10

15

20

25

30

WD 2005/ 005442 PCT/ GB2004/ 002606 1 Sl 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

thﬁ?é'* kﬁlﬁﬁ?@ﬁ%ﬁ with highzaffaityicgepione EriraRemeMbrane Q'Q“?JP'” coupled
SRS B 1ERY Aot R ekt teg brin. Hor
GnRH. tribgers dine release af tutemizing hoemdne 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

neieelfHRetirNSRftreptasictian relatea ﬁq&roy/&aagd S&efugﬁw\reéogment-
rel eq
' esp S PRUTTERARY B SR YBNEY brely Aol e, GoRH and
theugeraddteopiinRFirst elppese in thes (batas iat ahdub dem lveedlid afinglestation.
FSH. rel ease_and .t hus testosterone and estradi
SPaPMEL O SR FL AL G il Tbate GEAUBERK o Tergds, hoviever, a brief
rl%ﬂﬁﬁ%ﬂﬁé fi r%f‘th‘?ée ﬁ%ﬁtﬁé‘aﬁé} Birthe Prictid ﬁhBért% the FSH response
post nopausal |evels of FSH are hi gher than those
ta @nRH is greater than that of LH. Once puberty beglns 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
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Chronic adm ni stration of GiRH agoni sts and

antagoni sts results in decreased circulating |evels
w@boobooia4t H and FSH. GnhRH agoni sts are WO 2005PO00E84@4/002606

PCT/ GB2004/ 002606 2 conpounds that m m ¢ endogenous

GRH to stinulate receptor® on the pituitary gland,

resulting in release of LH and FSH After a transient

compeeandstred mim&i endl‘dyemme GriRid e sfimalats féceptdrs on the pituitary
response) chronic administrati on of

glagoResiEng @mlsew o ARG ar M- BrtransSTtyige in gonadal
oGP 596t PIARMYISERHLAL A GaRE, AASHISHAHR LT R

I'n a r on I'n the circu atln evels o
agamigtsirBblilts lhrdown teiguwétidri‘m‘ thy @nﬂ%hirremm\sb dhisdpwn-regulation

ond BBk L o LR s S iA 380 o
Inf’?ﬂ@’b@%ﬁboéﬁﬁbﬁn-e@&# ggﬁg"ﬁéﬁd?ﬁeﬁl 8e8xpETRohcbE, GnRH

uce testosterone clt1on e redu0|ng
agpnistst chavev dbeere the tmefegneqortnsatment praepx+sienoad-ﬂependent

ool oL A0 Y Bl e B Glaprone
pratiuchb® afHereth\fl rét i m@brﬁsiﬁféeﬁ§umb'1inr Bérﬂ@h pf@éfaﬁc HypBFplasia
antagonlsts have becone avail able for clinical

(BRWh O SIoMNgdumons geowkein prestate caneerv eSueh campeuads have

alsf i et Besli bl st dhd Bidiart Blpgis ™" o
ant kg ettt yedhs, (GARBeantagepists ddvé Wecohwe tavaﬁékﬂ@ﬁibr olﬁmcal
ovari an, breast and prostate cancers. O her use

evalHatigp anshaveRaanahayrHehaveiassmingdiata ¢figgign the pltwtary but
WItﬁatgtotﬁrEtcst%Ne% ﬂécj‘esa{e%sﬁéiaﬂ%cll wgr]ecfgo?l?stgy OISR of VARt |sts

cystic ases ng polycystic ovar
hasl beeaseportepxl g ttlae treatmpretr afrayanian, bressband mosstetegcancers

R s SR el 1750 688 LB s
with Eﬁélﬁf Lﬁénrl% RRIMA, " OristY BAE BN ey sﬁﬁtcﬁgé’é'ée%t GnéBdling

al'so " be usef dl toregulatethe secretlono
polyoystitcvasienidisease)apresialietypertrephy; emenorrhea (e.g. secondary

L e S T

theagyomptehfatidaskeflef prembasiiudicsyhdrsme (PMS)y An‘ﬂagomsts may also
treatments where a reversi bl e suppression of

be yiselul t%fe)g%ﬁéawseasat@n.oi gopgdgisepingdn male "Eﬁfég@r'ﬁ:@ Frest
PRl eiar: .5, 98 RO RacBbbine)oNd f6 ¥ eaith o HRdi8 sex
offemdeys. GreRHartagqustsrarckaganists havet besn showh to have utility in
e BAATIR S ol BB RS B BB e e i
dedifdfCtive

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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carci noma of the prostate. The prostate gl and

w0 e@dionag2 andr ogens for normal growt h, mai nt enPC/EB2@A02606
function. Prostate cancer and benign prostate
hyper pl asi a, however, are cdnmon in nmen  and devel op
in an environment of continuous exposure to androgen.

GriRHI pptaggnistVio demwpD S pitaitaryegmronial (ogs oedugesAvidrogen

PG co<tuerd bt adhn Madthei 2" our

gr OWBHR AfHihGohiots. m@ﬁéb@atd&g@mm oﬁWnbaldgrdﬂ/vtﬂlbyQﬂ@ckmg
ef fect on tunour growth by bl ocki ngép receptors on

receplors oa éne BJm@dfrCQ”ﬁosF@fé%?ﬁfé@aﬂ% gsHhe fﬁwﬁdoqsbtt%sex

et e 91RO, B 6 et Bredg f Bowno

tumecih gmvstmby tomectianbins e SelecBsRETecgpteseate preseriyn many
prostate and breast cancer cells, it has recent

prasigiR e breast canrer salsdbResirecaally keep mr@peﬁeééhgﬁg%RH
al'ltggér‘il?t"é%quaps%rb{eﬁé‘& IH%%ﬂﬂﬁ?\Pnt ne-de tumours.

erature exanpl es i ndicate tha receptors are
Rma&elnerawreaeitmnplﬂsbmdlcmﬂe dhat @nRitIreceptoes arerpresent on a

rticul ar tate r| an an reast. canc
ntﬁ%pereg{mgr Eﬂﬂﬁ%% aln p cyjar, pr% qvpgpn reas cancers
(sé@fﬁr@xank‘i@i’norﬁggﬂam e?5/7 /%3 ItaIJUF&VM\MI’@I ooyl 69(4{ 257-263;

Prostate 199 kal ovi c et al

Jungwantle & al., Mateli 97, 32(393 ‘!@%17?@8{148&%'@1%@/ Int dt Oncol.

1905, I35 48, KOttt A Dol ool T oesoosy
15 Riilabke SnRH antxgunsts, ha%%&lrﬂ@(ﬂ’ﬁﬂjeenpp@ptf di%analogues of

ant agoni st s of pegl de._hornones have sone
Gt (sas Pseexamp r\élrQ9 @3R5%e frﬁpé@@nagt@qr&stéf@feﬁeptlde

A S S O R

assotiated tWith pr@aemnbbmus@ peptides] ard fdegradéd yh phgsialogical

ergyggtsed ﬁgﬁtplﬁ:\é Vi rlgﬁg%%lﬂgg tlgq? V\D@mOOIPI r%%e%ﬁg treated. They

th§éhavéléhﬁﬁﬂtéditeﬁ@éweqe&aewbgggge) of drugs is a

relatively recent approach r searching for

or gaNeQs/ O%dl@*cwﬁsam@ neptice analeguasreif GoRA.

et SR GO Ri/bl-BRehahtR) R BERATH & Rtk Rstaftangyoach

fof Isbam%wdomymotgrwrg cbeiwolihds Wittledisne! benefwlt biekgical
of the ounds have changled A reviewof this

prapprtiesc H'hesaﬁﬁrgﬁfi@ myolvestheeprlarement pispeqificierbenatoms in
6 2 4
@%‘@@o@i /%%tg)éwoéa%d HdhitotRgBhow Re2BRM AR Broperties of the
compounds have changed. A review of this approach is provided in Tacke and
Zilch, Endeavour, New Series, 10, 191-197 (1986).




4 Summary of the Invention A first aspect of the
invention is a conmpound of fornmula (1) or fornula
w@Rdopn0s42 G 1 Ring 1 F Ring 2 J-K-L Ra (1) 5rPer/GB2004/002606
ERnNg1F RnNng2J-KL Ra(ll) wherein 10 Dis
-(CH2)n-, -¢(=X)-, -0-, -S®m, -C(=X)N(Re)-,
-Q(Rb) 2-, - C(Rb) =C(Rb)-, -CH(Rn)CH(R0)-; Eis
Suptri t and is -(CH2)n-, -N(Rd) _

f
B N%Rdgéptsc% ?%m%ﬁ%rﬁ %%Tpoﬁn{da@%&p 8F formula (11

Y<N(Rd), ( onaI(J;y present_and is -0-,

~ @ \
)\II:IS )Iﬂ-n%? pr‘gég)r#tand is

e optionally substltuted with Rb; or Kis
cycl oal Ryl ene, cycl oal kenyl ene, aryl ene,
het er ocycl oal kyl ene, heterocycl oal kyl ene 20 or
het eroaryl ene, any of which is optionally substituted )
with Ra; L is hydrogen, halogen, -N(Rf)2, cycloal kyl,
5 cycl oal kenyl, aryl, heterocycl oal kyl,
het er ocycl oal kenyl or heteroaryl, any of which is
opthpnally substituted with Ra, -(( X)CRd -OH, -OR
- COPX) NCRD) (R), - S(Q mN(Rb) (Re) or -
2003

442 PCl 200 002 06 1 Ra |s t he sane
' Firegin ha«kmg%n allyly—gr yl |

Ra
(1
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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hydr oxy, al koxy, -al koxy-(CH2)nC(0)2Rb, -0-aryl,
-C(=X)R, -N®2, -CN, -N(R)C(:X)Rc, -C(=X) N(R) 2,
WO S(BPEMER) 2 or -N(Re)2; each Rb is the sane 0PCT/GB2004/002606
different and is hydrogen OE al kyl; 5 each Rc is the
yl

same or dlfferent and is al cycloalkyl
-al k I - ar -al kyl - cyc¢l oal kyI ar optionally
sub S\R'/T‘Q ﬁam@ op Siferent ard !SnEY Qﬁﬁnohagqgeﬂeﬁg‘ﬁﬂ aryl,
ge b o ional | R, -
h)gjgg Rﬁyﬁwheglgg WHZ)OC ?@Q ’ntltglr'ﬁ1 / %&/d gen 2 €N,

hﬁhﬂﬁ)%(—X()Rc Rét(FX)hlb(er?Dz, 98(0)2N (R4 elrdda(hﬂ‘?)z, eit hﬁr R?f
tute t Ra
e SagioRO trarshpd of dlfsen “mﬂa%&é%%? oER T or°
Rf - Nedh Ralsetﬁe sb)fjrg@bhé*ﬁe‘?éﬂt 'éh'a% S gbl%éiﬂg/}’l-alkyl-awe -alkyl-

het er ocycl oal ken et eroaryl;
cynioaikylfoeraeyitomndallyssubtgtgeiledomtl'sala,phur Y and Z are the

Z?Eﬁ?&h R8s e S8 o oS Y it RE S, Ay Bty optionaly
Wit N(R) (Rd), -S(Om R, - N(Re) (Rd) (O 2,

-S(OZNRC Rd -N(Re)2, -Si(R)3, -alkyl-Si(R)3, aryl
opt |%ﬁrﬁh( Ry)lS( mgagamtefnre%iffmm a(qd) lsrhydooggrwalb)ét 1)DbRaII$ qryl or

PREE L e of Witehds Rt R fo RS, ene,

ei t hegchoR' wthe: baine arliffereat aiyd EUhairbger edamyl; or RéN ROtaken

each mis the sane or different and iIs 1 or 2; and

toggther 1o hetsogyarealiyl, heterencinaliy! Pt héfer@aryia or 3:
Wt a2 e RE thd é’rﬁetd?fbﬁffé"rbn gﬁt?[sh&ﬂ& for's
a at

conprises a SI i con atom an e co uhd does
not Yantad arethi-sdnwe agdiéfetemdndare @aphdnydengart, ihatdden, alkyl,

R ¢ O 1 GM o SRR =SE el I XINEERRY el inRe,
leegggﬁbt@(g%; ysmzmmm“)t w(mréy -Si RF)e Jah@liwwsmm offionally

S@Sﬂmtaﬁ \Adﬁf‘s%aglé-o*@rﬂmﬁ’r@n?”t%bﬁﬁu@ds\élﬁ%8, , pr ost atic

oy DRRERP 1 and G 8% saRecaP MRS L Bk grcn arviene or
hdtatdzppieys] eittegiof videh Eoptiarelipisubstitured WithR%, 30
Al zhel nmer's di sease, HV infectign, ALDS or a di sease

caustarop '?F@/‘? same orAiffereat ApA is Br 1106 2a@PEst
Sper QRGR %aem@‘%?ﬁff%,lrgﬂﬂ and 8 (3391‘321% aspect of the

invention ISt use nmpourid 'of ~ t'he invention
f or wittethegprolisos tinat abieast on€ ot}irmdtz tampdses asilicbr iy and
thg{ thfeoéorﬁggun ggg ?1/0 con g% aP ﬁT(\l smgq0 ! 9\0; 606

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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6 treatnent or prevention of endonmetriosis, uterine

myoma, an ovarian di sease, a mamary cystic di sease,
w@e@sve4sr hypertrophy, anenorrhea, precoci ousPEUIGBRI0Y/002606

prenmenstrual syndrome, a sex-steroid-dependent

pat hophysi ol ogy, benign pr@static hyper pl asi a,

Al zhei mer's di sease, H V infection, AIDS or a disease

treatmar e pegventipnaf @nametiivgis. sHering mygma: apQvarian disease, a
; ¢ . A

R AR SR Sirese Bl PRARIon; arhfort RS BlAcBBiolE ploerty,

pfjd_mleer'nsmmtt syndrame, gg%stpnﬂmdepehdgnm@aﬁmmmlogy, benign
iluent or carrier scription the J.nve nio.,

piasidli hYRURIANM ORI ARIS S BB oL dRecligler Al oy & gisgase
I I e, i ' t LdR. The term

oAb Biyroldnafffcicr bflo afést spRriHReRests | )
subsAnbthezdaspecti ghttheoinvention hisd a hphanmalkckyticato cemposition

havi.ng f ' . .Th
C‘?’i??\élfigi Qsﬁl,Il O%%@@?ﬁ ?(e f@{eﬁ Sr)aat&oi:%gh%ﬁatgaxﬂéally acceptable

dilﬁ'ﬁro?%‘éhierbmyh tert-butyl, pentyl, is hexyl and the
I ke. The substituents may be the sanme or different in

Desciiptiancefithednventiond sel ected from hal ogen and the

L Sperh-Bofphthds 143, SRR AE S0k ARup0f S iterec:
péﬁicUFa?@ethéisﬂbéléfrﬁé.S to an optionally substi tut ed
strai ght or branched chain al koxy group contaijnin

Co oTRe ikl antsed hereimefew thaneatignelly spbstituted straight
, g ' t &y

SRR B SO BB 6 o

inSiudsis| foreatampiey methylhethyirpropyl, istiprdeyl ebtityl, tedtdntyl, pentyl,

BSR4 i s

ob}ﬂ.g}é?%%nénél%eﬁéﬁéa fﬂ%er?jé]o@@rﬁ aha the like. €Cy.cBllkyP" hiﬁ thPsame

term"aryl"” as used héerein refers to optionally
meabing. t '|Aliedene oiefersdo a sigilag ydivalest grokpri sing six to

t j t d ti [ ] bst it ut i G.

i ngTEFSelhs SRR Hoed ree e fe 4 Rglohiiy Sbfitute
stPaighPér bahehed shaih @ity Group oritalrifigiond €d sislearbdrodtoms. The

exanpl e, phenyl and na The group m

tesptinelaesyfos @psgmpiqur@%tﬁa;(%thw, BRXN dmn‘y@g&éf. Rytaxyetert-
o3B3, Bl G585, 48 S0 1 UiRARGS, Wl rfieetmo o
differeriteint egetp opcurférece and Selgctbdardayl Halagenserdl ey dkev  "Co.s
alkxs Bas thesarme Meaning.” | cYele moiety

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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having fromthree to six carbon atons. The term
i ncl udes, for exanple, WO 2005/005442

wWOEODsBA®D4/ 002606 7 cycl opropyl, cycl obutyl , PCT/GB2004/002606
cycl opentyl, cycl ohexyl and,the |ike. The group may be
optionally substituted by ahy substituent descri bed

o ppvrrecivel. 5BPRanl Syflohext Sy fiellsedmmesph Ry be

opSthn@IIy aLibstitatddd c}’@ﬁyﬁéubs‘ﬂﬁ}érﬁ‘@es&lﬁédq@rbm e@yél@alﬁyléne" refers
carbon atons and having in addition at |east one

todsimilarpdiMalent gravp er m i ncl udes, for exanpl e,

cy ! PR T kiR LS5 B Bl il e OB fotraning

frétpIkrddecksix eafion atoirsyaHdieaedin &dition ef kiast bre aouble bond.
simlar, divalent group. The term "heterocycl oal k

The tergeinchidas, forr erasprle; syciopenteny @moh%xemw @nadpe |llI<@ The

h
oS S8 B 0T, S5, TR S B,
"O?oﬂmlkéﬁyleﬂ&'&efasﬁm argihilde givalent greypnpl e, azeti dinyl,
Y e gt oElET ORGS0 Wa Ry NEREUR  FeriSe dd b t?ﬁyrated
hétlé ki %Iegﬁfrﬁﬁﬁﬁaé’ﬁgmﬁﬁf b sevéﬁ%éﬁ"b%%ﬁrﬂ@'éfﬂ &or more

s toa di val ent group e term
hétbmmomarsplléctad frosethehgnoeprN,r@f 8y 8 andl Sit otee ternrinplydes, for

f. f . I f
o, FeclindcPamo i TR drlranir e B ndre g, The
grofp ﬁ?é@”BlaeoptféHéH?yIsubétﬂ‘ut@EhBVyény @mbsﬁwbntldéé@hwéd herein.
qui nolyl and the i ke grou be opti onal Iy

"Iﬁieracwcl@a&wlemet"meﬁeas tna smwzarl dk@ﬁent gﬂéwner oaryl ene"

et DT TET il of KRudfrePptte i tBUF TR asteps of

fivepatenratoes atheéﬁrmta/aﬂom:of wh@:hﬂslselactMVriong O, Noand S. The
three to seven carbon atons and

> ne or, .npre
teratiRelodes e sxarapte: airﬁnwmtmppf@ny@, pysich dnaplyl, ainohd apd the
M ale r X I I Gl ¥ it dP WGk RE
e THST Brot S ey B GRichielly  schdored iile! REL e the k.
"I-(eie@arwlehe%miensn toc sipslagdivalehiegrgupup conpr i SI ng two
Qne o

et ot stenm TRtePRreinas BRSO 0RHEh et S SR d i theBurates

hétBFddy@ﬁ‘e rln? moiety having from three to seven carbon atoms and one or
(t'rimet hyl si | I phenoxy] - 2, 6-di et hox

mypﬁh bagqrg)aémﬁi selected Feru, , P and’Si. T e term includes, for
Msggfp:%ﬁrﬁ/ a'%yr @bb%ﬂ(c)h n?legr%l{ﬂ]e k& 2The rblip Wy 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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5-[2-met hyl -5-(trinmethylsilyl)phenoxy]-N(2,4,6-trinet
hoxy-1, 3-pyri m di n-5- yl)furan-2-carboxam de; WO
wQo@5/002%5142 PCT/ GB2004/ 002606 8 PCT/GB2004/002606
5-[2-met hyl -5-(trinmethyl sil §I)phenoxy] -N-(2- et hyl am n
0- 4, 6-di net hoxy-
yrimdin car boxam d

é’ [3zgﬂ%m%hygﬁ(irl,}r/ngt{ﬂjﬁM);g]qnwy] N-(2- methylamnno—4 6-dimethoxy-

e, 8 .pi perazi n- 1-
y propyl a Bmﬁ&h?éé'y&t“m’& -1, 3-pyrimdin-5-yl }furan
- 2- cé*[ﬂawanyblé-(trlnﬁthylsnyl phenoxy]—N—{2-[3- (4-methylpiperazin-1-

ylgq@y(%% ﬁi 4%; ‘éjt ri nret h h%erlg%gﬁ%Q‘&‘éa&%?ﬁqﬁ '
5- [25}%%@@?5 ?’?‘f‘ﬁg%@[ﬁ 'g’?]en,oxy} -N-{2-[3-(N,N-

dmbwawmemrqwl@mw(qiﬂr@dmemxy-1 3-pyrimidin-5-yl}furan-2-

r opyl am noj - 4, 6 di met hoxy-1, 3-pyrim di n-5-yl }furan
Cg@’gﬁ'}"d& am de;

|5d|[ ﬁs? b e?EsqmmﬂlawlﬁjHehbkypﬁr{QX[m(rﬂ&rbﬂolﬁ@( pyrrol
yl)prepwhanmb&@ dimetheyr hidapwingdin-Smiifuran2-carisxrandele;
-Eg-%né{thyps QttrlHéIﬁ}tllgf{yl)Sdr{e)ﬁlo&ﬂhﬁq%@l(p%réﬁdug % ﬁ)%thylamlno]-

4,$|-d|ﬁfeﬂmy*)aﬂnm}@}rrrﬁidﬁw-ﬂwlmr’an@z-cérb'bxpmdm di n-5-yl }furan
-2- car boxam d

5-[2 ﬂmhsl?ﬂ”m%hﬂﬂhé)nhﬁn%lﬁ]ewdﬁy[? ({.3-pmigagiret hoxy
VNP RS2 apparc

oxy pﬁ-@-ﬁromof&ﬁrlmetmamtyb)paandw]-N-(Z 6-dimethoxyphenyl)furan-2-

[) br mo-5- (trinmethylsilyl)phenoxy]-N-(2,4,6-tinetho
@By ri mi di n-5- yl)furan-2-carboxani de; 20

5 [ 25?&@%}(5 JtFiiEriyxilyBiohi hd RN N2 W, 8 Rtirh tHBxy PiréayTiiren-2-
carbexwtda*n di n-5-yl)furan-2-car boxani de;

et rTERIan A LGNS PRhERSRATIE Beiaedieit S-mimicin-s-

ylgdrah-éﬁalr&éxarmdeZ car boxani de; 25
[ 2-brono-5-(trinmet

di mebebEeA gfnwﬁ%yﬁﬁéhéﬁﬁﬂﬁéﬁq@w a%ﬁigsifﬁﬁl\l%qil\ﬁﬂatmxy-
1’85@)2”%%%1%%)%{?5% B?PB%F&H\%?) phenoxy] - N-{2-] (3 nor phol
i n- 45-[3-brorpoeb-(isimethytsilylyphehoxy]-e-{Ai{B€dhoxy- 1, 3-pyri
mg{hiylggjlpieraginSy_l))f)rclaByla%%%] %, s oxy- OlIe,1'°>-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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5-12-brono-5-(trinethylsilyl)phenoxy]-N{2-[2-(pyrroli
wWa@l20ws00344) et hyl am no] - PCT/GB2004/002606

4, 6-di met hoxy- 1, 3-pyri m di n- 5-yl }furan-2-car boxam de;

5- [2 bronmo-5-(trinmethylsily)phenoxy]-N-{2-[3-(1,3-im

daz-

yl) @-Bpmeérmyo? -(timethylsibpbepoxylgVihe.Srdimathoxynheny iuean-2-
. ?'.Ilrg xami de; WD 2005/ 005442 PCT/ GB2004/ 002606 9
c 5&["%’ ?hoxy-s-(tri met hyl si
|y Eptzemeitydxyhe-( Rintetioyisiizt)bloenagxizleNy(R)4 BHrimethoxyphenyl)furan-2-

car boxam de;
calP@EMiFehoxy- 5- (tri net hyl si | yl ) phenoxy] - N-(2, 4, 6-ti met

hox?ﬁ{%@éﬁ L5 Er&e&é?l%@ﬂ)ﬁ‘ ?{Jh’g ony -tnmethoxl -1 3-pry|r|rrpe|d|n-
5-ylifargn-2-carpgxamide; n- 5- vyl )_fur an- 2- car boxam de;
5_ : %éﬁit P 55 2&! 'R, hif)hwlo&ﬁhﬁ TQ )Hétﬁyﬁlamino-4,6-dimethoxy-

L ar boxam de;
1 %p?nﬁﬁalhfs gl)f‘urén tnr?éggtbﬁf/mgefyl ) phenox 3-(4-net

hyl &- [ﬂen”@ih\wxyiS (irmethylsnyl)phenoxy] -N-{2- [Y%](4 methyﬁplperazm-1-

RN S e T T

lyi &h{ilylidh -N-{2-3-(N,N-
TR (Erissipreron) e

met hox pry i din
dlmstfw@mms\nmpy apainpb4ansimethaxy- iﬁn@{mﬁ@/ﬂ- -sﬁifv anpgst hy |
phenoxy] N-{2-[3-(norpho | i n-
C%/*?%%?yr am no] - 4, 6-di met hoxy-1, 3-pyrim d| n 5-yl }furan
-2- @R me@m)qef) (trﬁsﬁétEylSEkyImhwoxyl_’pk\llf&l-[&(mqrpmelm-ﬁet hyI

yl)@rmﬁ?ﬁwﬁéé PSP nsd h RRan oS bRE B ¢

tr| . -
e
—canhob(awda, 3 pyrimidin-5-yl)furan-2-car boxam de;

%My[%.rﬂ%hpéuw lﬂ%éfh%TﬂWe%&PRﬁ&%él -N- ( 2- net hyl

tnmemﬁ )én l)ﬁmszLéarsoxarﬁmheF)furan 2- car boxami de;

dlﬁEth ) -2-met hyl henox 4-
mgtrﬁr qjéylggne,thy xlylg methylpheno%/(y N—(24 tr|m {thoiy 1%

p%@ g{ﬁfﬁ)&gam Qg_cérngg%,hoxy 1, 3-pyri mdin-5-yl}furan
ﬁl - [ SB-[S{dtiyidimethiylsilpi)2ympt i prerioxy bNe@emgthylaming-8,6¢ N,
digethany ! SrRWEyiginspiFeRA-carbeXamil& hoxy- 1, 3- pyri mi di n
- 5- V8_}4_titA{idAnethylsilyl)-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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car boxam de;
5-[5- (et hyl di net hyl silyl)-2-nethyl phenoxy]-N-{2-[3-(no
WO piesiodsa42t- 30 PCT/GB2004/002606
yl) propyl am no] - 4, 6- di net hoxy-1, 3-pyrim di n-5-yi }furan
-2-car boxami de; 5-{5-[(2, 40di net hyl propyl)di net hyl
silyl]-2-nmethyl phenoxy}-N-(2,6-

di rrﬁt(-;B 2o%gj/q%g;;é%ylpmm)amamnyis?agzgnethym;@fmosy}elt%@@&
t
trlfﬁ%@ﬁ@%ﬁ%ﬁﬁﬁhﬂfﬁ@% hyl phenlox;?}s 4 (2,4, 6-
t ri gei{é“@zgpégl net%é#ﬁp@lf)d%ét ylgﬂyiﬁﬁlrﬁ'@thylphenoxy}-N—(Z 4,6-

| propyl ) di nmet net hyl pheno
tr|m§a§hd>dy(1234pyﬂm|d|n-5-yl)furan-2-carboxam|de

5. ( B p-Amemiprany sy s oy s RPN RS o

méiM%laNr168—4 6~ dlmethoxy-1 3 pynm|d|n-5-y|)furan—2-carboxamlde
am no- 4, i/rlmdn ran-2-c

ar b@x@ﬁ(a,ézrdlmethylpropyl)dlmethylsﬂyl 2 methylphenoxy}-N-{Z-[S-(4-
mgipil p}ée{tazlpg‘p %’QE#OW'&W%IRB}% iRy b rArdidR SRR

caf’&?ﬂé)d‘rhlléperaﬂ n- 1-yl ) propyl am no] - 4, 6- di met hoxy- 1, 3- py
rimdin-5

5. { S22 @m?é*ﬂﬂPTWBHVW’[BVI%YIWH@%?Wqhe@%} A2 N-
R B e SR R e

carﬁtmdn}lﬁer an- 2- car boxani de;
O L B T UL SR RS ALY R e
i | G-l a .
BRI PR A o, 5 SR i m
caﬂaqxfanﬂlde:l di net hyl -2-(trinmethylsilyl)ethyl]-2-nmethyl ph

TRl e R S TR

duﬁ@%&bphbﬁﬁ)fésa@r2Iotarm¢dmaphenyl ) furan- 2- car boxam de;
5 { 5-{5¢ 111 glimethwi-R-(rimpethylsilybgthyilymethviphenoxyind-R,f&n

t”@?ﬁﬁ%’ﬁglé&%lfﬁ@'z carb%f(amg_eyl ) f ur an- 2- car boxam de;
5-{ 5~{5|=[1l1 dilmelHWE ~(@irdethyfsily hethgil2ymptnighenaeyinbt-(8;# 6k

eno

tr'rr?@fh&,/)ﬂ)’aﬁérﬁi’fﬁn‘@'w WHBRZ-GarBOKIMIR di n- 5-yI ) furan- 2- ¢

ar b -Fﬁ'l‘ld?a |met I-2 tnmeth Isilyl)eth I-2—meth Iphenoxy}-N-(2-
?( ( r|yme¥f)1 y] y;;/ ] - 2yr}ret §1y| ph
mmybayl}lnul-/[ é-di met?wxy7'_>153 pyr|m|d1n-5—yl)furan-2-carboxamlde

B o e e
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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5-{5-[1,1-dinmethyl-2-(trinmethylsilyl)ethyl]-2-nethyl ph
enoxy}-N-{2-[3- (N, N-
wa@l2owsHbsskam no) pr opyl am noj - 4, 6- di net hoxy- 1, 3- PyT/GBR@i/002606
-5-yl }furan-2- carboxam de; 30.
5-{5- [1 1 d| rrethyl 2-(tri rreﬂwylsuyl)ethyl] 2- et hyl ph
enox

( mor% armﬁthy @f(srmeibxlslhfﬂph@]'ylmeéhﬂ} Ne2ipinethaxyphenyhifaran-

' 2- b de; WD 2005/ 005442
2RI 02606 aa O
S- {[R{[tzahbﬂ*iyw-(mmeumtslnyll)prnénw]hm\laylw\] B4yl }-N-(2,6-d

SRR i "

|yl :
L1 1etRoR T RE R ey ety \-3,4 6 trimethosy-1,2-
pysintii-5a fyranS£2-Camioxamige; si | yl ) phenyl ] net hyl }-N-(2, 4, 6

Al R SR S e S

d P, 3%pWimidin-5- Ifuran-2-carboxam|de
|}(:thxéltrret oxyé@ﬁ% yri r¥1 di n-5-yI)furan-2- car boxani de;

5-{ [&{[ﬁemamyl-S-(@mmeﬂwtshiyl)[shenyl]methyl}-N—{Z [3- (4—methy|p|perazm -1-

t 3-.(4-118
y%bﬁ SHaM Risfhetngt famipR s el g basdinds), an
2- s PoRatAyiLS- (tnrﬁe:{r{{y%l|Er§pﬂiéﬂy1ﬁéthym2qsl(m N-

I yl ) phenyl ] net hyl
dlme.ﬂ@tlawrm)pmyﬁmwﬂ-érﬁ ﬁ@}ethow-ap?rreymm@nﬁ “g¥giaN-4t di n
c g é!}mlér an- 2- car boxam de;

ag ?’F net hyl - 5 (trimethylsilyl)phenyl]nmethyl}-N{2-]3-

( nDrMQLmetWI-Sl(ﬁamgthglmIylt)phenyl]inethyl} N-{2 ([jB (mgrpholm-4-

r i oxy-1, 3- m.di n ur an

yli’pz%rgxag%oi?% Seimetinpd: TrmoRyan-Su s BeqbRrmadn

Sheny Ao Phiclond et B ool A S dimethoxy-(2-

prmr{ymmml)rdx&psnwdin-&ylifum Mam@ﬁm'ﬁﬁl

ot e S et AR sty sl Iohg sz -(N-tert
ﬁij:j:::':“‘["zﬁ’(@; ’dl i4aBmino)2h cfiemia-viS-pyrimidin -y ffuran-2-
yI} E2r mé/tbz)@é ?, %g@@g HyforBpSh FRidIRY i pRieRb k)TN 3 13-

lrrﬁlfi-ﬂ Jyl)bfdwlamindM Mle r)r:gihgxthgﬂ)g%ldilpf@wlﬁmse}n-mceﬂ:o&amme,
| AT DS bs g he PRy SRS, - (2- [ 2-
tr|methoxyphenyl)benzene—3-carboxam|de
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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(et hyl am no) et hyl am no] - 4,
6- di nmet hoxy- 1, 3-pyri m di n-5-yl } f uran- 2- car boxam de;
WG2(odnehkdr o- 2- met hyl - 5- (tri met hyl si | yl') phenoxBgF/BE@®A402606
, 6- trlmathoxy 1, 3-
pyri ni di n-5-yl } furan- 2- carb1:3<am de;
5-[ 4-chl or o- 2- net hoxy- 6- net hyl - S-E%rlrrethylsuyl

pheﬁr{chethyl{& t['me@WlSlB'd))Pheﬂw]ﬂV (M-
bqﬁ//lg;( Bégglg]m%g@lnyi S R P8 ety Bifiamys - it dn-2-

ca{ibbgarﬁmehyl 5- (propyl di net hyl sil yl' ) phenoxy] -N-(2, 4, 6-
trimet hox ﬁhenéd furan- 2- car boxan de; WD 2005/ 005442

PCT/ 20wt Imqtbybﬂylmhﬁémyl-l\/é (®rimet hyl si I yl
my DS iespl Al 4 cimethony:t. 3 pyrimicin e-ylfupan-2- |
e oty 5. (11 Lot el st Ly ahenacy] - N[ 2

rreE r@&%@m%@(ﬁm&ﬁ%ﬂ%Hﬁsen#y}/\@ﬂﬁe@rﬁﬁ?ﬁﬂé@i@?ﬁﬂamin01-
4,@?&%@%%@?%@}@@{%% ?ﬁd ré’ﬁ’éi"ﬂd-eﬁ {[2-(2-(propyl

am r@)}bbgqrham (tnr]netl'mls@l)phemx}(}ehﬁ-{%—[(Z—aminoethyl)propylamino)]-

[ r an- 3 e;

4é ‘f e Pg F@%’/'\“l ﬁyf}ﬁfl'%sé) H&Wd% {2-[(2-am noet

hyI) %Yérﬁalfﬂ dilettyIsilyl henox -N-(2-chloro-4,6-dimethoxy-1,3-
%:[mst hoxy (}l pﬁyrl r¥1)pl n- Y] }f(uran 2- car boxanmi )éle

p)&u'{llmrbﬁmhﬁurﬁn@ carrb@xamlcée |yl ) phenoxy] N- (2-chl oro- 4, 6-

o e RS bR AT BRI SR

t”méthbk)gﬂ"eﬁ @furélﬁJZ carbbresviideeny! ) f ur an- 2- car boxam i de;
si | Y93 imh}’yﬁbﬂl&&WIW-@z(tw%gthyﬂqlly{)ethyi p%enoxy}-N-(z 4.6-

tr'ﬁ‘@%@&”ﬁ)féH_gﬁéé(rtgr?%ﬁet yIag: : Sle) phenoxy] N-(2,4,6

tri n@{ﬁm@hﬁleﬂﬁ#bné(hvmemlsﬂw)pfmnyw (2,4

Wﬁéﬂwp}%&g réﬁ-z'zgrgabg %ﬁ' )phenoxy] N(z 6- di et hox
I']ylé]ﬂ-(thFm:m%l;lQW‘ﬁﬁh@ﬁl:’xw:mfm@’Q”'}"‘("l\th&DZS‘P"\‘!‘H‘VI)furann—z-

6 tr| t hoxyphenyl )Turan-2- carboxam d
cabpramigdeny| - 4- (tri met hyl si |yl ) phenoxy] - N-(2 4,6-trimet

hoxy5 ][2 :F’némyluin(tgi%tﬁylsnyl)phenoxy]-N-(2,4,6-tr|methoxyphenyl)furan-2—
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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yl )furan-2-carboxam de; 25
5-12-nmet hyl -4-(trinmethylsilyl)phenoxy]-N(2-nethylamn
w@200500diuet hoxy- 1, PCT/GB2004/002606
3-pyri mdin-5-yl)furan-2-carboxam de;
5- [ 2- met hyl - 4- (tr.rrethy|s.|93)phenoxy] N-{2-[3-(4-neth
erazin-1y

I
Y o LB P dhethyt-4iranethvsiyihenoxsk-byRr R ayFolligyletyarminol

4B eI STV PRSI (23 (N N
30 5{2-methyl-4- (trlmethylsnyl)phenoxy] N-{2-[3-(1,3-imidaz-1-
di met hyl am ng pr op 4, 6- di_nmet hox pyrimdin

yDeropylamingh4 £-dimgt aﬂnsd@ynmld|n—5-yl}furan¥2-car oxamide;
5- 1 263t dfdros. (IR IB BHeHR GRS B s G FRfLPR.2-

catb)qxanwéam no] 4 6 di met hoxy-1, 3-pyri m di n-5-yl }furan

5- [Zgﬂgfqﬁ@% tf'meﬁ@f ﬁ’fM/ : gﬁé})ﬂﬂg&% F?{flfé %f?(ggl’(?%ny)f %Hran—Z-

cﬁ:‘iﬂg&aﬁﬂdé) et hyI ani noj -

I met’hoxy- 1, 3- pyri mi di n-5-yl }furan-2-car boxani de;

5- [ 25+{2tdinjdrods- (trlmeﬁmyladyl)phbybx)dwmzﬂﬁ—trkhgtnow (3ip)3+m|d|n-5-

Ybﬁ%ﬁ%‘%ﬁ"ﬁﬂ%‘%ﬁd% 6- di met hoxy-1, 3-pyri mdin-5-yl }furan

2 CQI[Q@FﬂﬁFoo@EtrmﬁthylsHyl)phenoxy] N-(2-meth Iamlno-4 6-dimethoxy-
5-[2-chloro-5-(tri net hyl'si |yl )phenoxy] - 6- di met hox

1;@3hﬁﬁ?l°)ﬁ-§r)d)f“@n-%-§ﬁm mide;;

> | 2u L5 (o) BB XA ARRO Yk iy ierbi

yPp oﬁykémhlnbpél B~ tﬂTrretIﬁ@t)hY|3$pyrifh|d)rl35€y11}<ﬁmh-2~|céﬂ30xémlﬁei ri
yl furi car boxam de;

5 [ 253k {tflmwwlwppwm% S8 2- et hyl ani n
d@n%hgra%ln 5‘[95@¥mfr30f]-46 -di thox r%y O,mldln-5—yl}furan-2-

yrim P an-oecarb oxa
carboRantidelr o- 5- (tri net hyl si |l yl ) phenoxy]-N-{2-[3-(4-nmeth

| R _ |
1§ oBa R T e RS N S mATRiclingYiRrpRyiamino
462d|ﬁﬁéth@%yam31§yrlmibfﬁ'1 5-yqfuran-2-carboxam|de

5-12-chl oro- trlrretwi/ p

enox N
o1 Bt Hr IS NEn ORI S Ly vy eiteminol

45?%%&&8?2 %p)('?rﬁ (ﬁ@lﬁm@%% )CSEboﬁ(g ?e N-{2-[3-(norpho
l'in-8- [lem@(tammmIyl)phenoxy]-N—{2 [3-(1,3-imidaz-1-

46d|msthox3é yrimdin-5- }5 ranZCarboxamde
ybpropylamino]-4, dlmethoxy-1 3-pyrimidin-5- LIl}furan-2—carboxz'=1mlde

5 [ 2fHéh ES r?sg%ﬂcflﬁ%'gfﬁ{&lﬂréé | o WRIRBNPEY bndluh dod 18w ( P¥ES&tively
(0¢d6F€d:I Ieﬁttbwbgjnt)i 3-pyri mdin-5-yl }furan-2-carboxam de;



5-[2-chloro-5-(trinmethylsilyl)phenoxy]-N{2-[3-(1,
3-imdaz- 1-
wQ kgoproayayt am no] - 4, 6- di net hoxy- 1, 3- pyri m di n- 5Pg1/EBa0al002606
- 2- carboxam de; the corresponding structures of which
are shown bel ow, respectivel4 25 (ordered left to
right): WD 2005/005442 PCT/ GB2004/ 002606 14 / O 0
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2004/ 002606, 20 Conpounds of the invention ma

e Shaptpmenpe 'Qﬁﬁfeﬁ@eﬁﬁp &P or a single d

Bl U M o g e . o
preparad in indiyideglanemtiomericdom by a;beceﬁ@aymtb&eusm reamiu’ﬂpbyas will
be ESSHe‘EIa?eE' Yn %egﬁST%e éoﬁp?oulﬁt s may, for exlample 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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di astereoneric pairs by salt formation with an
optically active acid fol | od&d by fractiona
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rotected jn a manner famliar tqQ those skilled in the
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kh&Won IrPTHELAR aRBYor &Y th fbllbvhh@ pfr@éé@seg sol vates, for
exanpl e hydrates, ‘which also fall within the scope of

the present invention. Conpounds of the invention may
be in the formof pharmaceutically acceptable salts,
for exanple, addition salts of inorganic 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 addition salts include, for exanple,
salts of acetic acid, benzenesul phonic acid, benzoic
aci d, canphorsui phonic acid, citric acid,

2- (4-chl or ophenoxy) - 2- net hyi propi oni ¢ acid,

1, 2- et hanedi sul phoni ¢ aci d, ethanesui phonic acid, 30
et hyl enedi am netetraacetic acid (EDTA), fumaric acid,
gl ucoheptonic acid, gluconic acid, glutamc acid,
N-gl ycolyl arsanilic acid, 4-hexylresorcinol, hippuric
acid, 2-(4-hydroxybenzoyl)benzoic acid,

1- hydr oxy- 2- napht hoi ¢ aci d, 3-hydroxy- 2-naphthoic
aci d, 2-hydroxyethanesul phonic acid, |actobionic acid,
n- dodecyl WD 2005/ 005442 PCT/ GB2004/ 002606 21

sul phuric acid, maleic acid, malic acid, mandelic
aci d, net hanesul phonic acid, nethyl sulphuric acid,
muci ¢ aci d, 2-naphthal enesul phoni c aci d, panoic acid,



pant ot heni ¢ aci d, phosphanilic acid
((4-am nophenyl ) phosphoni ¢ acid), picric acid,
W@ 200509344 aci d, stearic acid, succinic acid, PERGB004/002606
acid, tartaric acid, 5 terephthalic acid,
p-t ol uenesul phoni ¢ aci d, 1024ndecenoic acid and the
like. It wll be appreciated that such salts, provided
that they are pharnaceutically acceptable, may be
sﬁﬁﬁg1'n therapy. Such salts may be prepared by
reactlng the compound with a suitable acid in a
conventional manner. 10 A conpound of the invention
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IN'If NN NVTNNVYN Ove INHINH NH INHVW INS CN)
NO (° N JI | WO 2005/ 00544224°CT/ GB2004/ 002606 24 It
w Il be understood that the processes detail ed above
ar e Ibvoilebg uhderstadubthat thppcatses Hetsiled aboge tEhe solely for

[ ti and sh d.not b t d limting. A
oA AR s ST 0et e Aot
Iinggﬂg.' I Bﬂ?)%esg Uﬁﬁ!?n%@i(@fb? ot lenkl uﬁ@eé@@nt@réndl@ryccﬁioﬁ%ns

sed to obtain npound of” t i nvention.

knoiwt tor @se ekilléd mathepard chayt also bei usedrtombitaines cabpaund of the
. car{. be separated on the basis of the physico-chem cal
@YY ences of the constituents, in a known manner,

| nt oAdPEDRUFES dFfiRal pridtineldDr ntefmédiafly Bistbtleicanitfseparated
exanpl'e b chromat ography, distillation, fractional

orcthgshasis phte physics-chgmicakdifferanses @i thg canstiduents,ie g known

mEBR00T 1S i aufEoind) Brotliess & TR frith exefible by
cHieinetdgrapHy istiaYion SeadtidblEcrgstilis alionvar byrthe fierntation of a salt
The conpounds of the invention nmay be used in the

if epRIPPRBIR CoPossiRlawinges the ciFpHREaneehdi ti ons and
di s : . . > ‘
BBk A ey o Tbefad el getctfines by any
sultieblnassayekmewnriay hecgrkt i ¢ di sease, prostatic

hypertrophy, anenofrhea, precoci ous puberty,
ot erETR (GABROUNGS, BT R, NCRIBN S belgepchlliy reatment of
nﬁﬁé@@@iﬁh@rﬁt@%’on&%ﬁ&ﬁn@ HREeRkS GnclYiRg! BLASbEmited thereto,

zheimer's disease, HI'V infection, AIDS and di seases
caneeseghdometringisputerimel mMyeroa; 8n ovarianslisgases @ mammary cystic

SRR O8I Y e hel SreBEfhe e B oS AEE B g
sygﬂ%’rﬂﬁ{) \%:qal egex-sfeneidnddpetident h pathaptysioledyd | isHighle prostatic
hyperplasia, Alzheimer’s disease, HIV infection, AIDS and diseases caused by
thyroid malfunction, or to arrest spermatogenesis.

The term “cancer” as used herein refers to any disease or condition
characterised by uncontrolled, abnormal growth of cells and includes all known
types of cancer, for example cancer of the bladder, breast, colon, brain, bone,
head, blood, eye, neck, skin, lungs, ovaries, prostate and rectum; digestive,
gastrointestinal, endometrial, hematological, 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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types of cancer, for exanple cancer of the bl adder,
breast, colon, brain, bone, head, blood, eye, neck,

W@ R05/00344ngs, ovaries, prostate and rectum di BEFGBI@A/002606
gastroi ntestinal, endonetrial, hematol ogical,
Al DS-rel ated, muscoskel etal29 25 neur ol ogi cal and
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Tf‘?é 8§&Bfe]§1‘t§‘u§éﬁ fnCiHe pdralien bt‘ﬁ\efsgrdf??(r)r?ﬂ X uc soéreQHe ERE; Plents

ar naceut | c corrpos I ons met hods o
krmWnitheraa‘tl on. The corrp03|t| ons may be formulated in

o v eRRTOpHBIR ApeAne [ el ey s deleimymea Py suibie rethod
kriwrs S bRé %E@ﬁ&% f-‘n%sﬁﬁt ff ||IbE%MBHBdﬁoWévéﬂqmd@&!%Qﬁécmc

I nventi on arnmaceuti ca acceptable carriers
doxeasvelderay mnmzpammmmdepemsumm ayBrietyfajfackers ingluding

such It th t
the iy OF S SPefic RRpAuER EBovee) a6 e Rody Mg ggreral
heing Bbx Aie fifnie\o? aBRTIMStaon, THEte of @BRMARIstrabos, rafe dfftxcretion,
i nvéntion are general l'y prepared in unit dosage form

dregafoskipation andithe senssdy obHisr disease Hadargoingtreatment.

oo PlxPRsiefs 38, P RimiBietepi gl ard el e cfEPLRYERE B the
ingigtidh &nd therd am\knowN thrnaécteutléapquns rfcattwoﬂlmgalstration, for

| evel s may be determ ned by any sujtable nmeth known
excnIndaBNs, ICasiiiss, BEAnsIas, SYEURG 10 BUBSHPE PBOGUSPERSIONS.

Tr’ﬂé’pﬁ fiha céﬁi@al £hf %Qﬁﬁrfdéﬁ\talﬂﬁ’@ethbeé{&lvef |ﬂbre§ﬁé(nt may be in a

ar patie upon a varret
fofrasUdablefncbnaﬂus@ fcquxamplapas tabﬂets,ctrochas lgzeoges @®queous or

onpound.e bod wei ght ner al

oo SPRRETSHE, AFRtTSIS mOVGers ot SIS SRISREIR sl or soft

aiﬂmé"ﬁ A" §rlips. orréﬂxﬂ'SOf C%Wc%‘itid?‘l% intétidesd ¢aMBidlalgdeOmay be
d the severity of the disease undergoing treatnent.

prepam BCCOIRNG &0 apyametwd knewn dei tbe arrtefobrﬂ@e dnarudacture of

N

a@fﬂ@@@ed’mé@lfﬂirﬁ the agreup esonsiptingubie swesterimg agedts, flavouring
aqueous or oily suspensions. The pharnaceuti cal

agRItBOSTAUPYING RS AT HRICSRMVING: PSRMEJIRNLIIRTy tBe Aravide
pr?a Bfa%%mlééi ?ggntfe{?{d |&bblSsre EPJtlo%a'“IEbfets 86ntain the active
ablets ol ly

nges EOUS or

mgx&dwﬁsmmﬁmxthre pveiths nbheopommmaceugmaﬂymmptable excipients
r _sof S .or

wiithare SUtepBTHEINE RS st ERRE totiEts. ofnaoél R Tnigftsiay 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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20 prepared according to any nethod known to the art
for the manufacture of pharmaceutical conpositions,
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cal ci um car bonat e, cal ci um phosphate or kaol i n,

stegfateger aendensayon rsadugts rafiethylaee axide,with rlgmgr@ham ahehatlc

S 4 OB BB SRR St

ettyisrd oxidee with ipertialaketeral derivedadonxtfatty acids, for example
exci pients suitable for the m?,F.uf acture of a

Palyexibylsne. sashiten mengaiedies 1N %ﬁ@%ﬁs%&ﬁ%{?ns may also
coite Smn% Obr %8@ﬁg§@ﬂ‘a‘ﬁ%§arf&°xé&§ﬁﬂél ‘é?r‘\)HU'dPS?\ Rpre %’I p-

nmet hyl cel | ul ose roxypropyl met hyl cel | ul ose,
hwr@uvﬂaemzoqme.l qnei mynorq@momngjagmts e cprrragaa:ﬁandurmgcagents,

BB s AR O T R YT S B DRty L

or CcoiJenspénsidns ﬁlb?cﬂiéqbﬁngfat@dlbﬁbﬁ ﬂ)émﬁnqmééctWetlhgredlent
fatty acids, for exanp éox yet hyl ene 15 stearate

ing vegatableil qu ﬁxwm@&m@rt@h@ro' plive @h @egam@@wrtq@conut oil, orin

h@g‘%gélhéil g? iig Cg? tERINOl $he | ol S kBns ma contain a

ecae anol’, or co nsati1 on produc
tr@ékerm@yé@m 6703 ®<ammb baekwak éwdrer pacitiin ved detgimalcohol.

Sflv%te%gmr?g Iagesantsf g&cheaxsatrﬁglse 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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pol yoxyet hyl ene sorbitan nonool eate. The aqueous
suspensions may al so contain one or nore
WQe@seo4dt i ves, for exanple ethyl or n-propyl RPCRGB2004/002606
hydr oxybenzoat e, one or nnrg col ouring agents, one or
nore flavouring agents, “one or nDre sweet eni ng
rose or. saccharin. nsi ons

agen uch as su sus
tée PBP%P‘&R%WE@@B%BQW pighe Hé’eﬁ'&'t’ﬂ %58 E&u"éﬂte form
0\:) é|9||| ﬁw-%%&f‘rtémhl‘é oPis! ’Tﬁé’BlifpﬁH?Ar F‘nagrf @&E'\%g‘é'tréble Qi ’l’cgri example

sesane 0| or coco ner al
olivectil arsarachisiail, paa afiheral oilfer exampleu Bguid pacaffinnaymixtures of

R R T
gér‘r'loc’ﬁba%‘ia bF‘@éﬁl F85adath hnéi@?dﬁl oé&h lﬁd PH?étShélEjeégf‘d?’te%(ample

maybe déd to provide a palatab preparati on
sqyaabeaaolq@ﬁbim mdsestag;s be papiraéeetarediewedrfmmdattyuamds and

neteh BnY i, 8 et sbigR BRicTestE i PP RRRE Rl Sroducts

o EHeE @R §ﬂ|a$ WHIST8SWRR diyleRe @dde t fopNex@impiat ﬁélxoxyethylene
provi de the actjve i nqredl ent in adm xture th a

serpige manegleatend he ienyisigas mayalspeentpingwagteningand Bavpuring
éé gore preservatives. Suitable sweetening,
avouring and col ouring agents may al so be present.

WO ZSWWIXPWWOMQ@WItEEwe%mg agents, for example
gI&har maceut conposnth(ins of the invention may als

gerch ProRy nQVS"P' SR QRafUST 0% L IS T mﬂ@'%lsl gﬂay also
c@?@@re%c |s OIrfi | ggééaé}%tﬁ\g’%r:\d ﬂé}%urﬁﬁéﬁcﬁ %olq%'rlhpeaquﬂnltds The
plpmnﬂdauhcalcaompo&nﬁnnsmay betih élsesfor&mﬂabﬂeenleamu&dablwameous
ents be nat.ura occurrin for exa
rrasnals pRRbiAnT il S isehSioRde Y BF reila i Rg ing tothe
krIRfWrﬁ3 RABLSIAGhoé® fsuﬂé@l@pdilgpel%mgﬂob%ﬂm Qgéhﬁ' and Ei&'ﬂlgpendmg
esters or partial esters derived from aci ds and

aMSMIc@nﬁyamca@asmeﬂb@n%d(ahpves Jbemstedle Inmmblear@paratlon
RSB HE g S HHGbls, bt 3P BERAbfnCe Rbftoue
parenterbiyn acoeptabatituerther solvenst, dos exaypld a6 & colution in 1,3-

sweet e and fl avour| 0 agents
bgEngtic AReBAS BEsARtEb BT el des SUR EokRTiRihaLBAY be araployed
are ok eRln% ﬁ%?ﬁ]tmn%r?b%éb?dﬁ?c Qbéﬁfim chlBﬁ&Q'sbRJtloﬂr In addition,
sucr ose ornmul ati ons may a cont
stelelwlfmedt ¢ll$ aoe mweatmn@lyaamp‘lcbwdo asi agﬁcﬂmtcoﬂ suspending
ents

phar maceuti cal c si,tionsg na e ipn.the
mBgER-orF el s PSR 2ibt Bng BBl nes b Strrieh itding
SyFHISSRIRbAB- orl 81gﬁyc%H§l§§n$n a8diBH, fetyfRid8ib@deds oleic acid, find
according to the
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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known art using those suitable dispersing or wetting
agents and suspending agents which have been

worenssioeraezrl above. The sterile injectabl e prepar@t/Gan04/002606

may al so be in a sterile injectable solution or
suspension in a non-toxic pB8renterally accept abl e

di luent or solvent, for exanple as a solution in 1,3
phermaceuticadlly Bcceptable ctraemaomrpaeaboregalem suitgblgrseam may be
sol ve

pEStaeR b intbe@ifo e S8R sitea In K dBlsal FeBRT sden as liont

nqﬂal ﬁerﬂTn d[%b@fs!édein d bygsbud méd@rrewmg\semacmmél An ointment
enpl oyed sol vent or suspendin ium For this

rrpawtaﬁag@paae@bb mixing theaetivsi qonmpr@gmﬂmﬁﬂ@gdéal vahigle gueiyas a

oBALBL bR g e BBy sblog i e pcdbddhavin

tcﬁflﬁl%htdl@ﬁombrlsmg%(géllhidgi@genThEopmmaddmtgtfraiblbQ:omposmons
invention may al so_be administered in the form of

mayF8e COBIRriss & BAtpeipviCh e PharmaseHtaallf agtve earugeunds of
tﬁé‘?ﬁe%aﬁ? lﬁ?l%ﬁt){:h are d&%%ré%‘ﬂa%&{r%? W& Eoﬁxg)mﬂih wh .ré?ﬁthlé;"? Y &6htact

sui'table non-1rri I Ng excl pi
withlthd skt incordeniar gdrhiister thieucarspdurids! trapsdérataliy he
rect te erature and vvlll%eerefore 30 nelt in the
r ect dRedBlowng fe@nmies dlusgateshierinyeitan al s are cocoa

fgll
but_t?r'i gxarﬁ ie‘éebh%gﬁﬂﬁ%s% e EarrferBRSirdeP ity hitfogen.

toplca stratl n are also suitable for use I N
Tetrahydnofenani (dhlF ) Teiethyh ethencdiahloteinetpanet toleens apd umdylene

di /
R R ARG 95poRubae S SRHT ibkeer Rad R SRner
nftrogént fijHe p@frewmvpéfei%eto tAB SRRLI6A vAth b.Ns. UmeDaL! rraurt iBer
actl1ve conpound in a topical vehicle such as I|

chianatograptyf (TLE,) vaspenferawed on silieg (8€dx) pleiesu nngNMRg

BHrEHERS bRnefind P R YRt M B8R R WA, 5

IrifeRRediatei1: mammo-zﬁneﬂivlmh&e prepared by m xing
the active conpound with a topical vehicle conprising

a gellPisgoluenof Srspinea-metarhend(? 819 81eomel i ons
t o
IROSRR. SAERAD S, 2 Sdiior] st idhef 150 mL) 2t 0.2 was acided
al sohetivn @ﬁsmilmmltslpee(&G@ $4.2 matol) irrslvatarrgﬂ)ﬁ mis)tancb'ihee'hd(ture
. er
sisa GHHTIS temBpiskaiatar B0 MingteendonbieGas Agoes Snppes(l
brérhide! (13leg t@?2'rﬁﬁh‘?ﬂ)ﬁ2‘?‘§drdﬂ?’oﬁw‘f@a§& BIrkIS, 48%!solution) and

syntheses Were carri’‘e ut under dry nitrogen.
theetaantion meEusubsequeRily hda@tdrqtlre&wh&r 2 lvwisl biponeoeding to

ragih SERPREEES e Ena Pt W B Wit iv agetate (2

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), 6.99-7.00 (2 H, m).
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nitrogen. Light petroleumrefers to the fraction with
b. p. 40-60 C. Thin layer 15 chronmatography (TLC) was
weensoossez on silica (Si02) plates. 1H NVR speRCT/@Bo®r/002606
generated at 400 MHz in CDCl1l3 unl ess otherw se stated.
I ntermedi ate 1: 6-Brono-2-nd%hyl| phenol To a sol ution
of 5amn02methylphenol (10g 81.2 mol ) in
4 hylsidy iphenaxytrimethvisilane( 50

' .
(56 aa%qUngﬂﬁ )%"? DA bR SHlAR T b o3
mholf IrEAHF(150inkL ) ST T Was a‘d@éd%ﬂbmywmﬁﬁn (i@ n1Lh|1ss M
was” added copper” (1) brom de (11

SCDIy!titDRbbT bexanes; 48. 1 meat) and $18 @ﬁﬁqtnpn (sﬁyredraj th|s ﬁ@mperature for

3 SRRkt Th B HERA SHEBbe e XL o 3 mirfibL s ifkin Sdded g

tha sdlutich ¥BFed it LP8 PEdoiM BhairByThé fstiction was Alictedfwarm
nm.) and the conbi ned organic extracts were washed with

t%@@@bmpg@ﬁwesanﬂwwr( mld was addedh (heimixtureoyas ) |
oy TROBBE B 2325y 3R ORGABIAR) St ract
w@ﬁé dited er‘megnaslog’r stmbhat[e$laﬁa cohcgntraueeltundee vedhcedpréssure

I ) iV, h | e
RPN e S —
f t t
@Mﬁrzafg@géqbyréﬁ%%gg@q? %0(@ ﬁp ??lﬂ% 1%42&? ght 4 Hz),
71@@1e(ﬂdtleq1d JLHM(H ﬂ)HZ),22L1631I-H;I d;)J =242y, 95 (1 H br,
1 390 a0p (2 H M. WO
E BHENOY or medi ate 2

éﬂ?t)bMéﬁcb*y@ﬂﬂefF@/lﬁlane

2- nETB.\/IaS s{dluticmet Bf/l Q—h%kﬁ)ﬂﬂlﬁe("ﬂmﬁéi (yl
solution of 5-bronmop-2-neth henol I nf er nedi at e

(Iotesmeiats 2; 5:aeh ety RSt (48T pt taom Fempstaldranias @dded

teﬁ@%ﬁi%@H&rﬂ%@ﬂL&ngg&Bﬁ% 6!9'\% @?'136 gfg?lhﬂonei@gerﬁmol) The
rdRATBR WaislEtierédat thhis ¥mperatitiesfor 5 minetes)dnsl thgh walterq40 dd.) was
was t hen added an t&gﬁs ut.i.on
t

6.1
a4did + Bhe A WoB AXBRShOTI oY B $L)nd the
cc?r%fﬁ‘@glgbrggn fo‘acfsQNér‘éQm Hﬁ@%ﬂn@s@&ﬁa%ﬁ‘%ﬁc&ﬁﬁa@&hmer

m Xt ure was ract ed
reziuced pf@ssurd Enmp)mﬁad by lcelummthnoatatogigphyd Si; ﬂlgbit petroleum

torvgaﬁ,lgggpﬁrglggmggleﬁy?% i@ﬂq&}}tﬁg heatntge é’é’rﬂBS{.‘rﬁé gts %dco ourFess oil
12? @ESBVJ) F‘z{ £'or3:n(@ DYyt ﬂ)é’tfﬁl@tﬁtﬂftﬂéu‘gll emNHwMR@. 026 (9 H,

SHZ@@"L’ 5’)04(32(F|1H§) 5@3931'(1.1 $= H0W3—7Q211+h£)dd JF{)Q 1.0
et 4588 n, 4,373 kAL H). 716 (L H d J =74 H).

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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Internmediate 3: 5-Trinethylsilyl-2-nethyl phenol To a
sol ution of

WQ@2008008442 5- (t ri net hyl si |l yl ) phenoxytri net hyl si PEreB2@53/002606
(Internediate 2; 5 g) in diethyl ether (40 nL) at room
tenperature was added tetr3butyl amoni um fl uoride
(TBAF; 19.3 nL, 1.0 Msolution, 19.3 nmol). The

acidified ibyrthesexditian ofeloydrochinrie atheMét The niixiure wasreiteasted

wiR ciebrether (h A8 b s B0 ey i gl Were aried

ned s see c‘%béﬁﬁél%d%dér%d@ded M!ﬁﬁelﬁﬁd urified b
( pﬁat e), I%:iir))ér}c)éntrat ed under 20 reduced pressure P Y

and
cqjumnfd:fﬁ’emaﬁograpbm(S@a dight egtrajstin (&S990 hghtgn@troleum diethyl

o8B R e il sk ER < BE SR @y BroF) R L9 21 (o
I|95iﬁ?%"tvrlg%gjl_r}=r-g%tﬁﬂ e(tﬁe@ chvls Rpewg)hﬁmsnndlze-t B;bs (Mer)
5yj2-

a -dO Hﬁ)l 7.15 (1 H d, J 7 3Hz) 25I ntrmsdl ate’
— Met hy
5-f g}' oet studmcﬁljr oft memlyl B){E&hét}?\vb-ﬁ*(’eimmylylsiiylWhéhoxy]furan-Z-
r box e To ol.ution o :
caboxyala al)ntewmﬁ & A5 2h{ sh 1 MR &8 Fsingalcohol B anL) et
rd& t erﬁ%t il ?aggaﬂﬁa‘%ﬁjt%%o@mrﬁwwﬁﬁlde (126 mg) in

tert and the reaction
wat(éainla)tancéfﬂelmattwn stirsedh forr &3 haurs. The uesultigg suxiure wias

oo HoderaabRed Bornstee JPELLHES et Go B Haterang
eit?é?ﬁ@d %ﬂo'dletﬁylr@chéb’h 3 anﬁpyrm@ a(ql!édmis)layérf\ﬁé% edldiﬂeﬁhmth

rono- 2-furoate

hYda'ac%l@rlatacsBUdVlﬁ @ndleedna@tﬁdgwﬂhﬁ&ﬂych afsﬁta& @vﬁ 2n’a %i—hﬂéhe

o2 A% P 58 o B SR 0 oo

rdduteEpre8sLre 43 gie thaQitleaiampoLe &y atdotouakdistiowderf(181 mg,

shtbh e B L1 e hesaneu o B SR .00
mﬂ{&gglrﬁ/zextzgqgk@.pp\ere dried (magnesium sul phate),

concentrate reduced pressure and purified by
col u'ﬁhetalmnearergnmdfpr csupling weegheorpatareiplly avaitalds.: 5

Al 10 Shittand oo ot iyl hoSeaided -
oﬁ@%seialg@bumﬁéa% Sefefied greipt her) . LCVB Rt = 4.9
ns “ 4 M—|+)._ Intermedlae 5:

= * RGN f ur an- 2- car boxyl
i.d T
5| 2?§Ea} %olﬁn@w ?ﬂ} %ﬁeﬁﬁyﬂrﬁ@f ?M%nol 159,892 rgmol) in THF (16
m§@b918|°&Wa£ bdtied meislitgk lithidim @11275 mgl., 106 T smlmxbh in hexanes,
net hyl al cohol (3 nlL) at
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-methyi-4-

(trimethylsilyl)phenoxytrimethylsilane as a pale yellow oil (1.6 g). This



10

15

20

25

30

roomtenperature was added a sol ution of sodium

hydroxide (126 ng) in water (1 nL) and the reaction
wa@eiosoed4f or 18 hours. The resulting m xture WasST/GB2004/002606

concentrated under reduced fressure t he residue taken

up in water and extracted $hto diethyl ether (1 x 20

m.). The aqueous | ayer was acidified with 15

inteyahedigie ovasctheoidiluter with JitF @mEhend dreatedhwithnyBAF (6.3 mL,

1. B sRllicliin i el oo o ek e et ahe YeREud e
SIPFRPSUFS eyiiriurd RS 3 i fles G oNfec nt6 veAbot0 15 The

powder (181 ng, 87 ¢
aquesmisasten M@séhﬁatewyﬁctgddwﬂbewer (2K mL) and the combined

o o e § 1 A2, R AR st

arideyncetirdied ahtiet md:cad lpr@snjre m@mdmrr@smt;e%srddmdas pre-
WO A- 02/ 098363, gutl i ned i

aqseredealQeiics and e rwﬁthxlﬁt({f{;m@hvswglmﬁr)%mﬁd by,

oAy BB 9% FRECRIEISr S o e o

ethet)rawapeleyéllaw_oll (0.38¢) 88% ltRseNn0.66 (A kigrapetraburdiethyl

o, suisEh MR S GRengr gt 016 Ehefra Adsh S 7 (1A, o

= 7% fi2) MTPh 1 ¥R, Yhensadsled And fihe), begBH £ HNg). m xture

was s irre 78 Cfor'a further'1 ours. The

Mﬂmﬁg_ﬂﬂomd to warmto roomtenperature and

2adell SHsPANREDE et Prafu bideChibok @ dadErn

tolhe%{é étL)-sanci wééwad@@drmm@tﬁymwﬁmmn €210 MESUtE B Qiuen@, 2
(magnesi um sul phate) and concentrated under_reduced

torf} equivr)drepwisey dhergactignovas allewed Jo Marmto.-20 °C over 30

i BN B B g e soton

w&STH«EBa00dd ﬂﬁﬁ&ﬁ&t:oﬁbﬂm&tbyl@{ﬁ-&ta&hm then dil ut ed

d w TBAF (.6, 3
(e i PRero s crbeidle' ntredists’ 4 T eauibip”
JERBRShEhaeSat 4G, rTr%im@ttuﬁéwgs GNEA % e /0B

m nut es and poured into water aqueous

tepweratune wad wasthesdurthet warmed ﬁp eﬂa@c qr:r;i atnrseca‘.uptlbmalyms

R s

teriperature dneeglicpiched byahe bhepwiea ldd‘dlitnm off daturatesd dqaemas
pre- adsorbed onto silica and the

ampmaniy aceigter The resyitant progipitaie wasgemaved by filtraedm
wggﬁlﬂg%ﬁ%é\@%ﬁhéﬁi i0Rs of L@ aBALIL R RIfr-Ste Was WaBRkd with

etr
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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ether) as a pale yellowoil (0.78g, 68%. Rf = 0.65

(7:3 light petroleumdiethyl io ether, silica). 1H NWR
woDvE®HE) : 6H 0.17 (9 H s), 2.1 (3 H s), 6.FFT/GB2044/002606

d J =7.8Hz), 7.12 (1 H d, J =7.8 H), 7.17 (1 H,

s), 9.36 (1 H, s). General PPocedure A To a suspension

of the amne or am ne hydrochloride (2 equiv.) in
cenganrated undgioregusad paerssde themiakeniul inmthylaeetateand

whShet WA RS PACEGA(r Esdifid T8h Salu Hle A Rt e ium
bieBfbdrizte sbiutibAOThd SFGRETIEEXFEcts Wire airiedr (Witgynedfum sulphate)
m nutes. This solution was then added to a sol ution

apgl cg@pwyratgd p@dﬁ@quuceg_pressure and purified to give the required

aﬁcﬁ% nmet hyl si |l yl ) phenoxy] f ur an- 2- car boxyl at e
nternediate 4; 1 equiv.) in dichloronethane at 0 C

Exampfte 1t 5-k2-Methyii5-(trime thylsibyl )JpHenoxyd+N-20 t enperature

and was then further warned to -4Q C and stirred until
(54 inetnoxyohenvlfumaiecarbararids  act; on.  The

reac SRR SEERRA -
by tEggg:r 03WI Se aggpr&pér%? ngt urggdg rfer &t o Ry =

'on o aqueous
04O lightqmttaeen-cting avetate). AIBMBriRc Ai7t mires, wals = 456 (MH™).
. f il ashing W th seyeral portions

M€ A, SHYY e un)y HEVATE 10O A
(29 {sefrirﬁeﬂ\dg@ ,%t@ﬂ_'r@{ iRDS.YA RN -2IdRBokaREAEST UM
Sul phate), concentrate undaer reauced pressure and
pur i Thisccanapeindwas prepayedransosding 4o GerierahProecedureuAcRy =
0.2, ' f _ . _
025'3:FuBR PELBRLRI-aitwhareiatsh LS By T ASBMIDUISS, gy 458

(M%) acid (Internediate 5; 1 equiv.) in
EN, dm?th | f ! rride_(l:%l\/F' -5 nL per 30 1.4 nmol of

'u.;!. P N @

r eacThisrcowgsousidl v;mzepkepa rexd accardingdo ﬁelmmaﬂ?ra:beﬂa}es AandB.

unt.i nal.ysis. by TLC indi cated ete gconversion., _
R0 2itar [ RN 2ind osier LEMS Bazguid Buuss. M= 457
(MQncentrated under reduced pressure then taken up in

et hyl acetate and washed with hydrochloric acid (1 M

2%b6j(anhid@ give the required 5 am de. Exanple 1:
5-12-Met hvl -5-(trinmethyl silyl)phenoxyl - N-

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-




(2,4,6-trinmethoxyphenyl)furan-2-carboxam de This
conpound was prepared according to General Procedure
WGO200R0032440. 10 (1:1 |ight petrol eum et hyl acet ap&)/GBR@OMB02606
Rt =4.7 mns, nlz = 456 (MH). |oExaane2
5-f 2- Met hvl - 5- (tri met hyl si | ¥3) phenoxyl -
2 4 6- trlmethoxy 1 3- pvrlmd|n 5- I)furan 2- carbog«:}m

' r \ .— 0 26 (1:1 Ilght pet rol eum ethyl
?'9'% Hcear €- 4. 98 mnutes, mz = 458 (M+H) 15

Exan”mh&: é’Gmﬁo&é’d M%is pardd éd:d@?dlh@'té'Gdrbéll@'lP?@é&HuPbA R =
net hyl am no- i met hoxv- pvrim di n- \érfzﬁ ur an-

OﬁQdﬁbb@mla@maﬂaagedﬁﬁﬁwh@pm qmé@amj 196 c Br&HOn @mroonia
1 1 ligh
Eﬁ@rsé?el‘udri}ﬁgt h'yl %gg{,ﬁ-[lﬁ?? T%f\/ss%é)(lalll 69 m Ingt tes n z

_Exaﬁﬁﬂe 1 nizdhidd(trimethylsilyl)phenoxy]-N-

Z- i - hyl si |yl /- N
‘;‘ mst a\‘/’hn5 (trlget éSI i I):Enenoxy . 5s.

ﬁi"xyndQ a?bbﬂ(é @n- 2-carboxam de This conpound was
to General ProceduresA and B. Rf =
0. 43This conpauricdhwasptdpaned aetdrdingstb Gédrmdral Pidddduirés A and B.
4.59 mnutes, mlz = 25 570 (M#). Exanple 5:

5-f2-nmet hvl -5-(trinmethylsilyl)phenoxyl -

f2-f3-(4-net hyl pi perazin-I1-yl)propyl am nol - 4, 6-di met ho
xypyrim di n-5- vl }furan-2-carboxam de This conpound
was prepared according to General Procedures A and B.
30 Rf = 0.20 (9:1 dichl oronet hane-net hyl al cohol
containing 1% 0.880 ammonia solution). LCMS Rt = 4.61
mnutes, mz = 583 (MH). Exanple 6:

5-f2-met hvl -5-(trinmethylsilyl)phenoxyl-N WO

2005/ 005442 PCT/ GB2004/ 002606 33

f2-f3-(N, N-di net hyl am no) propyl am nol - 4, 6-di net hoxv- 1|,
3-pvrimdin-5- yl}furan-2-carboxam de This conpound
was prepared according to General Procedure AL Rf =
0.40 (9:1 di chl oronet hane-net hyl al cohol containing
1% 0.880 amonia 5 solution). LCMS Rt = 5.36 m nutes,
mz = 528 (MH).
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Exanple 7: 5-42-nethyl-4-(trinmethylsilyl)phenoxyl -
f 2- F3- (nor phol i n-4-yl) propyl am nol - 4, 6-di net hoxv-1, 3-p

W@ eoosioei4m2 5- yl } f uran- 2- car boxam de Thi s conpoRCGBaAE4/002606

prepared according to General ProceduresAandB. 10 WO

2005/ 005442 PCT/ GB2004/ 002686 34 CLAIMS 1. A

compound of formula (1) or formula (1) Y DE~ GRing
ng 2 J-K-L Ra (lI) z Y*DE% ,GRNng1lFRRNg

R e L g

-CH(Rb)CH(Rb) Eis optionally present and is
(C}Q)nN(Rd)- or -N(Rd) (CH2) n-; 10
d - N(Rd) -

Ll y present
\ ' -S(Om,

RE -S(C»nN(R‘)- or -N(Re) Kis optionally
present and |s al kyl ene optionally substituted with n
Rb; or Kis 15 cycl oal kyl ene, cycl oal kenyl ene,
het er ocycl oal kyl ene, heterocycl oal kyl ene or
ene, _any of ich i ptional ly substituted

L dr ogen, “pat bgen, o.- NGR J< cIoaIkyI
ken het gr ocy =K
cloalkenyl or heteroaryl, any of which is
opt i onalRy

(1
wherein

D is -(CHa)n-, -C(=X)-, -O-, -S(O)m-, <C(=X)N(R®)-, -C(R®).-, -C(R®)=C(R")-,
-CH(RP)CH(R")-;

E is optionally present and is -(CHa)n-, -N(RY-, -(CH2)aN(R%)- or
-N(R?)(CH2)n-;

F is -C(=X)- or -N(R%)-;

G is -(CHa)n= -N(R%)-, -(CH2)aN(RY- or -N(R%)(CHa)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
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
-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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substituted with Ra, -C(=X)ORd, -OH, -ORS,

-C(=X)N(Rb) (R), -S(OM(Rb)(Rc) or 20 -CN, each Ra is
wo b@ssesa2 or different and i s hydrogen, hal ogePCT/aBRYOH/002606

aryl, hydroxy, al koxy, -alkoxy-(CH2)nC(O) 2Rb,

-0-aryl, -C(=X)Rc, -N02, -CBS -N(Rc)C(=X)Re,

-C(=X)N(R)2, -S(0)2N(Rc)2 or -N(Re)?2; each Rb is the

sanmeeach R°id trecsemenddifferéntdanags alkyt, cytloglkyl,\AWalkyl-aryl, -alkyl-
}{FS #005442 PCT/ 2004/ 02606, éa each Ris the sane

Kyl anyt optin SHP§ Htedwith Bai kyl , -al kyl -aryl,
-al k b
R 2ach e B 5%"29?,;&@”%"9”3?? jdegsl é“;%%?‘é'gﬁf%“"a"y

wahIR?I; or aryl optionally wth Ra; 5 each Re is the

aryI e%‘l: ﬁ] i‘%%%‘maeng g%ﬁgnq%%ﬁr?ée%pﬁq{ﬂngf. is aryl or

héﬂé’?ééﬁyl lé‘itﬁ@r of WhidRas oEﬁéﬁalesdtfstlﬁdléd waeR®r di fferent
and iS h gen or al or N-Rf taken t og etrher

f or neaeh B isdhelsamemgndi er@lnéaadga:mwpgenpr atiyl; or R-N-R' taken

d

BB Vet b a oo o SERdbaRR” ' °

di ff

h;drgigmxgigg\%:mwfﬁj;izgo @gi;):rogRe)Mg E%;ogen alkyl,

S(O
hy oﬁ‘(o%ﬁ 3 alkGhyY! s(emé(!?;i)( (: XIRE ONBILYNRERRE) LU tUt§(b) R,
W 0-aryl’ opt | ong?l Bubst “tind "
et St e o
@b%{'itlétﬁgl"y'b‘ Bu%t‘équle%fz’%’\aﬂ Y gybstitdisd ‘Pﬂthﬁgt he sane or

di 1 RirRJY 1aaﬁd'2 é}e theoea.%e Bﬂfﬂlﬁ&%ﬁh dhd aré NéachPBR/1&ke or

different and is O, 2, 3; row sos t'hat
heleroarytenep aigher onwlanh lszophnnaﬂwﬁ@satu&ed rR%t om and

20 oPd P Haeats Ssran: BBRTa T & 033“@ hercor . 2

A cogBenAds &c‘e:swérderw oﬁfcer@htaam sovhe &rg, Y is -Si (R 3,
-al kyl-Si (R) 3 or dr og . Aco ound according to

cl ai With the\pvisas tBﬁ '%St Pﬁetoﬁé’ %%C@i’ﬂpﬂﬁﬁ asdigen 3&%! and

i g4 Koo s rERERINLS AN G bangry precedina
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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-Si(R 3, -alkyl-Si(R 3, -0-aryl, hal ogen or al koxy. 5.
A conmpound to claim4, wherein each Rc is the sane or
waledosmoant and is al kyl or phenyl. 6. A conpor€iliGB2004/002606
according to any preceding claim wherein Ra is alkyl,
3o hal ogen or al koxy. 7. A 8Bnpound according to any
preceding claim wherein Dis -0-, -S or - CH2 8. A
9c orrpAmuinpmamt dcongding tarqnymreceding glaimawmnerehdt isi -ﬁ) (@)-.

sen WO, 2005/ 005442 PCT/ (%20071/ 002606 .3 &
g‘tﬁ'ﬂi“ B B6GR591NG ANV Teceding §1aima; WhergHe éPﬁN )-
I‘IS - ﬂ@mpouﬂ@ac@%rem@ﬁ?lﬁl‘ﬂnﬁ?@%ﬁ’ér@m ROis¥Ydregssedi ng

cl aim wherein Gis -“N(Rd)- . A conpound accordi ng
120 cPaccnmpound\cherdmgadmanwpmoegm claim, wheeeipolirad K are

ccor re g claim wherein J and K are

%{%s 5%'5%6{8@995‘ gﬂwén or -N(Rf)2. 13. A conpound
15000Ad¢drapé@1cﬁaac&&r@ i 4Ry df é18indsl 1 tM\/ﬂqf Wl’férém'.ﬁIS' NH-, Kis
Kis kylene and Lis heterocycl oal kyl .

aﬁwmﬁadéc@d}eéﬁrﬁgy@l@awy preceding claim vvherel n

o efachierlRCARENIET ), 41 @%C&?aﬁ@éé@”“%@&%?{‘ R 1 s

hgtymgxty&;heaccordl ng to any of clains to 13, wherein

Ri ng is phenylene. 17. A conpound accordl ng to any
181 ecé\cﬁq@pwn@l mcqm@sépﬁlammf 2~h%'elrbﬁmﬂ isHisranylene.

yri I f [ ;
1801 B ErpBand iy ' 4EP pr i 1188 %3, Wherein; Ring 1 is
phenyleaem 17, vvherei n Ring 2 is substituted 1,2 or 3

e AT S il b
pﬁ@nyléné %WWH?Ieﬁ@‘BPr@hB%y\&é? 'aﬁx I5f Wht&?is&?ﬁt%aﬂy §Ubstituted

-[2-me I -5-(trinmethylsil enoxya
1§ heA ppmdazc:coz@ngm bka;mm dwherem ing 2 is substltuted 1 2 or3

tlrg\e Iﬁ%ﬂé%@ﬁéﬁ F%@h%\ﬁ %%%)&1@5‘%@% |H’é§ch4bccurrence and

sSlebdfedhdikdxy(drid halbhehsi | yl ) phenoxy] - N-(2,4,6-trinet
hoxy-1, 3-pyri m di n-5-
19. ~ A compound according to claim 1, selected from:
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-
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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yl)furan-2-carboxam de; 25

5-12-nmet hyl -5-(trinmethylsilyl)phenoxy]-N(2-nethylamn
wW@200300dmet hoxy- 1, PCT/GB2004/002606

3-pyri mdin-5-yl)furan-2-car boxam de;

5-[ 2- met hyl - 5- (tri met hyl si | $¥) phenoxy] - N-{2-[ 3- (4-net h

yl pi perazin-1

yl ) pbd@ymetinyh6{(tridtnéhylisitg) prenpx|]-R-{2y2H(pyaolidin-1wiethylamino]-

4@2@@%&8%ﬁ”%pxmmmwfgrwamme,w (2-[3-(N N
d| nmet AZlmethxl-S (trlmetpgr?]n)rl]lz)p])henoxy]dN#g [ﬁog( 3 {n l?(? a63/1r_| m di n

yb mopynam naM@»dlnmtiwwaﬂnSd@ynrmd[resmyfmh-z-san(btm(armde

et hyl& [5 b'ror|n¥>I % '? rlmthﬁsX)]I)phe%%xyL VA ((51 62 dlmé%hoxyphenyl)Puran-Z-

cyﬂbbpg@mé am no] - 4, 6-di met hoxy-1, 3-pyrimdi n-5-yl }furan
- 2- car boxani de; WO 2005/ 005442 PCT/ GB2004/ 002606 37
5- [ 257RtomosS(trimetayIBiN heppyyiH¥3:4,6-tnmethoxgpheny!yaran-2-

Ldi 0=1.1vl)ethylam -

Cér%lg%m%hgiy )1/ gmp;ﬂ m di n-5-yl } furan- 2- car boxam de;

5 [ 251[2157'M|m55-(ﬁ‘|mémylbWIﬁiHeMbXﬂWﬂQ%—trﬁhétﬂoiﬁ‘l Blpysinidin-5-
yl}Mﬁ‘ﬂ'@pﬁﬁ"@%ﬁfﬁpﬂf 6- di met hoxy- 1, 3- pyri m di n-5-yl }furan

2 SRS s oo ey ampo Sl Tal -

1 Bpynimidinsbaptf@rane2xchdboxaimide

B AR (2 oLt

rn'étl'ﬁﬁpIBéﬁﬁﬂﬁ'l)ﬁ)derlaﬁﬁrﬁbﬂléﬁsldi%ém&gmllepy%ggﬁ% gr}mramzth

rimdin-5 furan-2-ca
cabpzamndﬂm 5-(trimet hyIsHyI)phenoxy] N- ( 2- net hyl ami no

e AR ety Phep g R
dhétﬁylbm@)pﬁo;wlémrrﬁi]%@smaﬂhbaY-a pyfimiiod| Biuken-2-

nmet hyi p i perazi nyl) propyl am no di nmet hoxy- 1
C@b@?mfﬁ% n-5-yl }furan-2- 15 car boxani de;

5-[2 4 N, N
i et T i T ot e e b Raeal S G
ylaﬁopyl]ahunam B—d|nmtrhmxsahﬂetwrlm|d|n-5-yl}furan-2-carboxam|de

, n- 452%-%romo§ tnmm%h)ﬂgllly?)ph)é %Qy*]e/{)?ﬁ%ﬁ (pyrﬁ'ollém- -yq%ﬂ?ylamlno]-
4,B|-d|ﬁféﬂﬁ’d)lya‘ln30ﬁ’g}rrrﬁtdﬁ1 8Lyl chrbbx@lfided di n-5-yl }furan

car box

5- [ 254‘52@11@419 5(-(tr|meémwylﬂxé)nhpnppﬂdﬁdzﬁ -(N3migaz(lpyrrol i
yl%rop%am ﬁ&ﬁ%' é}meﬂ%xy-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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4, 6-di met hoxy- 1, 3-pyri m di n-5-yl }furan-2-carboxam de;
5-12-brono-5-(trinmethylsilyl)phenoxy]-N-{2-[3-(1,3-im

W@l 2005005442 PCT/GB2004/002606
yl) propyl am no] - 4, 6- di net hoxy-1, 3-pyrim di n-5-yl }furan
- 2-car boxam de; 25 38

5-[2-nmet hoxy-5-(trinethylsilyl)phenoxy]-N(2,6-di netho

Xy phe{Bmdthoan54tri m@th?l@ﬁﬂmh&m‘ xy]-N-{2-[3-(4-methylpiperazin-1-

5- [ 2- met hox -5-_(t§hrgst %/|SI Lo .
yl)prepyRstRalyS. Srdimethexg-1, dinvamidinybiwanLsarhosamide;

o R onS ity IV RO NB N 2, 4, 6t ri e

O e
- [ 2- mpt hoxy-5- (trinmethylsilyl)phenoxy] - - met hyl am

Ca{BOXaBLA: et hoxy- |

e
yl)ilarp_aylaaﬁm@p«y,65:“methmwmquwmiqﬁpmt}wanm-qabpxamidam h

| Zl Nn-1- . .

1§ R dRe Y sy 2reetyRhenox s pHA - dimetaoppregy e
z_gﬁre%(rfp,]q%g%n} ge[ . 5(5N[ 2|-\Imst hoxy-5-(tri nethylsi lyl)

di w&@(@wmpﬂww&&r&m}hmmmwkﬁh@(hﬁﬁi, 3-pyrimidin

- 5. N2 i de: 5-[2- met G- (tri
bRy it BRI S Crnr pol 1

y1) ps-opyéthyidiagthy|siyimictrpiynenckyP-(27 GHrinfetiddy-U/3an

- 2- car boxam de; i
PSS U@NHR-CARROXAMS;- 2- et hyl phenoxy] - N- ( 2, 6- di e

5. [ SRS E e D P2 e ARt B2 methylamino;4 -
ditnietihety 6,8y jpyrémiglin-Eeyl urap-2-aatbmxanidis;

R b b AR PAE DS B
ylgarabﬁgggaﬁmgm%gfmﬁﬁm&ywb)pﬁmahhyhehﬁaﬁwbaﬂso&anﬁ@é;hyl

di mebAiw¥gthy|dimptpyisiytriznmetiyiiphencuy]- M-l %Ak de;
) PRt &k B A BYRRRINIs o 3: (4
catbbra®dg; ani no] - 4, 6- di met hoxy-1, 3-pyrim di n-5-yl }furan

- 2- car boxam de

5- [ s5{ 2 ethydimetwiaily) iz methy phenayietrold fmamnsling-( N,
ViRrRBY RIS SISy Baprimding S ylien 2 erboxemidery, |
- 5- y5 X 54ji(2a2-dimethy | prapylidimetiddsilyl}-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;
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5-[5- (et hyl di nmet hyl silyl)-2-nmethyl phenoxy]-N-{2-[3-(no
r phol i n- 4-
wQ kgoproayayt am no] - 4, 6- di net hoxy- 1, 3- pyri m di n- 5Pg1/EBa0al002606
- 2- car boxami de;
5-{5- [(2 2- di net hyl propyl ) d®%ret hyl silyl]-2- nethylpheno
N- (2, 6- di net hoxyphenyl ) furan-2-carboxam de;

Xy} -
5- { B{%- mdlmhmfmwM?mmWW Wlw'?h@%i%&{%ﬁeﬁ%N-

R T e RS R T

cafpbxarnide; 4. 6

tri met hoxy pyrim di n-5-yl)furan-2-carboxam de;

5- { 5% Kzzzaimewmr@mdwmpmmewma -gietyyiphenawtiN{2Heno
(R b ROl B P aminalh G imethoxys 3RvEMIdE- SV RN 5.

cérbb%mmeﬂe

{5-1(2, 2-di met hyl pro di met hyl si |yl met hyl
xy} 51!{% 1 [Isdl(nﬁ.thyl}f'z rlmg hy)|sﬂyl)etth]—Z—me%h)]/Iphenoxy}yN ?2 %no

dﬁfehﬁ%;%ﬁ‘%&@@?q}a%érg& gg‘a”moge“ 6 dlzgggygégmllf py
PCT/ 58200 AL@IARG00-2- (iﬂmethylsn_yl)ethyl]-z -methylphenoxy}-N-(2,4,6-
trmthw&%yﬂﬁﬁﬁygrkg%'n Ju. methyl silyl]-2-met hyl pheno
9L e I A A A ARl BrHRLRAY pheoRy R A

- r'an
trirm&thg*;pn @epyiididimabtyH)fursin-2- carboxamlde

'(%L]r%%%ﬁh%% sy mete DR MRtYRDE i «
er’}of &)@ngxﬁyﬂrﬁh@hn 5-yl) furan—2-carboxam|de
[11d|rrethl trIn‘E‘th|SI|

enostm ety (rOR IS MDY RO BT o 15 14
mgﬁg@éé@g M Eﬁ%{ﬂ&{))@gm Ad) 4B MEFHOXY !, S 1¥ia-s5 iR -
cémonahlu@(ypiqehyl ) f ur an- 2- car boxam de;

gng%-%{ 11le1 (lgclimr}]ee%h%-z (trlgwethyqel rByethyl]I ln%e%y%%noxﬂe l{l-w [8 (N,N-
G L L L At R U S Co e

carboxarhide; ( 2

gﬂ)hﬁ é&ﬁggdlﬁghﬂ f?ttrlﬁw%xl)(ylsﬂy?)ea)(yl .'5“ tﬂyl%h%nznx%rﬂr@?[&
(n5or’pﬁo[u4-41 Igdrﬂgylakﬂmé’] -4 Brdimetiosysi Bypyrietitin-5+furehtad ph

enoxy}
cafbohgrlntdq;eram n-1-yl ) propyl ami no] - 4, 6- di met hoxy- 1, 3- py

o- { s Telreriresy AR AThER vV G stmetbonmhey e
2amokaniide?2- [ 3- (N, N-
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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di met hyl am no) pr opyl am no] - 4, 6- di met hoxy-1, 3-pyrim di n
-5-yi }furan-2- 20 carboxam de;

WG 2q0540p342 - di met hyl - 2- (trimet hyl silyl) et hyl ] - 2rereGBI0pI02606
enoxy}-N-{2-[3-
(mor phol i n-4-yl ) propyl ami no#04, 6- di et hoxy- 1, 3- pyri ni d
i n-5-yl }furan-2- carboxam de;

5- {[Q—{iﬁemle;hyl—ﬁ- gmmewmlyl)pmewlmbwylw{adﬁﬂw/}’ N-(2, 6-d
N R e S T U U R

carbbg(éméqoxyphenyl ) f uran- 2- car boxam de;
5-{[ 2- met hyl - StrlrrethIsH prhenl]rre

“tri ﬁ‘é%nsw}hyl S3ttripgthyigitl) pbenylmethy - &{%%b}eﬁﬂ 'ae4
VI3t P YAl R o e b RN B PR RSR[5

hyl 542&@&&0@-4 -phenoxy-5- (tnmethyls|lyI)phenylth|o]-N-[46 dimethoxy-(2-
di met hoxy yrim di n-5-yl)furan-2-carboxam de;

plseqx{lammg h&iBmﬂwtﬁlnr%vﬂfw@? PSHE)TBW@W'ﬂFnet hyl }-N-{2-[3-

yI ) ggéayriwgfrrr\?g{()%- ﬁﬁ‘ g]tamet t)h%ropyl)d@'neth}llswlg)henoxgl/} Nf[2r(z,;1V tert

but@t’;d)@cbmwmpi#mrld!@Im@ﬁmﬁﬁﬁ4&d|ﬁ(éfh@B2m@4pmm5 yifuran-2-
5-(trinmethylsilyl)

C%@@K?F’_ﬁ%t hyl -N-{2-[3- (N, N

di WEFt{glrﬁaih%szw Lame&}ylpﬂop@r)eimhwénwphe?my} -Nmidi3n(1,3-

uran-2 ox am
lrﬁd(a[z-z-yﬂmm;aylamlrom]rﬂl ﬁdlmtl’mxyﬂ Prmeimidina®yiiiran-Recathgxamide;
( mor

yI ) pggﬁ QH%"?F&EY'EWWH%W@MJ&“%“W} (Vrrgzdf'rﬁi 5-yl}furan
nzeﬁe-B?cafEbkémweﬁr phenoxy-5-(tri

gﬁ;%ié%é{a};ﬁ; 3@9 mﬁﬁ%&'}’”ﬂ%%ﬁf?&;{]'& @(ipoox am de;
(%Q%nﬂ'ﬁ%)%%rﬁ irfof % 6-fthSRLRY RS- AIh B2y i an-XCahii@nice

bUt yBqﬂmmcﬂlmqthydﬁ-(tdmeﬁhyléilyl)whbno)y]WﬁQ@i,Gmﬁmeﬂwpxyﬂ ,3-
yri m glc]ef uran-2- i o carboxam de;
PE”Q‘F'R@(‘ k'pa“s EOOXEMIARE hy | propyl ) di et hyl si | yl | phen

oxy} ngd{c?’ﬂ(%r%-i i1ne¥ho -6~ methyl -3- étrlmethyIS|IyIRphenoxy]—N—{Z [3- %4-
i mda propya % rimdin-
mgtlhﬂvlplpeaazla-1emmopﬂaﬂd@¢]-4 6- dnmethoxy- pyrlmldln-5-yl}furan—2-

- di net hyl et hyl ) di met hyl si | yl ] phenoxy}-N-(2,4,6
C?l}q{c}%ffh Syphenyl ) benzene- 3- car boxam de; 15

5-[ 250t 4= % PG - N-{ 2-[ 2-
(eE h?ﬁgrﬁﬁo) e?hbfbapmg%k@hﬁwfﬁeha 9?“"@”6?)%]_ pyri{ m[ di
trrmetrwypm@ryl)ﬁur@nc%ﬁg
5-[2-methyl-5- (trlmethylsllyl)phenoxy]-N-[Z (N-tert-

butyloxycarbonylpiperidinyl-4’-amino)-4,6-dimethoxy-1,3-pyrimidin-S-ylJfuran-2-

carboxamide;
5-[2-methoxy-5-(trimethylsilyl)phenoxy]-N-[2-(3-
methoxycarbonylpropylamino)-4,6-dimethoxy-1,3-pyrimidin-5-yl]furan-2-
carboxamide;
5-[2-bromo-5-(trimethylsilyl)phenoxy]-N-{[2-(2-(propylamino)ethylamino)]-
4 6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-[2-bromo-5-(trimethylsilyl)phenoxy]-N-{2-[(2-aminoethyl)propylamino)]-
4 6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
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5-[4-chloro-2-met hyl -5-(trinmethylsilyl)phenoxy]-N (2,4

, 6-timethoxy-1, 3- pyrimdin- 5-y| }furan-2-car boxam de;
W®G2(404/0eH3kDr o- 2- met hoxy- 6- net hyl - 3- (tri net hyl si PgT/B2@R002606

xy]-N-{2-[3-(4- 20

met hyl pi peraZ| n-1-yl ) propyl 4hi no] 4, 6- di met hoxy- 1, 3- py

rimdin-5-yl}furan-2- carboxam

5- [ 2515%1bﬁ9m035 (tﬂﬂ@élwlalimﬁygy]r% % ShioreAB-dimetioxyl,3-
pé’wwﬁgt%m/f&%g_ _Crgfﬁrge)%masfﬁ;l ;))p()ﬁ?noiy] N-[2-(N-tert 25

gut ysqzygﬁym-)[(lz];)?mhemgmrbpﬂ%dlmethygs)llyk}plﬁemmwr@y!—&
- rrmadin uran ar poxam de;
tr'@l%%omh%w é(‘ﬁr?ﬂ%@ﬁ?%‘?ﬁ? 'yl ) phenoxy] - N-[ 2- ( 3-
th 14008,
nrre5 %Izi?f ur agpé i xagfn'[% tgn%ﬁﬁﬂé:%bﬂ@ﬁﬁhén&ﬂ%'(ﬁ]&b

car
trimétRokyphremyhfurani2veatpixaimige;) phenoxy] - N-{[ 2- (2- (pr opy!

am ng)[ﬁé‘?%b)((}}’% @LQQWPFHY&? yDebenliNs(2: 48 ar boxani de:
trﬁnétﬁoW&Lstﬁfdrhhlz _Ba®dhida; | y!) p henoxy]-N-{2-[(2-a

noet [am i YT 6- di met hox

3- py5+[aam1ethy543(tnn}etbvlaﬂyl)prmowklé{r(ﬂ@edlnmymmmmné-
P%/ GBchemA;/ 002606 41
5-(trinmethylsilyl)phenoxy]-N(2-chl oro-4, 6-

di meslpxyethyB4- (@Vﬁéth%Ilylthmdiny-(Z 4,6-trimethoxyphenyl)furan-2-
) fur an- 2- car boxam d

c@rbpramidaiy| - 4- [ (2, 2- d| met hyl propyl ) di met hyl silyl] pheno

DS BN e

oanLB d‘érb@xamﬁie trinmet hoxyphenyl ) f uran- 2- car boxam de

t ri ﬁé{fﬁd&%}bmbﬂj il Sﬁlgf% le]-(é he{ﬁyi%’r]mno-tq% dlmethoxy-
15&% :ﬂ'ﬁr;lgl ﬂu,@htz_ggpﬂaﬁam,ayl)phenoxy] N- (2, 6- di met hox

uran-2- io carboxani de

5 [25ﬁefmgthyu4((trmetbylsyy&n>hwoywhur{aﬂ?a}(Amemyllplsetaalrmat
VRS oI A ethb Rl 2P R evtyranig parpxemie;

h 0XY 5J2 &y i-2i(Bnfethy|silyl)pharoxy BNCRRHBAARNE de;
dimethylamino)propylaminol-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;
5-[2-methyl-4-(trimethyisilyl)phenoxy]-N-{2-[2-(pyrrolidin-1-yl)ethylamino]-
4 6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-[2-methyl-4-(trimethylsilyl)phenoxy]-N-{2-[3-(1,3-imidaz-1-
yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-[2-chloro-5-(trimethylsilyl)phenoxy]-N-(2,6-dimethoxypheny!)furan-2-
carboxamide;
5-[2-chloro-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxyphenyl)furan-2-
carboxamide;
5-[2-chloro-5-(trimethylsilyl)phenoxy]-N-(2,4,6-trimethoxy-1,3-pyrimidin-5-
yl)furan-2-carboxamide;
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15

5-12-nmet hyl -4-(trinmethylsilyl)phenoxy]-N(2-nethylamn
wW@200500dinet hoxy- PCT/GB2004/002606
1, 3-pyrimdin-5-yl)furan-2-carboxam de;

5-[ 2- met hyl - 4- (tri et hyl si | $2) phenoxy] - N-{2-[ 3- (4- et h
Iplgera2|n 1

yl ) pedgyahderorfo{trimetnydsilyliohergxyl-/é Rynethy@imine-4/6-irethoxy-
1?%%%%’%&&(%? FRERPLIESH ) phenoxy] - N-{2-[3-(N, N

20  5-[2-chloro-5-( tnmethyls|lyl)pheno>éy]-N—{2-[3-(4-meth§Iplperazm -1-
dlrrethlamnﬁ)propy am no] Xy rimdin
yhpropylemipah4 dlmtmyahﬁdynmld|n-5-yl}furan-2 carboxamlde

)SpLé?fgg C]W(kko' ] E @'Iemwwéﬁé"ﬂ'”‘ﬁ‘)[%‘r(’é’ FN_' am no] - 4,

dnﬁaeﬂh oo |@minoli4s-dirnethoxy1f 3Hpgrinidinas- Fﬁm
Zwﬁe h )ipripy(trrnr?]et hyl si | yl )%henoxy] I\ll-{2p 2 pyrrol

cqr K@MUGR:) et hyl ami no] 25 o

£ O SRS e LRI 8 o BAPPRBRR o
4 Bddimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;

yI ) pé&g%;bg}ﬁ)% trlmeﬁwy?mmp engny] I\:I)' {f ﬁ I(pn;/r?lohdln- -yl)}eft#yrlammo]-
4 'é (ﬂlﬁTéﬂ'%)@f q>35p>6drh1dwstpr}lf@abyi-bafb%&ame N-(2, 6-di met hox

phenyl ) furan-2- carboxam

>5/ [ 25-4ichlasos-(timethysilyl)phepoyyie434(1 R-iftgaz4- t r i met

SR b7t SRR SDH P cggppmice:

20ret hvepripouhdiaddondiflgo %n&ﬁrééétﬂlﬁgt?almamﬁmm ifethe Y8m of a
2005/ 005442 PCT/ GB2004/ 002606 42

siggleenaqtigmersrdiastaraomeran tautomefnoxy] - N- ( 2- met hyl ami n
4
23 R Coorging o a0t repRsing p, or therepentiouee

25- 2Aphbmlaeéut(dai compbyition comprising a compound of any of claims 1

toﬁ(;% % % '\lﬁt{'%b'[cﬁ%}?ép%gﬁ 'Eger:q%ﬁ'%ﬁ 5-yl } furan

3 2- C@é@@ﬁﬁb&ﬂ ourd of any of clalms 1 to 20, for the manufacture of a
5-[2-chl oro- 5- Ftrlrrethy ) phenoxy] - N-{ -1 3-(N

medwamqnt&m CRY)QSF Hpsrepy no] , 6-di met hoxy- 1, 3-pyri i d| n

S UM PR gy o oy ovisst

médi@amerit Yor ptretiment or ﬁre@eﬁtnaﬁbh endometrodiy,itefhél myoma,
i n-5-yl}furan-2-carboxam i de;

arsoyarightisesse.-q mamﬁnypﬁtmeﬂl;m Px9staic hypedrapbyr r ol
alhglg&rﬂeé( ! ;%Tr‘éwéﬁ%ag]pﬂ%r% %remegstrlu?]l syndrome, a excsteroid:
deépedndienh paﬁmpﬁyérbtogy&trft;érﬁgm prostatioyydrplasia-drie @iredt i m
sple?r%atogenesns

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



yl) propyl am no] - 4, 6- di net hoxy-1, 3-pyrim di n-5-yl }furan
-2-carboxam de; 20. A conpound according to any
w@e@smei4smy claim which is in the formof a 1BCEGBI0@/002606
enanti onmer or diastereoner or tautomer. 21. A conpound
according to any preceding dBaim for therapeutic use.
22. A pharnmaceutical conposition conprising a conpound
malfuaotioref clains 1 to 20 and a pharmaceutically
ccept abl e di |l uent or rrier. 23.. Use of a compoupd .
28 ° SFlsSaccarainowcia 58, eroihe Reatmat L Y TGN B mygtinle
| G ; i Use of a conpound
S@?%aﬁqg?&m%gélﬂs%ﬁﬁgog ) %agpiatb%‘(ﬂeesﬁanuf acture of a
medi canment for the treatnment or prevention of
endonetriosis, uterine nyoma, an ovarian disease, a
mammary cystic di sease, prostatic hypertrophy,
amenorrhea, precocious puberty, premenstrual syndrone,
a sex-steroid 25 dependent pat hophysi ol ogy or benign
prostatic hyperplasia, or to arrest spernatogenesis.
25. Use according to claim?24, for the treatnent or
prevention of endonmetriosis with pain, polycystic
ovari an di sease or secondary anenorrhea. 25. Use of a
conmpound of any of clains 1 to 20, for the manufacture
of a 30 nedicanent for the treatnent or prevention of
Al zhei ner's di sease. 26. Use of a compound of any of
clainms 1 to 20, for the manufacture of a nedi canent
for the treatnment or prevention of HV infection or
Al DS. 27. Use of a conpound of any of clains 1 to 20,
for the manufacture of a nedicanment for the treatnent
or prevention of a disease caused by thym c WO
2005/ 005442 PCT/ GB2004/ 002606 43 mal function. 28.
Use according to claim?27, for the treatnent or
prevention of nultiple sclerosis, rheumatoid
arthritis or type 1 di abetes.



