—@WHS@@'B B?nmldln—S-yl}furan-Z-

hyl propyl ) di met hyl si 1yl ]-2-net hyl pheno
carydxamide; 4, 6- a

RS et B SRR R R

d|ﬁﬁéﬁrdﬂybﬁenyl)furan-2-carboxamlde
am no-4, 6 R é/ 3 r z
ar b&ctn lq&-dimethyl-2- T meyisty ety -2 ety ishdnd N 4 62

m@*%&%ﬁ@%% NP Rphigi et hyl silyl] - 2-met hyl pheno
" mf%‘fﬂﬁ[1P$*m6myllr2>(lr)mgtgl?§8hlwr)emv![l-%mﬂwlnmmmwM(ZM@y
trl@e{@wtb%zgyd "Hatfh€1y§fl{56915’—§) E‘ﬁ‘}‘?‘iﬁ /'yl ] - 2- met hyl pheno
XY} -gNs.-2r, § it Biyi-2-(trimethylsilyl)ethyl]-2-methylphenoxy}-N-(2-
methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-{5-[1,1-dimethyl-2-(trimethylsilyl)ethyl]-2-methylphenoxy}-N-{2-[3-(4-
methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yljfuran-2-
carboxamide;
5-{6{1,1d imethyl-2-(trimethylsiIyI)ethyl]—2-methy|phenoxy}-N-{2—[3-(N,N—
dimethylamino)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-{5-[1,1-dimethyl-2-(trimethylsilyl)ethyl]-2-methylphenoxy}-N-{2-[3-
(morpholin-4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-

carboxamide;
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di met hyl am no) pr opyl am no] - 4, 6- di met hoxy-1, 3-pyrim di n
-5-yl }furan-2- carboxam de;
WG 240500422 2- di met hyl propyl ) di net hyl si |l yl ] - 2- mep¢yGBR@A002606
xy}-N-{2-]3-
(mor phol i n-4-yl ) propyl am no]14 6 di met hoxy-1, 3-pyrimd
i n-5-yl }furan-2- 15 carhbox
5- {5 f[?. rmemyhét(tmeﬂzyl%li:yi)ph@rﬂyh}meéhylbl\/)('e’tﬁrﬁlmeﬂ@%hﬁwlEHfan-
2§E F éz 6- di et hoxyphenyl ) f uran- 2- car boxam de;
='di et hyl - 2- (trinethylsilyl)ethyl]-2-methyl ph
en0>6‘I[2Nnéﬂ1y#5€({rlmeﬂhlymlItnk)yxbm’(yﬂméthﬂ}l-mm 26ear boxam de;

trié%{l@ﬁyphfnul)%@mr?rcazb?ﬁmiﬁi@s hyl si | yl)ethyl]-2-net hyl ph
{1 rtRoRy Y e Rhonimety A2 g trmaton-1.5-
p)&mlﬂrr{-ﬁ-yl)ﬂd'arlél—baﬂboXa(mde net hyl silyl)ethyl]-2-nethyl ph
e”°nyy%tgnm%ﬁwrsearanﬁ@e/hsaxppneryllawhm BBy RRIng S

rimidj n-5— furan-2-carboxami de
dlﬁ{i ii CP“ : yz) (trimethylsily ethfé(] 2- et hyl ph

eno@{[Qmemyﬂ-g-(cmnemlaIyI)phenyI]methyI}-N—{Z methylplperazm 1-

ylfﬁ? %l?ﬁ‘l f@ﬁ*f’?fcﬂmgﬂ@wg lgﬁ}:{n maiyﬂfu?arqI EL B mie? PY
> { B2 f*emx‘[f‘@t(‘ﬂﬂrhe@ry(éiIy!);ﬂﬁérﬁwn'ﬁethylLNqusl(N R- met hyl ph

enoxy}

dlme.ﬂ@tlﬁm|lra§)pm9yﬁmwﬂ-érﬁ -digpethory-didreyipidin-6-gigian-4t di n
ngg?%érb [ an- 2- car boxam ple 30

, 1-di methyl -2-(trinmethylsilyl)ethyl]-2-methyl ph
eno><5LI[2bh1{=,&1yﬂ-5-(tnmethyIS|IyI)phenyI]methyl} N-{2 [3-(morpholin-4-

Y ﬁowgﬂmﬁ%ﬁyi%eﬁﬁ%ﬁ%vaﬂgxé REhn s darboxamide;™ @
PCT. /53&19%;[ ?;QZ %e}\%xi/-s tnmethylsnlr){gphenylthlo- -54 6-d|metho>8/ (2-

5-{[2-net (trlmahysHy phenyl ['nmet
phmmmﬁwyblmmﬁ-ymum -Boatvoxdamide;

Fyl{ g%‘ﬁgeﬁ@ﬁ%%\f ﬁy[ M}y?%ropyl)dlmethyISlIyl]phenoxy}-N-[2 (N-tert-

bty loRPEAIBSH i)y aamzn a4 Boimstissiy-1,3-pyrimidin-5-ylJfuran-2-
y Rgérret gpw(trl met hy|(?l I yI ) phenyly] rTEtFl)’]{H F-N-( QI]
carbaxafﬁ oxy- 1, 3 pyri mdin-5-yl)furan-2-carboxam de

oo B2kt 2B bl RNy I fehbi}- A4 T8l 1,3-
imidaz-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-{[(1,1-dimethylethyl)dimethyIsilylJphenoxy}-N-(2,4,6-
trimethoxyphenyl)benzene-3-carboxamide;
5-[2-methoxy-4-(dimethylpheny!silyl)phenoxy]-N-{2-[2-
(ethylamino)ethylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;,
5-[4-chloro-2-methyl-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxy-1,3-
pyrimidin-5-yl}furan-2-carboxamide;
5-[4-chloro-2-methoxy-6-methyl-3-(trimethylsilyl)phenoxy]-N-{2-[3-(4-
methylpiperazin-1-yl)propylamino}-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-[2-methyl-5-(propyldimethylsilyl)phenoxy]-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;
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di met hoxy- 1, 3- pyrim di n-5-yl)furan-2-carboxan de;
5-{[2-nmet hyl -5-(tri net hyl si
WO gdoppobramy | | met hyl } - N-{2-[ 3- (4- net hyl pi per azi nPQF/GB2004/002606
yl ) propyl ani no] - 4, 6- di met hoxy- 1, 3- pyri ni di n-5-yl }furan
- 2-carboxam de; 5-{[2-nmethi4 -5-(trinethyl si

. henyl | met hyl - N-)é -y'g‘)g-(N, N o
Ejl R l‘rmﬁ%r anyicﬁ grimeindsiyhehenoxad dV-t-AMderf= 1, 3- pyri mi di n
osvphyetioRp e BFV BRI SRty e ¥ fugan 2

cdrBBxariRie; n- 4- 15

I [ 6- di met h di n-5-yl } f
" Sl G G £ L

B0 S Hrmon Sn

cdib{)ﬁarr[mdlﬁoxy E [(2, 2-di rret hyl propyl ) di
bt yi-G P T GET A DRG0 T TRcsp: “GrepdrricEiegyerio:
4 é@%rel}r@)ﬁ)oﬂgs%xﬁ g%@g{}ﬁn‘g?ﬁ%—%@ggg%?gﬂ fret hyl si l yl ] phen

_ox_y}S{Q-bﬁemﬁ—f(-(lnmethylsﬂyl)phenoxy]-N-{2 [(2—ammoethyl)_prqpylammo)]—
4 é;}%é&%}\%pr OE%'QE{% é(@ urah%—car o&gr%}( '1’ 3-pyrimdin-5

5- {[é%%—bré’rh&fﬁ-hmn%!ﬁw&,lMbﬁéﬁéw]wkzuchl@hmﬂ}méfhbﬁy4I R

tri oxyphe'rg berizene- 3- carboxam d 2

PWH’{lmhméth)@xf)’ﬂn -canboxamidginenyl si | yl ) phenoxy] - N-{ 2-[ 2-
o° o Yee S B ALY fropydmaylsiyleneno R4

tnﬁwe[tHo)@ﬁihérnm)ﬂna@lzhodrbsxémrde=ret hyl si |yl ) phenoxy] - N-(2, 4
, 6-trinmet hox

S ATty LA ety 2- Gamsthvisyethy Tphenoxy}-N-(2,4,6-

| -3-(t t hyl | yi

triffictiafBRn R AR o bokariRigly | - 5 (L1 T vt sty
" y1 ) {2 pyetayi Slbisirimetinytildpiyerioxy] P, 4l n-5- y1 } f ur a

n-2- b de; )
t“gle[%EO%&{hﬁ%);'%f?rg?oﬁfP%%t%| si |yl ) phenoxy] - N-( 2, 4, 6-

tri nerhexat - 2-
e R G S VK et R R G g

cgrpbaxamide; - N-[2 (N-tert- '
o AR RSP P o e A a2
carboxamide;
5-[2-methyi-4-(trimethylsilyl)phenoxy}-N-(2,4,6-trimethoxy-1,3-pyrimidin-5-
yhfuran-2-carboxamide;
5-[2-methyl-4-(trimethylsilyl)phenoxy]-N-(2-methylamino-4,6-dimethoxy-
1,3-pyrimidin-5-yl)furan-2-carboxamide;,
5-[2-methyl-4-(trimethylsilyl)phenoxy]-N-{2-[3-(4-methylpiperazin-1-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-[2-methyl-4-(trimethylsilyl)phenoxy]-N-{2-[3-(N,N-
dimethylamino)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-[2-methyl-4-(trimethylsilyl)phenoxy]-N-{2-[3-(morpholin-4-
yl)propylamino}-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
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5-[2-met hoxy-5-(trinmethylsi lyl)phenoxy]-N-[2-(3 5
nmet hoxycar bonyl propyl am no) - 4, 6- di net hoxy- 1, 3-pyri m di
WO 2@59p034fiur an- 2- car boxam de; PCT/GB2004/002606
5-[2-bronmo-5-(trimethyl silyl)phenoxy]-N{[2-(2-(propyl
am no) et hyl anmi no] - 4, 6-di mdBhoxy- 1,
3- pyrim din-5- I}furan - car boxam d

5-[ 25t{2tm©th£71-ﬂt trlm%thhk)sllslbphﬁwthdZy{? (Ryrrolidin-d-y)athmdamino]-

4?@@@@&13 B}Y%rbldﬂ)ﬁpl Wﬁraﬁ‘ %ca{t} P]a'\(rleZ car boxam de;
5- [ 251:[2@11@&15}4«&1nmhmsils%lbpbhérﬁoafafﬁquyﬁa (W 3-Bniclazor-0- 4, 6-

di met hox furan- 2- car& xani de;

YBPIOBYIRERIAg T B-giethow- i BYTBIdispo 1 RiTRBr A5 PERDAM it no
1L St e S EBRON s Bt BB Fan-2-
calrtioy(labmddﬂyl ] phenoxy}-N-(2,4,6- tri
g? E ggﬁéf n'%zg g‘%%%ﬁ?lf@@%ﬁppylr@ﬁ; gifstrimethogyphenyl furan-2-

cé,rﬂ yphenyl ) f uran- 2- car boxam de;
- [O&-grret iyl -4-(trimethylsilyl)phenoxy]-N(2,6-di met hox

y phey[Rydhinrarb-grim@dhydsihthphanoxid:N-(2,4,6-trimethoxy-1,3-pyrimidin-5-
[ 2-methyl-4-(trinmethylsilyl )ph -N-(2, 4,

YQtUE'?n'ggch% r: rr;ef u%/aﬁl 2y cé?bggg)r(ny}je (

5- [25[1[EIde>r045 thMd}?lwlﬁhbhbiﬂh@mm&thwa@névtﬁsidmﬁfHoxy—

hoxy 3-pyrimdin furan- 2- car boxam de;

153-Pﬂ1m@mrﬁk¥|ﬁum21¢§fbﬁ}‘la§ild9l ) phenoxy] - N- ( 2- net hyl ami n
3 py [%%\%Ha?%p WSQE"YQPQSPB’(‘}Q AV-{%éB (4-methylpiperazin-1-

y’f)pr[O%yrmmth% ~ditathetyny |3spyrichidirk 8+ydfureniP-tardcatideet h

Y oB b hiorsra-HrienediEbBRe DN RN 5- y1 11 ur an- 2

SR epyemin A SRR S TR

c8rboxamide;

e 80 B SR ATl b AT AR b e B thinor-
458 ﬁ.&étﬁbkwh Bp{rimhidieshyifstdnd -cafsixemideN- { 2- [ 3- (nor pho
yI ) pﬁdawmrprﬁﬂtnme@:)dsl%)phawxm] {22 myraelidin-yyl)atihylamino]-
4 6RO T A8y rin it 8% 2E 2 afiqe 04/ 002606
5-[2-chloro-5-(trimethylsilyl)phenoxy]-N-{2-[3-(1,3-imidaz-1-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
the corresponding structures of which are shown below, respectively
(ordered left to right):
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5-12-nmethyl -4-(trinmethylsilyl)phenoxy]-N{2-[2-(pyrrol

WO 2h08/0d54y1 ) et hyl am no] - PCT/GB2004/002606
4, 6-di met hoxy- 1, 3-pyri m di n-5-yl }furan-2-carboxam de;
5[2 met hyl - (trrrrethylsrl%)phenoxy] N{2-[3-(2,3-im
i daz- 1-

yI)prqpyI am nojJ - 44 64 di met hoxy- 1, pyrlmdl n-b I}furan
-2-carms u“

5- 2- ch 5 /rrufe,IS|lyl)phe %}r%x
yphenyl ) furan- 2- carfoxam de;

5 [2 chl oro-5-(tri thylsHyI)phenoxy] N-(2,4, 6\-;r|rret
)Zéphenylo) éra 21 car boxam de; </

I'silyl )phdl t
met hom = yrHT'r%E>—¥> o 1% yl))pfum bomﬁ?m

5 [ 2- chl or o- 5- (trlc{rethyIsHyI)phenoxy] N-(2 rretbyl amn
-4, 6-di netho

-| drn =yl ) furan-2- carbéx oS ;
gt hyl s—rr\w,)ph v s (}l—mceth ;
D) p a2|n SN
yl)propyl am no\-4 6- d| nethoxy 1, 3- pyrrmdrn 5 I}furan A

- -car boxam e / 15
methyrsrryrﬁa 10X Ran(N, N
no \op NI no]//Z‘L@ @ t hx - 1n y)—'eri di n
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chiral. They may be in the formof a single
enantioner or diastereoner,1%or a racemate. The
compounds of the invention nay be prepared in racemc
form or prepared }/n i ndi vi dual enanti omerj c/f orm by

spe?is'fi synthesfs%r resol utlbé 5
apprec ed Y rythe@rp. The con‘p , o}
exanpl @o- resol'ilento their emén |omers b A

standard techni que§ such as the formation of™
di astereoneric p§| rs by salt formation with an/
optically act |oveo acid followed by fractiongl g
cr§ (sg_ egener at i o ¢ bshe.
Al t &Rantiomers o e el Ncynpotidds
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which also fall wthin the scope of the invention. A
conpound of the invention may be in a protected am no,
w@eoopoai4ert ed hydroxy or protected carboxy forPen/GBR@4/002606
ternms "protected am no", "protected is hydroxy" and
"protected carboxy" as usediterein refer to am no,
hydr oxy and carboxy groups which are protected in a
manner famli ar to those skilled in the art. F0F§_O
exanple an anlgo roup can be protected by a

u.rbon I - rt/ buqoxycarbonylo acetyK E )r—
I| ke c p, \o# cor M8 g al

group. YA carboxyl oroup can B H% form
of a readily cleaable ester slch 20 as i e met hyl,
ethyl, benzyl or tert-butyl ester. Some cohppunds of
%he fo nBIa eX|st in the form of solwates for

é§2¥dﬂﬁ ) ch Q}so/@ i@ﬁy}% oge of

t Hn or~\_Conpou f M )kv/

be in uhe f or no, of pharnac@UtlcaI écceptabbe salts,]
for exanple, addition salts of |norgan|c or organic
acids. Such 25 inorganic acid addition salts include,
for exanple, salts of hydrobromi c acid, hydrochloric

acid, nitric acid, phosphoric acid and sul phuric acid.
Organic acid anltlon salts include, for exaqple,

Its of E§§i|6>a0|d enzenesugphonlg agi _gpzoic
phe

Ti;ﬁ% suiphonf ¢ aci d, mﬁr acig,) N4 )—m

) 2/\Hgthylprop| g acidH

1 2- et hanedi sulhoni ¢ aci'd, et hanesul phoni ¢ a@{d 30
ethylenedlan1netetraacetlc acid (EDTA), fumaric acid,
glucoheptonlc aQ5d@ gluconlc aC|d glutanbc<ﬁC|d

i o=aci d, 4- purlc
aC| ﬁzro A4 ) benzlgj F€4ygk';§i§"

1- hyd?oxy- -napht hgi ¢ acid, 3-MAdroxy- 2-naphf hoic
acid, 2- hydroxyethdnesulphonic acid, |actobionic acid,
n- dodecyl WD 2005/ 005442 PCT/GBZOO4/002606 21

sul phuric acid, maleic aC|d mglbc acid, mandelic

aci d, nethanesulp quhurlc aci d,
muci ¢ acid, 2- naph\h s /ph \d, panvic aC|d
pantothenlc aci d, phosphanilic a I d

((4- an1nopheny|)phosphon|c acid),Npicric acid,
salicylic acid, stearic acid, succinic acid, tannic
acid, tartaric acid, 5 terephthalic acid,

p-t ol uenesul phoni ¢ acid, 10-undecenoic acid and the
like. It wll be appreciated that such salts, provided
that they are pharnaceutically acceptable, my be
used in therapy. Such salts may be




prepared by reacting the conmpound with a suitable acid
in a conventional manner. 10 A conpound of the

WO pwsenoisean nmay be prepared by any suitabl e net POHGB2004/002606
known in the art and/or by the follow ng processes: WO
2005/ 005442 PCT/ GB2004/ 0026@& 22 Schene 1 i Schene 2 0
hydrogenation tOO ~ ° Ot \I, nBuLi, BSI then TBAF
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Me3CCH2Si (Me2) CI Al Me3 and RNH2 0 O or (i) NaOH (ii)
HO ~S. COMI / e (lii) RNH2 and EDC! 2 or (i)
WOLOBI00+2 HCl  (iii) SOCI 2 and RNH2 OH nBuLi, HBGB2004/002606
then TBAF Si AIMe3 and RNH2 HCI OHii | Na () ) n
r)y or ( CO2Me (iii) RNH2 ar#@ EDC or (i) NaOH (ii) HC
(iii) SOCI2 and RNH2 -Si 0 NHR
Compounds of the invention may be chiral. They may be in the form of a

single enantiomer or diastereomer, or a racemate.

The compounds of the invention may be prepared in racemic form, or
prepared in individual enantiomeric form by specific synthesis or resolution as will
be appreciated in the art. The compounds may, for example, be resolved into
their enantiomers by standard techniques, such as the formation of
diastereomeric pairs by salt formation with an optically active acid followed by
fractional crystallisation and regeneration of the free base. Alternatively, the
enantiomers of the novel compounds may be separated by HPLC using a chiral
column.

Some compounds of the formula may exist in different tautomeric forms,
which also fall within the scope of the invention.

A compound of the invention may be in a protected amino, or protected
hydroxy or protected carboxy form. The terms "protected amino”, "protected
hydroxy" and "protected carboxy" as used herein refer to amino, hydroxy and
carboxy groups which are protected in a manner familiar to those skilled in the
art. For example, an amino group can be protected by a benzyloxycarbonyi, tert-
butoxycarbonyl, acety! or like group, or in the form of a phthalimido or like group.
A carboxyl group can be protected in the form of a readily cleavable ester such
as the methyl, ethyl, benzyl or tert-butyl ester.

Some compounds of the formula may exist in the form of solvates, for
example hydrates, which also fall within the scope of the present invention.

Compounds of the invention may be in the form of pharmaceutically
acceptable salts, for example, addition salts of inorganic or organic acids. Such
inorganic acid addition salts include, for example, salts of hydrobromic acid,
hydrochloric acid, nitric acid, phosphoric acid and sulphuric acid. Organic acid
addition salts include, for example, salts of acetic acid, benzenesulphonic acid,
benzoic acid, camphorsuiphonic acid, citric acid, 2-(4-chlorophenoxy)-2-
methylpropionic acid, 1,2-ethanedisulphonic acid, ethanesulphonic acid,
ethylenediaminetetraacetic acid (EDTA), fumaric acid, glucoheptonic acid,
gluconic acid, glutamic acid, N-glycolylarsanilic acid, 4-hexylresorcinol, hippuric
acid, 2-(4-hydroxybenzoyl)benzoic acid, 1-hydroxy-2-naphthoic acid, 3-hydroxy-
2-naphthoic acid, 2-hydroxyethanesulphonic acid, lactobionic acid, n-dodecy!
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WD 2005/ 005442 PCT/ GB2004/ 002606 Schene 4 MeO MeO 23

C  (CF3SO 20 Me4NNOB MeO G NaOVe or H2NR NO2 NC2
WOERs0ME@ , Ove MeO, _OMe MeO, -OVe MeO N N NHPCMSB2(062/002606

Pd/C MeOH H2, Pd/C MeOH H2, Pd/C MeOH NO2 Ove MeO N

N ,.NH H2, Pd/C MOH Ove RIN

sulphuric acid, maleic acid, malic acid, mandelic acid, methanesulphonic acid,
methyl sulphuric acid, mucic acid, 2-naphthalenesulphonic acid, pamoic acid,
pantothenic acid, phosphanilic acid ((4-aminophenyl)phosphonic acid), picric
acid, salicylic acid, stearic acid, succinic acid, tannic acid, tartaric acid,
terephthalic acid, p-toluenesulphonic acid, 10-undecenoic acid and the like.

It will be appreciated that such salts, provided that they are
pharmaceutically acceptable, may be used in therapy. Such salts may be
prepared by reacting the compound with a suitable acid in a conventional
manner.

A compound of the invention may be prepared by any suitable method
known in the art and/or by the following processes:



NHVe H2, Pd/C MeOH NH2 NH2 NH2 NH2 MeO, , Ove MO

-Ove MO OV MO, ~OVe MO) O NYN OV NY N |, NH
WOR0N5/086442-NH WO 2005/ 005442 PCT/ GB2004/ 002606 PT/GB2004/002606

wi || be understood that the processes detailed above

are solely for the purpose2éf illustrating the

i nvention and should not be construed as |imting. A

process utilising simlar or anal ogous reagents and/or
S$Png|t|ons known to one skilled in the art may al so

D™ used to obtain a conmpound of the 5 invention. Any
m xtures of final products or internedi ates obtained

&C e psep,@[mg,ﬁu,ﬁd Ithe baS| S of the lSI co-og:herri cal
ere COS0t 1 ?f}) Déntﬂ;wﬂﬂ'ﬂ_.a nner,
o®t he °rb°ufé"‘F| nal pr s or inter rredl abesyo for

exanple by chromat ography, distillation, fradtiona
crystallisation, or by the formation, of a salt 1o if
appropriate or possible under the ciryd fances. The
activity and selectivity of the conpou dso y be
determ ned by any suitable assay known in §he art.
The conpounds of the invention may be used in the

preé RN m nerous ail ments, di ns_apd
dselh ;;L%gsuut'—mt—l—rmted re\cy ol 5
cancer, @&ndomnetr uterine nmyoma, arj ovarian
di sease, a mamdky cystic di sease, prostatic
hypertrophy, anenorrhea, precocious puberty,
prenmenstrual syndrone, a sex-steroid-dependent

séﬂg&@gphysi ol ogy, benign prostatic

(i) HBr, H,0 N

HZN\(D/\O H NaNO, B’\©/\°H nBuLi, TMSC SI\ED/\O H
(ii) CuBr, HBr then TBAF

AIMe and RNH, | o
or (i) NaOH (i) HCI ™

() tBuOK \@\w/cone (ii) RNH, and EDC ,S'\@WNHR
or (i) NaOH (ii) HCI
() g0 (iiiy SOCl, and RNH,
\ / OMe

Scheme 3

/@/\O " nBuli, TMSCI_ O/\O H
then TBAF Nas
Br S

AlMe and RNH,
or (i) NaOH (i) HCI

]
(i) tBuOK UCOZM& (i) RNH, and EDC /(jl\o WNHR
/ or (i) NaOH (ii) HCI Ngi
(i) g,___O (ii) SOCl; and RNH, '
N\ / OMe



hyper pl asi a, Al zheiner's disease, H V infection, Al DS
and di seases caused by thyroid malfunction, or to

W@emeses4gper mat ogenesi s. 20 The term "cancer" BST/GB2@4/002606

herein refers to any di sease or condition
characterised by uncontrol 183, abnormal growth of
cells and includes all known types of cancer, for
exanpl e cancer of the bl adder, breast, colon, brain,
Bcheme 4 head, bl ood, eye, neck, skin, lungs, ovaries,
prostate and rectum gigestive, gastrointestinal,
endonetrial, hematol ogl gak, Al DS-rel ated,

nmuscoskel etal , 25 neuro o@fﬂal and gynecol ogi ca
cancers; Iynponas mel apotas and | eukaem a. In

t herapeutic use, the Y& ive conpound may be
adm ni stered oral | ycF;sopmmajNNg, i ntra-vagi nal ly,
parenteral ly, by inhalatijon (pul nronary delivery),
topically, ocularly,NQ? ally, or to the buccal
cavity. Oral adm nistraiy@n is preferred. Thus, the
t herapeuti c conposi toprg oy—tihe present invention may
take the form of any of t he known pharmaceuti ca
conmposi tions for suchMg@tlhods of administration. The
conpositions may be formul ated in a manner known to
those skilled in thWO¥eer|dbNR'as to give a controlled
r etease—forrexanpteraptd—retease—or—sustarmed

rel ease, of |the compounds of the present inventilon.
Phar maceutical ly acceptabl e carriersj WO 2005/ 005442
PCT/ GB2004/ 002606 25 sui tjable for usp in such
conpositions fare well knawn in the aft. The
conpositions of the invention may contain 0.1-99% by

,ght of actPve conmpound©2The conp %atlons of tfRe
Meo%\‘ﬁ d‘i’?o B¥er a F@\‘/plkﬁgﬁ\" ed’P %os"éf&WWe
ferably, NaAunlt doseNcp ri ses tfhemctive N /N

MeO

redient if.an anount 1-500 ng. E The eXC|p ﬁgts
9 d in the Bpeparatlon t hese co ositions are
exci pients/ known in t art Apprepri ate dosage

| evel s may, be determ any sultable met hod known
to one skilled in th It Wi [l;pe under st ood,
however, that the spe |c dose™~evel for any
particul ar patient will depend updn a variety of

f rs incl io the ity of %f speC|f|

c%ﬂﬁﬁnd enpl%zlégj , the a g&’%%dy wei |g o% gener al HMe%dl-/iC

heal th, sex, {diet, tinme aof adm nistrfati on, route |of
ninistrati n, rate of axcretion, rug conbination

and t he severlty of the dlsease undeﬁgflng treatnﬁnt
|thl§ns 205 ora*ﬂoa hlﬁtr%}bon r &Pl §h8r 1
e e N
" " e e ﬁ
OMe NH NH NH NHMe

l L/
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i nvention and there are known pharmaceutical fornms for
such adm nistration, for 15 exanple tablets,

w@eapsabag2 granul es, syrups and aqueous or oi | BCT/GB2004/002606
suspensi ons. The pharmaceutical conposition containing
the active ingredient may b24in a formsuitable for
oral use, for exanple, as tablets, troches, |ozenges,
aqudbwill be undetsjocdithat tree pmesslesdetaﬁédlabope\adeseledy for

tndpigposs pliepmsene v o anteipyig At beiconsBled Fshe
Imﬁgnﬁr Bfdeds ﬁﬁﬁlﬁt%gﬁ?ﬂ& @%a[ﬂﬁd&%%ﬁ?@r‘i‘@ driidt@ridfittons

or t manuf act ur phar maceuti ca osi tions,
Kreornneh twcme skiltpd & theoars meyyalso bealseddne)bcbalnra)c@npag@d\pﬁthe
. selected fromthe group consisting of sweetening
M@ £l avouring agents, colouring agents and

pr esghy h'f'b&uﬂﬁ;%?‘ﬁﬁal proBlLERor irtehYiaES obtained can be separated
phar meceutical |y el'egant and pal atabl e preparations.

orTis! kasis obhephysideecharnicakdiffgrancgs of ‘tree] constite@ntsxing gnown

g "B 8 RO AR AR o 6T BEn A PSR oy

cthﬁ?t‘éﬁ)g?éph i cﬁéﬁll@tnﬁﬁ%frétﬁlonbpdiryst@m%éﬂbﬁ,, oribyethe fetimatientota salt
such as cal ci um carbonat e, sodi um car bonat e, | actose,

if BRPrePHAtHALRRFRRIE UNdes e HFEAYSPReS-e; granul ating and
di S'ﬂ@ﬁ&ﬂl%@@%@&ﬁﬂtg an | S%@g?hﬁdgﬂ{ V15 ?éfe'?mﬂ‘&e& by any

al gi ni ¢ acl exanpl’e starch
suiteblg assayakrawrain th‘leczrt)cryst alline cellul ose or
pol v, |nyI rr and lubrlca

oxa RsnPb de arenta By bendsadgn e dedmgnt of
n rﬁ@ﬂo‘ifssallﬁﬁ‘é/ntgecoﬁﬂ?ﬁ&?é 814 @iy indYdiRg, Sgﬁh&dhrﬁl‘!’ed thereto,

nown techni ques to delay disint egration and
camguremdqmetnnsnshategm@tmmmaesnmarlan isRasen @ mamnegyy cystic

OB R AR e R CEREREB ey, st

symacsmbe aa ééﬂ@te@@:ﬁad’epéﬁd@ht a'paﬂ#ﬁﬁhy@ﬁ:l@t%wc%eﬂlgn Csarostatlc

nonost earate or glyceryl distearate na
hyRerpiasia iNdeheimer's Saﬂaseshl Vrinfealiary AP ra,f%.swe@aeaffaused by

thpr%rl&jrr%eﬁ tch{JrI]l,Cc?r%lélrFe%t sé%l I%bgfaflgﬁsa‘:t i ve ingredient

nert uent, for exanple 5
cal cThenteramn Yoaadesr” asahsedutmepdnnsqefm'setooany(ahmase or casdition

ChiaraeiaNaPd VURCER IS ABPTRLEHOWID Of 6P BT Gaahfown
VP i S5 s, e
head; ot eysuneddolsdxlrf dungsheovadiest peesiate and agokionysdigestive,
gaslf'rdD hte {mar]s éj Crrqet?l)éf %e ttologlcal AIDS-related, muscoskeletal,
neurological and gynecological cancers; lympomas, melanomas and leukaemia.

In therapeutic use, the active compound may be administered orally,
rectally, intra-vaginally, parenterally, by inhalation (pulmonary delivery), topically,
ocularly, nasally, or to the buccal cavity. Oral administration is preferred. Thus,
the therapeutic compositions of the present invention may take the form of any of
the known pharmaceutical compositions for such methods of administration. The
compositions may be formulated in a manner known to those skilled in the art so
as to give a controlled release, for example rapid release or sustained release, of

the compounds of the present invention. Pharmaceutically acceptable carriers
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i o are suspendi ng agents, for exanple sodi um
car boxynet hyl cel | ul ose, nethyl cel |l ul ose,
whyasosspz opyl net hyl cel | ul ose, sodi um al gi nat ePCT/GB2004/002606
pol yvinyl pyrrolidone, gumtragacanth and gum acaci a;
di spersing or wetting agent%5 may be a naturally
occurring phosphatide, for exa e lecithin, _or .
suitebiesfios use unsuqummnmsstms 3R/ wa nﬁwowﬁblném ag- ﬂ(%? ROMRPEKIoNs

I
ofgfaEnsnfbn Har Saliafl & Po8eh e Ret bicadientompBting. The
cdrpasiitng of ahiepinagntion ak@quies;allyf pre adpheunit dosage form.
hept adecaet hyl eneoxycet or, condensati on pr dfuﬁa
Pf@tferaé’l}hfﬁl QSRICPERKISeR t ?@tivzﬁm%qdé?%t"&i@‘ﬂ ?U‘éﬁ‘”f? Omg.
Ttﬁ%‘%&é‘ %%sdﬁsqc;]ﬂthﬁ’b?%ﬁ’érgtloﬁﬁl' %%&%W%&'\gq@gér@tﬁégxmﬁlents

ate us suspensi ons cont
krown ior thecare preservatives, for exarrpl e ethyl or

o RBRropRg oS SRR e e calaminied B anyatdhie fhethod
r@fﬁt&&ﬁ@%ﬁméa% LA S It vﬁH‘ BB (#RIc? BbesﬁoWévéa&@i Qﬁé Bpecific

y suspensions may be fornul ated by' suspending the
dcmstlevel fongn;emmmular patlemt\vxal@éemwumm a vagetye faghors including

et of e, PRI coRouSS BFifip e, 4G Aoty BB gt Benera

hedifD8BR | 186 tifRof eaRifisafor, 5out|é| dfe@ifiniatragen tratd ¢fexcretion,
exanpl € beéswax, hard paraffin or cetyl al cohol .

drfglgs@mtw natiomged the severiy 8% thendisease undergoinabesi@entnd
2 CHF SRS o Ao RAEA BT SoRbataRt of e

m%’ntfjd?ﬁauﬁdimdre etg-f mﬁova\?\ghamanegdleatfosrlns Iforaa,lca&-ltc):]bmhlstratlon for
aci spersi bl e powders and granul es suitabje
ewmiartabieéﬁi C@PSH\ﬁ*Saal?éMES SEG—'%%%’H@%P%W%?" PMSUSPG"S'O“S
Tﬁ@%hh rﬂQcéﬁt:dé@%Sﬁwng%hd&rﬁéﬁﬁm@ct‘h'eVéctl\,%glthBo%ﬁt By be in a
adm xture wth a dispersing o wetting agent,
foruspitadierfgr arpbuse, docexaneploy asiabéets frechasy izenges, aqueous or

I e e
a??EuHLe d?héyrl]B§Q#t L5, C%ﬁﬁﬁs‘itid?ﬁslrﬁéndétf f¢m&¢|€éﬁtus31may be

In the form il-in-water emul sio

prepereﬂ aszccpnm twyme&qﬂebm\mn@ bl artffor ti@%wntéacture of

g}g%]egu {:?ch{? nﬁ;%i@é%f hh ’SH?H &GQ{BOEE{SO?IIS n%yf ﬁoﬁt% n one or more

ag%ﬁtﬁ | ectedfroin fthie rwoageafdnslsmgbef swteteningy agents( rflavguring
guns, for exarrpl e gum acacl a, or gum tragac

agmt@.r a¢ql9ura&uag¢m§ ms'smfswww @entsy @]er to provide

pharmaceutically elegant and palatable preparations. Tablets contain the active
ingredient in admixture with non-toxic pharmaceutically acceptable excipients
which are suitable for the manufacture of tablets. These excipients may be, for
example, inert diluents, such as calcium carbonate, sodium carbonate, lactose,
calcium phosphate or sodium phosphate; granulating and disintegrating agents,
for example corn starch or alginic acid; binding agents, for example starch
gelatin, acacia, microcrystalline cellulose or polyvinyl pyrrolidone; and lubricating
agents, for example magnesium stearate, stearic acid or talc. The tablets may be
uncoated or they may be coated by known techniques to delay disintegration and
absorption in the gastrointestinal tract and thereby provide a sustained action
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soya bean, lecithin, and esters or partial esters
derived fromfatty acids and hexitol anhydrides, for
wez@spba4s0r bi t an nonool eat e and condensati on PeDABLE03/002606
of the said partial esters with ethylene oxide, for
exanpl e pol yoxyet hyl ene soBitan nonool eate. The
emul sions nmay al so contain sweetening and fl avouri ng
over adengear. p&yodipsF anekarhplej res timeydelay froatediehsedh g glyceryl

sweet eni ng agents, .f.or exanpl I rol, propyl ene
MeNpe a’ra@g?r.tgq){carﬁ&lstga@%ggﬁgy Eﬁ@ﬁ‘#@%‘ﬂgl ations may

al soFofftiiafibRs for BRETUSE Pidly aldo Pegreseribd ¥e hakdlgelatin capsules

flavouring and col ouring 'agents. The pharmaceuti cal

whergindhe iastive ingredient is mixed with a7 ingrisselid diduent, for example

oL BE Bl S0, rpufu§ dEREE 35 St gl suies
whgfeit Shé eictiVeoipgratientad hiixéd starategonan ol nedigmagséxample
and suspendi ng _agents whi ch have been nenti oned

pe@witell, Taidasaffiinorioivedilabl e preparation may al so be
in a [ LR I LO AN, A :
non- £34B6LS SusBLGbA? EntihheORkiRe HABHIE A"adfidure with
excipiettssyilablefor thesnbntiagturenf 2qGe@s suspansidnsl Sudimexuaipients

Btemp USRI o BTy 16 nGEAMDIEs o ORI SREPOBEgRYIgeliuiose,
! . ! F ol Rl . .
eSS WGBSt ARet Akt Ofodiul iblridte,piiny
pguisicond, gym tnaghaanth od gu acagia;pdispersingyorvvettingfagests may
i | | pyed, i ncl yd t het j c.. - .
gyl SEires fapdhnsttder Jor SHEnpfR GBI q Sprdensation
prfdudts bf 2f alkPleHE odidle tith RitBPatiab] it Starhplecpdigbk@sthylene

The conpounds” of the invention may al so be o )
stearatai of epRENsAtionPreduets i etbylppe sxids Wil lprg-chain aliphatic

L e
ethyterie roxidy iwith eetiigli estersihderiveds froo i fdtty abicidsdifoargxample
tenperatures but |iquid at th?, rectal tenperature and

PQYPXY§tRERBE RPN MPRoqieatehe TRERIHAAYS PeIReASIONsHEay also

cgr:i)tﬁﬂ': hor”%ﬁl;é;:3%%sélc‘§ti98§,9%|bUé)ia%plén@thyl or n-propyl p-

yet hyl ene g nposi tions for topica _
hpdhoxpbanzaate,nespranaieseolwingagents nagemore flanouring agents,

o SR o AP B R S et S TRSRGTY °

gﬂlaltr 9@?2“%?%3‘%}?%3& ?@ggﬁf@hh@la@é@wfbu%éﬁdm@th@éct% ingfedient
in a vegetable oil, for example arachis oil, olive oil, sesame oil or coconut oil, orin
a mineral oil such as liquid paraffin. The oily suspensions may contain a
thickening agent, for example beeswax, hard paraffin or cetyl alcohol.
Sweetening agents, such as those set forth above, and flavouring agents may be
added to provide a palatable oral preparation. These compositions may be
preserved by the addition of an antioxidant such as ascorbic acid.

Dispersible powders and granules suitable for preparation of an agueous
suspension by the addition of water provide the active ingredient in admixture
with a dispersing or wetting agent, suspending agent and one or more
preservatives. Suitable sweetening, flavouring and colouring agents may also be

present.
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prepared by incorporating the active conmpound in a
topi cal vehicle such as light |liquid paraffin,
waele@peosder i n a agqueous medi um usi ng surf act ankGT/GBR004/002606
oi ntment may be prepared b% m xi ng the active
compound with a topical veh €l'e such as a 5 nineral
r epar ed

o Bhwieaedle e st B2y B5Eior
016‘81’13 H—wa@%rﬁél&ldhsadm%ﬁ% EF}Q%@ n@'éﬂri’é?é' Jé@%:ﬁaz% e B 6t S@mple

conprise a matriXx i mace 'y’ active
olvengibamarechis oil; bea pniasraibilj fov emmple haeid giasaifinsermadures of

t hat .t d | d t th th Ki
thete o b B R ing 2opnfaTaek b pERRED Pociting ove: r exgole
ng'ﬁeacfa@lé BWQUHw Eé SEArRA hét'u\’@&/ﬁ c%rr‘irﬁ’gﬁahﬂé’;ﬁ'ﬁ‘étldé% fdrrbxa{/nple

nF syntheses re carrled out under
scwa began ecithriey mdyesteramapa(ﬂaHlé)stersh@msaﬂ fmme’atty acxds and

| d d
S PRRTRRSD i g TS Soa meprelels o Rrahefpr i oaucts
ol frte said phFtRg %Ster‘sl whk étayleﬁé oM efd?ré(én"?plbhﬁolyoxyethylene
fraction with b. 40- 60 C. Thlnlayer

S@httanm%gmim (hﬁ@}n%@ngmaycalm@oraialr@wae&%nmsao@ﬂavounng
a@é@& 1H NMWR spectra were generated at 400 MHz in
3 unI ess otherw se stated. Internediate 1:

6- Br Sylmp’éaneitéimirb mﬂyehfwﬂormolaeGMthtsM@et@img agents, for example
5- am no- henol 81.2 nool) _in

glwyﬁpbbwm/ n§c5lu€?l4@°ﬁtz ol 45 %%%%t .deﬁ farenulgtions ey also

cEFE?anga% gggﬁéldé@ﬁmgfé?@%nwémg\{éé‘?ﬁﬁé%ﬁhgoér&éEﬁloﬁ%g'tégén'@ The
plsarina?gltlgal admpoditionsemay inedn ftive @M ofi ansteeite injectablesaqueous
added co

BT SRBBRNoD TR SUSpedsbhirey e rorhidietiiagbording tothe

kr‘icﬁ/ﬂﬁ?bﬁoﬂsmgfih%@%ﬁﬂéﬁl@tdil}ép@l%ﬁgegr VettirRf bg¥nfsoand suspendlng
hours. Upon cooling t roomtenpl_erature the resulting

agents wmcmgvemeadn@atw% apeve:l Taeestetile ineciable preperation

i) 288%: 1, 808 RE hyBC B, SofKRh 6L SulBSRgpRSRcd. Mhhtoxic

uedus  ~pot assSium h Foxidé solutron
p@k@ntﬁtanw@goqstabm dmhmhacbresolve:mtd fo:oezampreataeob woflgtion in 1,3-

e Rnenas acmtT b aasid s St ol e e mployed
arle' Wiler, fn@%? E%kaf’bhy%nd Eﬁﬁrﬁé g%\%llhﬁ‘h&lll&ﬁdé '%?,l}t?ohl qP addition,

oun S a colourless ol crystallised
stgrllee fboedeoﬂmlawrctmswenheneailyeemmdm:edsaanah sujventeomisgbpending

il or'bis Rt Sy b by SSRGS o
syhthetfo n%né- 8r' diglycaridBs. lmaddﬁoﬁ?fa&y%d@slhth 83 oleic acid, find
use in the preparation of injectables.

The compounds of the invention may also be administered in the form of
suppositories for rectal administration of the drug. These compositions can be
prepared by mixing the drug with a suitable non-irritating excipient which is solid
at ordinary temperatures but liquid at the rectal temperature and will therefore
melt in the rectum to release the drug. Such materials are cocoa butter and
polyethylene glycols.

Compositions for topical administration are also suitable for use in the
invention. The pharmaceutically active compound may be dispersed in a
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WD 2005/ 005442 PCT/ GB2004/ 002606 29 Internedi ate 2:
2-nmet hyl -5-(trinmethylsilyl)phenoxytrinethylsilane To a
w@etoanoaam of 5- br ono- 2- net hyl phenol (| nt er medi BEEGB2004/002606
3.6 g, 19.3 mol) in THE (150 nL) at -78 C was added
n-butyl lithium (30 n, 1.62 solution in hexanes,
48.1 mmol ) and the reactlon stirred at this
phermpaceaittically foceBable eream; eintment ergely |A suijablerreamadeay be

ehhreby oo Rppd Bul T BSIHIC niT GpR R o
Ilé}UIHWQﬁhodléﬁéfBedlﬁ d aquedyaediitusingslirfiartaits ( Ap dikiment

e mxture was extracted wi th diethyl

mayrke prepared by riXing e aclveromparid wittyatericaluehige suchasa

L bF ok TRLRT B HeBARLFRy ARdng S SBNRpol ANt a

tébldﬁtvbhlciécémpnﬁﬁfq lwd;élllidg/égeﬂh emopically ﬁ&ﬁ”lmdbﬁaﬂ)lamﬁn(@smons
as a yel] ow oi off026E9H s), 0.29

n}qay q);o compgiseA r;qatrgg in vd’uglgtl'(elprparrr@cegl ically qctp@) compou.@ms of
tlfel?}(;érsr?glgma\{tént‘ %ﬁ ag_ ﬁii‘sp%r%@y $Q Yr]a]t @néz l‘ou'ﬁp ﬁpdﬁ gg}'% ﬁeﬂdoﬁgéontact

thhl theiskin ioforder to administer the compounds transdermally
(tri trlrrethyIsHane 15

(Int h%ﬁéﬂﬁ%"t"@g a})rl‘q 3 |'|WSH)?&I(1§§I'” MAN- (40 nL) at room

E %R gﬁ ﬁ{éJEgarﬁ?%sagg§&ntsr1%§%§ ?J%h\-@ %bﬁmttﬁﬁcférldﬂ? hfifbgen.

Tetrabydrofurans THR); diethyhethen @clnlerqmét@aaeetcﬂmnes andl mxglene

d th 40 nl). dde
B cLE0 G et Achyaing 5 ateR Fard prab AR A B8 under
nﬁﬁd"g«ym Eﬁ%ﬁt’ pBEBIctINE ISEACIothBRfRtIER MEth th."RAUTEE0 T, Thin layer
sul'phat e concentrated under 20 reduced pressure and

Cbmmafoedaw (J0IQ) wascperdermestpragitiga (SiQw) plateght H NMR

SBEbEA VRt bebBisted ab 4R IAE DT eSS Sthsrfl s fap

IrftephedRite™ :5-BRoffb-2-mhé Iﬁa’idlol eum di et le62 Eher)
. . S),
s), @ogsselution ofi5-aminos2-mathy

fiohéna 4109, BT Amme) i 7. 3,
hﬁg&%{;@q adid ¥20 WL, A8 % solufion)-ahdWater £50 MLt TSt @l added
afsdllﬁrored)frsddiﬂﬁn(mﬁrntmﬁﬁ 8\d, §i112/nnpdipimowgier (1 aml2-and the mixture

stive %Iﬁiﬁ@pf—gﬂ urg: #ﬁ’é%’hW'BH&ﬁolT°(ﬂi"ﬁtVé?§@GF%‘f’ gogperdh
bPEH'md 'rﬁm-Bltgn‘f@ar&ﬁgﬁﬁ’c a8 355'#1'[“ 48% solution) and

tert- b de the reaction
theema@uoat\uaﬁumequentm heaiedmtseﬂwnwﬁeb@mns; kigposciogling to
roGm tgmpeweture fhe resultlng mixture was extracted with ethyl acetate (2 x
200 mL) and the combined organic extracts were washed with aqueous
potassium hydroxide solution (~1 M, 200 mL), dried (magnesium sulphate)
and concentrated under reduced pressure. The crude product was purified by
column chromatography [SiOz; light petroleum to 4:1 light petroleum-ethyl
acetate] to give the title compound as a colourless oil, which crystallised to
give fine colourless needles upon standing overnight (4 g, 26 %). Ry = 0.26
[4:1 light petroleum-ethyl acetate]. '"H NMR & 2.21 (3 H, s), 4.89-4.95 (1 H, br,

s), 6.96-6.97 (1 H, br, m), 6.89-7.00 (2 H, m).
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30 to roomtenperature and concentrated under reduced

pressure. The residue was taken up in dinethyl
waeioplaxiere (10 nl), treated with nethyl PCT/GB2004/002606

5- brono-2-furoate (632 ng, 3.1 mml) and heated at 85

C for 18 hours. The dark br@@&n nmixture was allowed to

cool to roomterrperature dlluted vvlth vvater (10 rrL)

b f h d I

by (98 GBSy ML R <P'E§H@F=”ﬂta§93 36 403
misl) HTFHFO(PI’BOWﬁLOb STV wel et - mafyﬂudmrﬁgso mL, 1.6 M

( magnesi um sul phate), concentrated under reduced

sqlutiers i bexanesd8i f matplhgnd the teastion stimed s thisigmpsratare for

3 gy 3 FGegTig cfidine' G bR nFET fag il adoeg pnd
tHe'%’cﬂutf&a stirféd at Bf8 =CGor1.5(1%5uks. Th@Féadﬂ@hfwéﬁallmwbditdwbrm

et her LCMS Rt = 4.9 nins, nfz 'I(
tq igoat penatung:and water (75 mL) was added he mlxture was

eﬁ&é‘& AMIGE)A b He'f"fﬁ Qyilihlrl%%hﬂ R Q8 Mk PO nf e A

a so ut 1on
werd arlﬁdi(rlfnnbnéswm sutphate) snd;dohpbﬁm@bexd] Undeame@ucedopressure

b I ; / , 1) i .
Rl S it B sl o
' SRR .20 (BiFE SICD 20O, <JPa AR 1Y), B (THE, o)
7 104Xt Ud eddyak = 7c$qrfbérhtzr)ai’66 (dridled, J=dukEld).pressure, the

reS|dHet_ 1 trai:tedlnto di et hyl
FeF— X 20— e aoe ot ye+=was acidified

Wi thTol55 hyémdrdﬂ Obf c :meqm-s (Iwiméfrdlﬁpyt)pﬁéh@@:tmnbhnylsnane
ethyl acetate (2 x ani C extracts were
(lntarmediatey@e8ionin §|lﬁﬂmﬁzﬁt 3r (A.anbbﬁgmm deragelatbee was added

ARSI BRT A 8 9 IR 3 e The
reicibh wasrﬁrmatmtmbemtbmor 5 miniGdS o] trer iaer (?.o mL) was
m Nnut es Z = e or

adrmbl The W@ecWﬁﬁe‘P)@Ta&t?@ Vﬁvhidl"%{g}"eet eAI&g iMe) gnd the

BB g e b lod e

rdduced peessatre add perified by Icommnl chmatggmnhyl(sm tht petroleum

toﬁ%% ?lpr hgt-?(ﬂ(é{l(l’é%le hyl ethzerﬂ% g|\¥e tntPe cdmpour('?d asa colourless oil
(1.9 g, 56%). Ry = 0.32 (9:1 light petroleum-diethyl ether). "H NMR 84 0.26 (9 H,

s),2.27 (3H, s),462(1H,s),6.93(1H,d,J=1.0Hz),7.02(1H,dd, J=7.3,1.0

Hz), 7.15 (1 H, d, J = 7.3 Hz).

Intermediate 4: Methyl 5-[2-methyl-5-(trimethylsilyl)phenoxylfuran-2-

carboxylate
To a solution of 5-trimethylsilyl-2-methylphenol (Intermediate 3; 653 mg,

3.6 mmol) in THF was added potassium tert-butoxide (407 mg, 3.6 mmol) and the
reaction heated at reflux for 1.5 hours. The resulting solution was allowed to cool
to room temperature and concentrated under reduced pressure. The residue was
taken up in dimethyl sulphoxide (10 mL), treated with methyl 5-bromo-2-furoate
(632 mg, 3.1 mmol) and heated at 85 °C for 18 hours. The dark brown mixture
was allowed to cool to room temperature, diluted with water (10 mL) and then
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25 nL) at -78 C was added n-butyl lithium (12.5 ni,
1.6 Msolution in hexanes, 20.05 mmol) and the
w0 e@sniaam was stirred at this tenperature for BOI/GB2004/002606
m nutes. Trinmethylsilyl chloride (2.5 niL, 20.05 nmol)
was then added and the resuBQing mixture was stirred
at -78 Cfor a further 1.5 hours. The reaction was
acitiifiedsdy theadaition obhydroalnloémaei(hﬁuwlé. Tihel misiune aasdcextracted

wily S aer &5 o 5o "5 e FQrmnetbbrffic 34865 il aried

(nfdYhesidif téﬁ%oﬁb@ﬁﬁét@d%d@%aum ®réksugd and purified by
(rmagnesi um sul phate) and concentrated under reduced

cqjumgsmrenmo@apbyt(b‘eoz, riight petrpleus to @6i5hjightypetroleum-diethyl

e A Bk s BBLAR A | R ail33 it ST oBRe=0.21 (21

d?@ﬂeﬁam%@éiﬂ Qihéd. LOMS Redid0 mlm\asmxzheeoal(MH*M
WlthTHE_35rTL andtreatedtvmth TBAF . 1.0 M,

aélaactlon was stirred at this terrperature for 5
=frnutes and poured into water (10 nlL). The aqueous
por tToa sustidriefmettiyt Eqﬂedeﬂwt-ﬁ-(’elmmw(sByl)pf@nux)l]farm-Z-

CHPORE UNERmeSiaIng: 24 i A LIETo) S ea Al (2L a

rdd&mp ?tg%g{n/@g gaaed 8. soTJl%rf&%Herﬁ HyBidxidé BREIHR) RS

pre- adso onto silica and

watergt myll)-ahd thei neattign stitrgd )‘cp‘rfe&wbmunsSZBhatrewlblyg nggucerwas

oG oSG PR adRa e B I et o,
eﬁ?é)@ted Rito e %th%\g X ng_hL)oqhécé Ilé’j‘!émhas aciefifieawith

l'ica)

: 6H 0.1
hmrocblom apnd @ My ang! ex£ra¢ egi with ethyl @ge(aie (2 x@5 QpL)-,('I%qg
ordghic SxEsh ek ofpe <%a%§%€f#@%wﬁ§ﬁ%e BansBnferti®g
reamned p%‘efsftllrett@ lgu@tﬁegttlg-wgﬁbw{isaaddmﬁiurless powdzer (181 mg,
ri met al um ni ym sol u in
87 905 R SAl) Smsemetanpanedy boaae iR Rs 495
thQ%trﬂt \;%—?2\ 30 minutes and then to room
ure o

tenpera further 30 mnutes. This solution
was Theranauesueqmrem foocoupling wereneemyiercially anailabje.- 5-

Si | ur.an-,2- ca
Alemeliilef Ry B SBRNGR YR e PRI EhRssribeg ingve-A-
02/008B63 ! &4 @uﬂ?ﬂédc’lﬁ Seteehd 4 hersi t o room 20 tenperature
and was then further warned to -40 C and stirred until
Intermediate 6: 2-methyl-4-(trimethylsilyl)phenol.
To a solution of 4-bromo-2-methylphenol (1.5 g, 8.02 mmol) in THF (16
mL) at =78 °C was added n-butyl lithium (12.5 mL, 1.6 M solution in hexanes,

20.05 mmol) and the reaction was stirred at this temperature for 30 minutes.

Trimethyisilyl chloride (2.5 mL, 20.05 mmol) was then added and the resulting
mixture was stirred at —78 °C for a further 1.5 hours. The reaction was allowed
to warm to room temperature and saturated ammonium chloride solution (10
mL) was added. The mixture was extracted with diethyl ether (2 x 20 mL) and
the combined organic extracts were dried (magnesium sulphate) and
concentrated under reduced pressure to give the intermediate 2-methyl-4-

(trimethylsilyl)phenoxytrimethylsilane as a pale yellow oil (1.6 g). This
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by TLC i ndi cated conplete reaction. The reaction was
cooled to room tenperature and quenched by the
walcopmBe2 addi tion of saturated aqueous anmONPCNGB2004/002606
acetate. The resultant precipitate was renoved by
filtration, washing with s& ﬁeral portions of ethyl
acetate. The filtrate was washed with 25 water_and the

intargmiate presstihenediiuted with Titkg(@osland itested wjth TBAF (6.3 mL,

SO 258 Sl B TR Ve

stdUat tArs teperature for 5 minutes and poured into water (10 mL). The
5-[2- rrethyl- 5-(trimethylsil phenoxy] f ur an- 2- car boxyl

aqueousartion wasrthea .eggtrgctgd vyuﬁw@ev (§ xjgmL) and the combined

oS 505 BSR40t B, B b suhat

ared bdrhcmﬁ#mdd ur‘rdéﬁrdﬂiﬂded @i‘ésyuélél' r(&fé@ull’d(ﬁg o regidue Was pre-
anlllneg trije %t 'Lh
agsosked 6 Q/\ﬂﬂ%ﬁngmztfﬁe@ﬂ-ﬂ (EtmetbmlylMtw ed

odfinh e Ry (G b s R T R R d sy
ethell;)czlma pateeyellovdeit (0. @gﬂ,g@%prﬁgus? (th?ahgl’iutqjemmc _Iel.pr?+d1ethyl
efBr o) ' NBARE SMSRet a0 YEshid ntouT S bdrt ot a. o
= ?C&} HE} 0;n1zﬂl¢+ o 9aNT § 1I9X) 7A@ Me§P odsd eAH( BRgnesi um

ate) and concentrat ed uhder feduced pressure and

G erath9 cB the required 5 am de. Exanple 1:
{
AT aﬁqur?spﬁ'%m 5% s, pl B B benliide 2y in

toﬁj@ﬁéoétndiswa@ wae gdded trimstaydiuginium @0evadolfticrtiedtolene, 2
Rf = 10 (1:1 light petroleumethyl acetate LCVS

A
tor@ equiy. ﬂrﬁpwgse dhe rgaqtgm Vasajlowed do masmdioe—20 ° over 30
it B or i i B eRreXyef 3300, P intes, Thiscspltion
wge thien addedrtoma r$d|_ums qf mmihyle‘ﬁ-[?_&umd:hyh-&g to General
(sl e Denmoirar 7-gubaiviatecdntepiediale ™ Batlh) ins
d@l@?ﬂﬂhﬁt neSat]@"@/be‘é’hﬂ)&uKé WhEBII6WES tb Wa)rﬁh%%évﬂ N-

am no- di met hoxv-1, 3-pvrimdin-5-yl)furan-
tempenabws amddeas then further warmed to ~40 °C and stirred until analysis

by TLC indicated complete reaction. The reaction was cooled to room
temperature and quenched by the dropwise addition of saturated aqueous
ammonium acetate. The resultant precipitate was removed by filtration,
washing with several portions of ethyl acetate. The filtrate was washed with
water and the organic phase was dried (magnesium sulphate), concentrated
under reduced pressure and purified to give the required amide.

General procedure B

To a solution of 5-[2-methyl-5-(trimethylsilyl)phenoxy]furan-2-carboxylic
acid (Intermediate 5; 1 equiv.) in N,N-dimethylformamide (DMF; ~5 mL per
1.4 mmol of substrate) was added 1-(3-dimethylaminopropyl)-3-
ethylcarbodiimide hydrochloride (EDC.HCI; 2 equiv.), aniline (1 equiv.) and
triethylamine (3 equiv.). The reaction was allowed to stir at room temperature
until analysis by TLC indicated complete conversion. The solution was
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Thi s conmpound was prepared according to General
ProceduresA and B. Rf = 0.21 (1:1 light
wpedosobauwm et hyl acetate). LCMS Rt = 4. 69 ni nuP€FGBRG0A/002606
= 457 (MH) 20 Exanpl e 4:
5-f 2-met hvl - 5- (tri met hyl si | $2) phenoxyl - N-
{2- f(t3 mor phol i n-4-yl ) propyl am nol -4, 6-di net hoxv-1, 3-p
concartigted sngern fegiuged pzewwmﬁadx@nm 5 albyiroeitevand

WS B E TEFG e bl SRR Yl YR SRR A R ays o

bitaFsbriste sbRtion T Be drgatic BxXPadtdiware drcainayriEsium sulphate)
5-f2-nmet hvl -5-(trinmethyl silyl)phenoxyl - N

ang cpRCeratad rwmdsr m@nmreswmwrmﬁdm give heyieasirpg
affY. rimdin-5- vl}furan-2-carboxam de This conmpound
was prepared accordl ng to General Procedures A and B.

Exanigileq: 3- @M}ﬂ“ﬂ-ﬁiltﬂmeﬂwlﬁhﬂmnmwﬂw- al cohol
LCMS Rt = 4.61

SOET”%&}’X@D%@# %@%@%ﬁe&b O koo .-

Oﬂﬂ(ﬂs‘r (ghtrpeilmlmjméﬂtlayhamelaie)m.)ﬂm&mo# 44? 1B, me'z 70456 (MH™).
[} S conpound

E ----- 3 e"reARf—

234450tr(raethd$¢ -mL mm.h imtafwt tﬁirﬁ@hﬁhléem ai ni ng

anmoni a solut1on m nut es,
m z Ihzgzg)mmw)d WES phgpared: accordlng to General Procedure A R=

o5 T i 1 HAAL AR 4 405 v, s 5

(MRHyM di n-5- yl }furan-2-carboxam de This conpound was
d _ac cord| ng to General ProceduresAandB 10 WO

(2-methvlam|no-4,6-d|methoxv-1 ,3-pvr|m|d|n-5-vl)furan;z-carboxamide

This compound was prepared according to General Procedures A and B.
Rr = 0.21 (1:1 light petroleum-ethyl acetate). LCMS Ry = 4.69 minutes, m/z = 457
(MH™).
Example 4: 5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-

{2-[{3-morpholin-4-yl)propylamino}-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-

2-carboxamide

This compound was prepared according to General Procedures A and B.
Rf = 0.43 (9:1 dichloromethane-methyl alcohol). LCMS R; = 4.59 minutes, m/z =
570 (MH").
Example 5: 5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-

{2-[3-(4-methylpiperazin-1-yl)propylamino]-4,6-dimethoxypyrimidin-5-

yl}furan-2-carboxamide

This compound was prepared according to General Procedures A and B.
Rf = 0.20 (9:1 dichloromethane-methyl alcohol containing 1% 0.880 ammonia
solution). LCMS R; = 4.61 minutes, m/z = 583 (MH").
Example 6: 5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-




1. A conpound of forrmula (1) or formula (I1) J-K-L (1)
J-K-L 5 wherein Dis -(CH)n-, -C(=X)-, -0-, -S(Om,
WO gosKMGRe) -, -C(Rb)2-, -C(Rb)=C(Rb)-, PCT/GB2004/002606
-CH(Rb)CH(Rb)-; E is optionally present and is
-(CH2) n-, -N(Rd) _ (CH2)nN(3I3d) or -N(Rd)(CHZ)n-; 10
5 i S -C(_X) hor -N(Rd) G |s -(CHQ)n- -N(Rd)

Mﬁ@égg 4 rgox%@g_éqm- PN s
)M(Rc)- or -N(Re)-; Kis optionally

pr es Eﬂms eml bandweg! ;ﬁ’@Faﬂm acuvrdihy t6 lG@ﬁéiaWP?@céUilPe A Ri=

is 15 cycloal kyl ene, cycl oal kenyl ene,

OePrQII 8n1e d'%@@%@fl‘@ﬂ@éﬂﬁﬂ]‘b’br?écoh%t@%%lﬂmg)dl%yDeﬁﬁ@ agrmonia

A NG R GRS

Exvwniplel % &hj2-methyl-4-(trimabtiyisiviisindiosy]-N-

roc IFaI<e | or heteroaryl, any of which.is

@Mﬂﬁé&aﬂs&uﬂﬁﬁm@wﬁéﬂmﬂ@s

ra- 26 jde( O M(Rb) (Rc) or 20 -CN, each Ra is

ent and is hydrogen, hal ogen, alkyl,

ar y| Thiswampownd wa& prepared bkcordingdblg eréra) Pidredures A and B.
10 -0-aryl, -C(=X)Rc, -NO2, -CN, -N(Rc)C(=X)Rc,
-C(=X)N(R)2, -S(0)2N(Rc)2 or -N(Re)2; each Rb is the
same or different and is hydrogen or al kyl; WO
2005/ 005442 PCT/ GB2004/ 002606 35 each R is the sane or
different and is al kyl, cycloal kyl, -alkyl-aryl,
-al kyl - cycl oal kyl or aryl optionally substituted with
Ra; each Rd is the sanme or different and is hydrogen,
al kyl or aryl optionally wth Ra; 5 each Re is the
same or different and is hydrogen, alkyl; or Re is
aryl or




heteroaryl, either of which is optionally substituted

with Ra; each Rf is the sane or different and is
whyasoeam or al kyl; or RfF-N-Rf taken toget herPdDGBR004/002606

het erocycl oal kyl, heterocycl oal kenyl or heteroaryl;

each X is the same or diffeBént and is oxygen or

sulphur 10 Y and Z are the sane or different and are
_éﬁdﬂ_hydrogen hal ogen, al kyl , hydroxy, al koxy, -CN,

%%&?X@‘de&%ﬁ‘%%d%ﬂ&?% ko2, -si(R3.

-aI kyl -Si (R)3, aryl optionally substltuted wth Ra or
Y-O-aryl I53pt|onally substituted with Ra; Rings | and 2
g fErentGand—are ch arylene or 15

z tuted Wi ; each mis & sanme or different

and isr®, 1 or 2; and each n is the sane or different
and is 0, 1, 2, or 3; with the provisos that at |east (I
one of Y and Z conprises a silicon atomand that the

i cal accep ab!,‘(;,ﬁ salt her eof 2.0 A
d agfordli o~ Chgi [ i (R 3,
y*;&Si ( rogen. n accﬁ? ding to

wherein each Rc is the sams or different and
is alkylR® 25 4. A conpound according to any preceding
cl ai m wherein Z i's hydrogen, -Si(R)3, -alkyl-Si(R3, (I
5 Ww% hal ogen or al koxy. 5. A conpound to claim 4,
ereln each Rc is the sane or different and is al kyI

or  pBésy(CHzn-, € (X eDndSERYer-O(RY)NRWC R pe e@RY=C(R")-,
mgg)r ein Ra is alkyl, 3o halogen or al koxy. 7.

'%@%U& “according to any preceding claim wherein D

is - - fo dy_

i's -P- js -optioRklly Srddeft dh&quQGFQ)naCC%ﬂz)oosg OO% Y(R)- or

p‘rg?icedl ng claim wherein i s absent
)(EB2004/ 002606 36 9. A conpound according to any

10 PrecRdlngShebrNsLein Fis - C(0)-
G is -(CHa)n-, -N(R%)-, ~(CH2):N(R%)- or -N(Rd)(CHg)n;
J is optionally present and is -O-, -N(R®)C(=X)-, -C(=X)N(R®)-, -S(O)m-,
-N(R®)S(O)m-, -S(0)mN(R)- or -N(R®)-;
K is optionally present and is alkylene optionally substituted with R® or K is

15 cycloalkylene, cycloalkenylene, arylene, heterocycloalkylene, heterocycloalkylene
or heteroarylene, any of which is optionally substituted with R?;

L is hydrogen, halogen, -N(R")2, cycloalkyl, cycloalkenyl, aryl,
heterocycloalkyl, heterocycloalkenyl or heteroaryl, any of which is optionally
substituted with R?, -C(=X)ORY, -OH, -OR®, -C(=X)N(R")(R®), -S(0)mN(R®)(R®) or

20 -CN;

each R® is the same or different and is hydrogen, halogen, alkyl, aryl,
hydroxy, alkoxy, -alkoxy-(CH2).C(O):R®, -O-aryl, -C(=X)R°>, -NO,, -CN,
-N(R°)C(=X)R®, -C(=X)N(R)2, -8(0)2N(R°)2 or -N(R®)2;

each R is the same or different and is hydrogen or alkyl;
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10. A compound according to any preceding claim

wherein Gis -N(Rd)-. 11. A conpound according to
w@b@snoud wherein Rd is hydrogen. 12. A conpoR@mGB2004/002606

according to any preceding claim wherein J and K are

5 absent, and L is hydrogen3br -N(Rf)2. 13. A conpound

according to any of clains 1 to 11, wherein J is -NH,

K i seach Rylisthe sande br diferenteanddy alkyaldwloalwu -alkyl-aryl, -alkyl-

C und accordi n ng claim wherein
CW?S%EX' qraryhept yfpggtﬂ}jtqpc{,waifggz vAgcon'pound accordi ng

to c e
Com%ﬁ%@fﬁg gﬁ%?ﬁ@b%r%lﬁ&eﬁ éﬁ? |§1Fr}z&l’abéﬁ %Il?f}ﬁom% é?fyl optionally

withif; 1 i s ph_enyl ene. 17. A conpound according to any
Dyt ReelyFeris ToF Say of HieBHE 2riakls Ty R L ARG, or RS is ary or
h@ﬂ%?d)é’@ﬂ'éltheﬁ Hf’ﬁ/hlch% %gltloné@/ skbstifite@WRPURY accor di ng

to clai'm wher ei n i s substltutedlzor 3
ti meeach Relsgbewmwmlﬁer@@t agd isteydragen or atkyk os REN-R/ teken

oER ol T B8k RRTbS S PR of HblerBlhns 7oy ™"
| o e e e oo

5- [ 2Y g eresthe same ehgifierentiansiars eagh-hydroegen, halogen, alkyl,

h f b c

“gd’f’gi’ R TN R IRy TRV ¢ 7S( QR

-NEEY(RE )SQJYJ-S('@WN(RSXR |, IR0 ~SH BEysb@llayHSIR")=2 aryl optionally
A L 5 ) W B e 4 o

3- pyRiﬁQSdH”aﬁdyi)érHr% daf@r Bpdiferent and are each  arylene or

trimethylsilyl I) phenoxy] - L
hqﬂepmqwiala mther of which is optionally substituted with R

V1) PLomyl o gl So AR SHirls B M- 51} urar
g;)[ 20881 AYS tHe §4mborditdrent ahd BEMXYYbor¥; {2-[3- (N, N
di neWib thewpreyjsasdbst Qil*ﬁ’?ﬁpn@ ob Y Aneef Remprises asilicopiaiem and
rgf P8 popg RPN R ona % (1)
- 4- or a pharmaceutically acceptable salt thereof.
2.- A compound according to claim 1, wherein Y is -Si(R%)s, -alkyl-Si(R®)s or
hydrogen.
3. A compound according to claim 2, wherein each R° is the same or different
and is alkyl.
4. A compound according to any preceding claim, Wherein Z is hydrogen,
-Si(R°%)s, -alkyl-Si(R%s, -O-aryl, halogen or alkoxy.
5. A compound to claim 4, wherein each R°® is the same or different and is
alkyl or phenyl.
6. A compound according to any preceding claim, wherein R? is alkyl,
halogen or alkoxy.
7. A compound according to any preceding claim, wherein D is -O-, -S- or -
CHo-.
8. A compound according to any preceding claim, wherein E is absent.
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yl) propyl am no] - 4, 6- di net hoxy-1, 3-pyrim di n-5-yl }furan
- 2- car boxam de; WO 2005/ 005442 PCT/ GB2004/ 002606 37

w®G200300athyl - 5- (trimet hyl silyl) phenoxy] - N-{ 2- [ PET/0PBRE031002606

idin-1 -yl)ethylam no] -

4, 6- di met hoxy- 1, 3-pyri m di n36-yl } f uran- 2- car boxani de;

5-[2-nethyl - 5- (trinethylsilyl)phenoxy]-N-{2-[3-(1,3-im
9i daz A]compound according to any preceding claim, whereln F is -C(O)-.

I)pr % rggéccoggmgltge atnr;/opX celdlggp arlmmw ereln lé N(ﬁ‘!}
15 [ 2§b<§d?ﬂyol§1d éééd?&@%%b%légbﬂ JoRasre RMie Rydrogbet hoxy

phenyl Yfuran-2- carbdxam
13- [ 2Abcomposnd taccoeding lteiany precedmngy Flain( wherantt endt ik are

§é¥ -t I).fs%r ?quel%?rhwgﬁgw ;jg;henoxy] N-(2,4,6-trineth

19xy Aé’mﬁp{éuﬁa scdfbramglt@ Aty bLiElaims21 Q@mbom&ﬁ Jis -NH-, K is
bronp- 5- (tri met Ayl si I'yl) phenoxy] - N ( 2- et hyl anmi no

alkgt e@ed andilhisheterocycloalkyl.

1 % R AR e ey S BRI S, yaopn ina 1 i

hg@rbamy[eneperam nyI ) propyl am no] -4, 6-di nmet hoxy-1,
-pyrimdin-5-yl }furan-2- 15 car boxani de;

é [ 2ARBRRAUNG @¢CFQE€*!WS>1P§|¢'W 14, pHaars iy RINg. 1 s fusarpeney.
16! ”ehhgféa@gbﬂga ra&ag agtaoény of kiR Aoy 13, InRYShMRMG 1 is

car
pEerﬁ;ﬂebeom} 5-(trinmethylsilyl)phenoxy]-N{2-[3-(norphol

1?1 ) pﬁoﬁ?fﬂgﬁf‘%] aceosdiggntq Wyp&e@dﬁ]ﬂ CIRI: W'Be'iﬁ"'} fRipgn2 is
phgn)ﬂéﬁé’ %ﬁ%l@?lene or pyndmylene any of which is ozotlonally substijtuted.

trimethylsri 7phenoxy] E (pyrroli
134 n Aqan)m ageonding to clalm 17, wherein'Ring 2 is substituted 1,2 or 3

tigieR, e SHBSYths B R, P+ St SR BEAMEcg and

séleatelt from alkoxy and halogen
gl)propylamno] 4, 6-di met hoxy-1, 3-pyrim din-5-yl}furan

2- chr %&mﬁqgﬂeaccozgmg to claim 1, selected from:

S- | 25tk B Itsﬁzlz{ﬂ{éan}/PNe@CB‘M]m@fhEﬁyﬁwéHmr%ﬂ-z-

xyphe
c@‘-b[oXammoxy 5-(t( met hyl si

o4 )gig %%)LI B (& rﬁéh?lsh{d&p etnrc])%m 4 E)tIIrl#lreﬁ'?o_x%/bhenyl)furan-Z-

carb
carboxamide;

5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxy-1,3-pyrimidin-5-
yhfuran-2-carboxamide;

5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-(2-methylamino-4,6-dimethoxy-
1,3-pyrimidin-5-yl)furan-2-carboxamide;

5-[2-methyl-5-(trimethyisilyl)phenoxy]-N-{2-[3-(4-methylpiperazin-1-
yh)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;

5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-{2-[3-(N,N-
dimethylamino)propylamino}-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;

5-[2-methyl-5-(trimethylsilyl)phenoxy]-N-{2-[3-(morpholin-4-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
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5-[2-nmet hoxy-5-(trinmethylsilyl)phenoxy]-N-(2,4,6-trine
thoxy-1, 3-pyrimdin- 30 5-yl)furan-2-carboxam de;
w®G200300athoxy-5- (tri nmet hyl silyl) phenoxy] - N- ( 2- PET/BBR@EAI002606
no- 4, 6- di net hoxy-
1, 3-pyrimdin-5-yl)furan-2- 8ar boxani de; WO 2005/ 005442
PCT/ GB2004/ 002606 38
5- [ 26+B+rhethy -5 trinmethbyIsily oHenoxpRARBX21 (pirdldin-d -y yethgarhino]-
43d 55%3{3%%\%%8}'”@'% B iRERs CArbOXBNAR di n- 5-y1 }furan
heno)!?%éﬁ’ﬁ?ﬂ&(g?néﬁ%y@lB&i@fm’iyﬁNt{Q 8R4 M riidakvl-)
,ylf)lpnmpylayrhlani—ﬁ,@)cpi iyt ,@op_pyrhnidlrﬁﬁﬁé}mram;/z tarbaxpmiae;di n
o L B B P o A R R ran 2

cibbRE/Yd; am no] - 4, 6- di net hoxy- 1, 3-pyrim d| n-5-yl }furan
- 2-car boxani de;

5- [55([8thﬁ9mrﬁ-é&rmstbylswl)ph,@nﬁny]rM(ameptmxyphmd)fu@n-z

%}Bﬁgg kkﬁ:yl ) furan- 2-carboxam de;
F(IH yl di net hyl silyl)-2-nethyl phenoxy] N-(2, 4, 6-

t r I ITEI Ddxpimdedytriniathisiy? hbsayqa/m(g &,6-trimethoxy-1, 3-pyr|m|dln-5-
et hgl di rret hyl si |yl - met'hyl phenoxy] - N-( 2, 4,
y'l)fHﬁﬁﬂT xSArkoxarpide; ~ ni di n- 5 yI ) f ur an- 2- car boxami de;

gm'[ ﬁg{[gtﬂgﬁ'\%ﬁ%lm&ﬁi’lEWI?ph%nH?}tr]hM' (BhROPNEmiNo (L6 itBYHoxy-
1;§E—py91mud;ay54yl)$urﬁy1F2-na[bdxaﬁ}lgé) furan- 2- car boxan de;

P ey Rrimethyistyyphenoxy ke sras Y1 - ¥ L2 18- (4
rrﬁé'tﬁy%IBEVAZ%WI)“H%pﬁa@nﬁB]m?éB%é%x? PRIgyhdbi-Syifdrhgan

-"car boxam d
cabpsamcdeiyl di met hyl si |l yl)-2-net hyl phenoxy] - N-{2-[3- (N,

0 e ARG AU eAONIMARARINN. 3 pyr i i di
e e ey RS TS (o
carpRyanide)-

V' ) ps :f%oxam ?&tnﬁqe‘?ﬁﬂéu‘iﬁ)‘dﬂ%ﬁﬁxﬁ N1PY8 (HcbRsIR-4! } f uran
ylﬁpr{)ﬁylphﬂnd]-qsnmnfejzrhcpxyeb)'sl-p)dlmldtmww}lfwmh}z-ﬁamm|qi¢1eno

) Db b SRR A G T e aaronr
40 dimSthdaA 1 &-pyrimidin-5-yl}furan-2-carboxamide;

5-[2-bromo-5-(trimethylsilyl)phenoxy]-N-{2-[3-(1,3-imidaz-1-
yl)propylamino]-4,6-dimethoxy~1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-[2-methoxy-5-(trimethylsilyl)phenoxy}-N-(2,6-dimethoxyphenyl)furan-2-
carboxamide;
5-[2-methoxy-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxyphenyl)furan-2-
carboxamide;
5-[2-methoxy-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxy-1,3-pyrimidin-
5-yl)furan-2-carboxamide;
5-[2-methoxy-5-(trimethylsilyl)phenoxy]-N-(2-methylamino-4,6-dimethoxy-
1,3-pyrimidin-5-yl)furan-2-carboxamide;
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tri met hoxyphenyl ) f ur an- 2- car boxam de;
5-{5-[(2, 2-di net hyl propyl ) di net hyl si |l yl]-2-net hyl pheno

WO gGosAbR 4, 6 PCT/GB2004/002606
trimethoxy-1, 3-pyrimdin-5-yl)furan-2-carboxam de;
5-{5-[(2, 2-di met hyl pr opyl ) d88ret hyl si | yl ] - 2- net hyl pheno
xy}-N-(2- 30

”EL WJ[MdtﬁO)@y S<(tHmethisky) phehory - NRRdBA4emethylpiperazit-t-
ar box

yl)prpsylpm@ﬂﬁr@mp}m%owwamﬁmtﬁrv&m@m? carhaxaPidsheno
(4
)r%% hé\ﬁ[ip)l?r]péﬁg 5(Hlm?tﬂéls'l%‘?ﬁhenor)%i-l-\ﬁ{,%[? qurflé,t_hoxy 1, 3-py
diriethylamin®p pdp}yﬂammn]-z -6-dimmethaay+ ;Bepymcm&syl}mwz- 39
PCT/ GBZOO4/ 002606
caf ?SafP[dEvZ di met hyl propyl ) di net hyl si | yl ] - 2- net hyl pheno
o Tt Ty TR Mmetyisiyehenon - N3 marolin 4

yl);fropyl}afmmez]m B- dlmethmoyahﬁwlnﬁdmss-y(}mramﬂ-carboxamlde
nmet hg

lyl] 'ﬁgﬁ%ﬁﬁ’u %ani'éﬂ 2,\|:n{e§1y[lghen§xy] -N-(2,6-dimethoxyphenyi)furan-

2&5&5@&%5&4 yi ) propyl am no] - 4, 6- di met hoxy-1, 3-pyrimd
5-yl }furan-2- carboxamn de;

5 {551[5 (athyidiraethylsilgl)-@2-methwiphenaxyl-N-@ 4Pt | - 2- et hyl ph

[)f 2- b d
B e et EBBRRRE | i 51 et byt 1 -2 met hy ph
enOXﬂ-ISJ(bm?ddﬁnéthylsﬂyl)-Z methylphenoxy] N-(2,4,6-trimethoxy-1,3-
trimethox aﬁ&/l ) f uran- 2- car boxam de;

pyimislin-5- ﬁﬁlfboza(mqi%nethws.|y|)ethy|] 2- met hyl ph

e YD S el PN N ety aming: -
dlg:]eit)lgeiy}’ll\l_ﬁ—gynmﬂhys -Wfirani-2retitboxailige;) et hyl | - 2- met hyl ph
ot TSRS ety SRty SR A4 et EiResazin-

1rBeAR -463(§metho -1 ,3-pyrimidin-5-yl}furan-2-carboxamide;
y?r g% H&] hyl xy |pr¥ethIS| y}l etréy,%l 2methy|ph

enox@-}[S-IQethxldjrBe(rwlsﬂyl)—2 methylphenoxy {2

ey pRBSpR oy ARl ddis Byl S-Jitark 22 PY

carbbRamidel - di net hyl - 2-(trimethyl silyl)ethyl]-2-nethylph
e D T AP Y
yptobliahHhéi, 8-dimBtiicXy LP 5 din-5-yl}furan-2-carboxamide;
5-{5-(2,2-dimethylpropyl)dimethylsilyl}-2-methylphenoxy}-N-(2,6-
dimethoxyphenyl)furan-2-carboxamide;
5-{5-[(2,2-dimethylpropyl)dimethylsilyl]-2-methylphenoxy}-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;
5—{5-[(2,2-dimethylpropyl)dimethylsiIyl]-2-methylpheno>1<y}-N-(2,4,6-
trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-{5-[(2,2-dimethylpropyl)dimethylsilyl]-2-methylphenoxy}-N-(2-
methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-{5-(2,2-dimethylpropyl)dimethylsilyl}-2-methylphenoxy}-N-{2-[3-(4-
methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;



10

15

20

25

30

5-{5-[1,1-dinmethyl-2-(trinmethylsilyl)ethyl]-2-nethyl ph
enoxy}-N-{2-[ 3-

W@ pwwsfobrah2 n- 4-yl ) propyl am no] - 4, 6- di met hoxy- 1, BEPEBR0GH02606
i n-5-yl }furan-2- carboxam de;
5-{[2-net hyl -5-(tri met hyl S|$%/I)phenyl]rrethyl} N-(2,6-d
i met hoxyphenyl ) furan- 25 2-carboxam de;

5-{ Eili-{neﬁﬁﬁ@t-ldt +rﬁethylprml}dyrnethyiml)bl|dﬂemﬂ]wmwxy}-ﬂl {23 N-
r r
S DY R P R T PO ey IR B RS 4
Ca?,’-%bké'fﬁ[dyaxy 1,3- pyrimdin-5-yl)furan-2-carboxam de;

5- { [Miﬁmuﬁewmrﬂml}wmgthwﬁ'WH%WWUMWW}W {(2dret
(B A5k ferSe ylaminglat s s Fryrio e Y 2
cé}bf,{(é’m@},t hyl -5-(tri rret hyl si | yl ) phenyl ] net hyl }-N-{2-] 3-

nme | pi perazin-1
U Tt etk damet ety 2 grethyBhaooxg N 2an

d,@@[@g@g‘ H@aq-?gﬁggﬁérﬂ%%“sf) 40 PCT/ GB2004/ 002606

phengX et h}‘ilfne%hy{l%(tﬁméthyléﬂyl)ethyl]a -methylphenoxy}-N-(2,4,6-

di net hyl am no) pr m noj - 4, 6- di et hoxy- 1, 3- r|md|n
i RTe A S dr G RATAIE: e

5-{ @ﬁﬁ‘ﬁ Hycgrr%%wl 13. (Iﬁﬁq'%ﬁé||y}§birﬁlm€2%étﬁﬁbhéh&axy}w%2 l43B-

(nor pho
trlyrhetponpylaapymn]dqmr5a,tlﬂum2r@ﬂ§b01gaml¢9r| m di n-5-yl }furan

ot rTST I TS e i g e PRy By )--(2-
me thfd-4 @d.he%nw*l mwrnmawslﬁ)m@n-z’-cawd&em de;

2-met hoxy-5-[ (2 |rreth?/ 1) dlrrethyIS|IyI]
oxy} SHe{ pA (-cNmeétnyl 2- (tnmethyIS| yl)ethyl]y -methylphenoxy}-N—{B—[S—(4—

B BRI SS EEI A a0 s e

cébb)}’za{ql_&jdaoxy 5- [(2 2-di met hyl propyl ) di met hyl si |l yl ] phen
o el 11 g Jrgi H}%WT%G{'H@}MS'M)&W&% HEhyipaepoRyIdRis4V.N-
e e PIBRRSMENE o

carboramide;yphenyl ) benzene 3- car boxam de;

o-[23 r{;gt“ qxg |metlg§1 fﬁtrlpnyeti?ﬁ Wf)eﬁ'\ylﬁ )rﬁeqﬁyl%ﬁel'loxy}{ I%I—{b2[3-
(morpholin-4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;

5-{[2-methyl-5-(trimethylsilyl)phenyllmethyl}-N-(2,6-dimethoxyphenyl)furan-
2-carboxamide;

5-{[2-methyl-5-(trimethylsilyl)phenyl]methy(}-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;

5-{[2-methyl-5-(trimethylsilyl)phenyllmethyl}-N-(2,4,6-trimethoxy-1,3-
pyrimidin-5-yl)furan-2-carboxamide;

5-{[2-methyl-5-(trimethylsilyl)phenyljmethyl}-N-(2-methylamino-4,6-
dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;

5-{[2-methyl-5-(trimethylsilyl)phenyl]methyl}-N-{2-[3-(4-methylpiperazin-1-
yl)propylamino}-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
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(et hyl am no) et hyl ami no] -4, no]-4,6-di neth3-pyri md i
n-5-yl }fura n-2-carboxam i de;

wW®G2(04/0e83Dr o- 2- met hyl - 5- (tri net hyl sil yl ) phenoxBGF/SBE@®A402606
, 6-tinmethoxy-1, 3- pyrimdin-5- yI}furan 2- car boxam de;

5-[ 4- chl or o- 2 rrethoxy 6-met4§1 -3-(trimethylsilyl)pheno
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amenorrhea, precocious puberty, premenstrual syndrome, a sex-steroid-
dependent pathophysiology or benign prostatic hyperplasia, or to arrest
spermatogenesis.

25. Use according to claim 24, for the treatment or prevention of
endometriosis with pain, polycystic ovarian disease or secondary amenorrhea.
25.  Use of a compound of any of claims 1 to 20, for the manufacture of a
medicament for the treatment or prevention of Alzheimer's disease.

26. Use of a compound of any of claims 1 to 20, for the manufacture of a
medicament for the treatment or prevention of HIV infection or AIDS.

27.  Use of a compound of any of claims 1 to 20, for the manufacture of a
medicament for the treatment or prevention of a disease caused by thymic



sclerosis, rheumatoid arthritis or type 1 di abetes.
WO 2005/005442 PCT/GB2004/002606
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malfunction.
28. Use according to claim 27, for the treatment or prevention of multiple
sclerosis, rheumatoid arthritis or type 1 diabetes.



