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WD 2005/ 005443 PCT/ GB2004/ 002622 ORGANGCSI LI CON
COMPOUNDS AND THEIR USE Field of the Invention This
WO pyvsobi4an rel ates to conpounds and their use POT/GB2004/002622
therapy. Background to the Inventi on 5
Gonadot r opi n- Rel easi ngFHor none (GnRH) plays a key role

in the biol ogyReBFOTEHFIHGTEXTBHPS GFRHHERaVE0 known as

| ut ei ni zi ng hornone-rel easi ng hornone (LH RH). The
GnRH decapepti de

FieRyoiothel IovdhtionTr p- Ser - Tyr-d y-Leu-Art-Pro-G@ y- NH2 or
p- EFMBYG_RPG N I—|2Zﬂ is fornmed in neurons of the mnedial
bas alhis 1@V9ﬂ}‘;§’6trﬁ tesinscomnpayRds awé gﬂe"b\d%% iy $erary. a

B& o LRSS The peptide is released in a
—pgéﬁggé#E*nanner—#ﬁ?o the pituitary portal circulation
syst @Unawm?m;mn m&tllr}gmmhe (GnRH)plays akéy noleyn the biology
ecept or.s nsnmenbr ane otein co
OHF w{%ﬁ'g')‘ @R*ﬁ@ al$h own aﬁitﬁa\m@?sjhaﬁ%ﬁ@ -Tejgaging hefmone
Bkgase of the brain. Here, GRH triggers the
re

ease of |uteinizing hornone (LH) and
f ol | Thed &rdRhl mebapéptgiel@ytmﬁmmhsW@@er—h@t(ﬁlydf.eumnd?m Gly-

NEe o paraers PELRFRENFE 07 Feas o ebraii. offfe medial basal

hﬁﬁtlﬁéﬁh@s ffdin tahﬁrg‘e‘?%?@ci:r@@rdw@\éﬁ&yrﬁétlc bRsIRRE gy eThs dpept(de is

I'st FSH stinulates follicle growh in wonen an

reéqaaa% inerprisatde mannerino the piutaymsstal gircwlation systan, where

G Pt 38 G ST T RE BERE Al 8Bprf Gl cin coued

re%bpfo@ Jdﬂgﬁé%ﬁté'lo?lmuftéfy @anaodaéd bunes bass obthe brain. Here,
ction related to growth and sexual devel opnent

mgg@rs the release AE MiteigizipgrRovaene LI} ard) fpllicle-stimulating
h%%%o&%?@.@#‘ﬁh hotorE o dond e B R, BBnabbfbaine). LH

stiematds the tpyodiuctionRi te stdsieesnaeiahd Iestriaelobmlsthb tegtes and ovaries
puber t a bri rise du

. Th ' h
reRPPG{al: M SRS HRSTRARISS Tl P oWl I9aBepaRE PR faFation
in (ﬁce'A gﬁ\@'gr‘wts@or?éct&oﬂﬁ&%hlh?t Hid ?h?sratﬁé“?éleéé@tanﬁf cdridentration

y begi'ns, sens I ncr eases,
lenald qﬁ(ﬂrﬁﬂ areecrifldadfer thee mmtemmgaef gdredel stenoigagemesys and for

GBI & kepoEDehST RSV e U] dayeTopment
[ €SPPAEHYARSY Foddnist 1o riFH 95R84 SFedtl ok gbuBie FBIRH and

Pul sat i release results rn pulsatile LH
thegpenasiofepinsatingt eppsar #sthes featun @t aboubian a@eks Qi(gestatlon

S%@%@@ﬁﬁpgrﬂ%ﬁ?%fu%ﬁﬂﬁt&eﬁ&?&et g?&?tg%@? f’mérjé‘?s however, a brief

nsfé)@mnrrg?mrf&ssmteé gioeikiss aftemSHhaPeioh tcgbeberﬁﬁahemﬁespbnse
roni ¢ adnmi ni strati on _of G1RH agoni sts and

th‘ﬁﬂBbUﬁlgf%tenfé@%ﬂ thatiah LHy e Onsgsutpestyrkaging i sepsiteiigite GnRH
inBfeaRal NakdihAlkdtieIt <SRRI AAMURES L3& 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 GNnRH agonists and antagonists results in
decreased circulating levels of both LH and FSH. GnhRH agonists are
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WD 2005/ 005443 PCT/ GB2004/ 002622 2 conpounds t hat

m m ¢ endogenous GhRH to stinulate receptors on the
w@Rdosiooamy gl and, resulting in rel ease of LH pom/GB34/002622

After a transient rise in gonadal hornone production

("flare" response), the chroBic adm nistration of GhRH

agoni sts results in down-regul ation of the GhRH

camppirdssthalinimickwiogeegus &Mt@stmdla@bzmtdrs :oattlne pltuitary

resltsmare uctio th at| e

SR s, fieese,oF LhCabg EstiormAldlca r%mﬂﬁﬁ se’in §ohadal
Wpr&h %ne RSfd Slae snsegﬂﬁké cfh@@ﬁi Patiaﬁeaf GnRH
t he pre erre at nent ex-ster OI depe nt

azarists ngsiltd logioa\en re@uikiti cagd s Ge Rirhrneceptars. ﬂ‘bsaﬁqmm-regwation

r e%&%%ris‘?fz?a Rz st nR UG ns BrhgRng RYBR g and Fsh
sﬁhteaﬁfd thb owrﬁlgtohuaﬁa&ersémg hhdrmoRiaf Fieé oXistitfefted, GnRH
ounds have al so been used in the treatnent

agom$t6a§1avan desrarthan peefroeds traatmest efor peursieroheependent

SRR BB Brrga TRoREHRR GarRiisBbil s tptpsterons

slodeetio® nthehsbyprddiiciry prodtdte wdltmeuh béregesestate hyperplasia
flare associ ated Wlthgwaonl sts. Use of GhRH

(ERRyand stawing tumeupgENiPdpdrPsiate GRNeefe PuenEABREUBES have
%l%@rb'e%ﬂfuémﬂ%? ?r%%trﬂé%fﬁr@a%ﬁoe vari r%%}%erg.ses of

agoni sts 1 nc endonmetrrosis (I nc
endoniet rdoepit yeavd, {GnREI ataganists havenpecameowadilae fordclinical

UL, S e RS et ok B BT
\f?ﬁﬁ&ﬂqﬁ%%bs@ ér@%oc@{éﬁ \Wlftﬁ%g;%h%t@ @%E'ﬂf@nRﬁ'&%@gomsts

conpounds be use he synptomatic
inzs$ beén oépcpnmhimsune tralatrsgmtdwfmverienm)easAandgmmtstescamprs

ggﬁgdg&%&ss%l&f an %ﬂrog%ﬁ%m r‘gf‘lS gﬁzqrtgtgffs)rﬂmc uding endometriosis
WRETHERM 0 4REGS nyiotndl: oRFidiRERd Qﬁ@mwzr&ysv@sduseéy& (ﬁrﬁd‘ludlng

treat nent of mal'e sex offenders ant agoni sts and
pojpey ticovesias disrasesHuaptatic hypedraphy, pmgnofrhea (e.g. secondary

BTSRRI ETRA Pl B e o
@@Wnﬁ;ﬁ@ﬁ@@rréheﬂbf@ﬂéménstrumlstyndtamg (RKIS)S Antabcristemady also

t unour cel | pes offers the opportunity to deveIoP
e ygeful t%[eg;&qzteljb@ §epEdieptd ,g@nat:lgtr@plggﬂn Awle mammals to arrest

%ven gg-ﬁgag%la%meeeﬁegﬁg r t?@élﬁﬁé;]n? of male sex

rogen depri h~has been
eﬁér@dﬁrsv@nRH antageniatsi and a@mmgbs Have bden shesn rlm:navefutlllty in
net astati c carci noma BI% rost at The

'ggqaatmpr}tgq\mhqar@s 5 FRMESY spgp %amp'? dlp%VRIHJIt% gonagal axis is

nance, and function. Prostate cancer and benign
prostate hyperplasia, however, are comon in men
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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and develop in an environnent of continuous exposure
to androgen. Uilizing a WO 2005/ 005443

wEOnsaBER904/ 002622 3 GhRH ant agoni st t o i nt er POPGBRGVE/002622

pi tuitary-gonadal axis reduces androgen production

and results in tunmour growt h3nodul ation. GiRH

ant agoni sts may have a direct effect on tunour growth
GyRb @rtagonistr &x epteoupt dne tpituitenyrgonadall &xis Eouces carwlrogen

d bath 5 h d
ogdaten SRRZerd ndirBgbar2nh TpduRie ofTective | n
sl oW GaRH gRtagols&YhBy Brvé %m&@@ﬁé&t%ﬁ&unﬁwgﬁo\mﬁw blocking

r ecept ors are pr esent” on many pr ostate and r east
re@eptnrs eslthe tumpuheslls: darrintse barserpypepied responddatrito sex

AR BhE_BetioRbE ir S tiabon's, Shadif e Bipgive in siowing
Rxau! éwthwﬁ@imebﬂﬁ@ﬁus@@R@nﬁ@eﬁRwr%c@p@r@éﬁ@@rétseﬁrbramany
10 nunber of cancer cell I|ines. Eal‘tl cul ar,

piostatatand sreast HansAd CEH%aléthaéaﬁﬁ?@éﬂ y hessepraposes dhat SnRH

%@gg@ﬂf&%&@&@d b% Sﬁé‘\%n’ret 'httﬁétat'gb'_nfgnaﬂ el V@-dﬁé%ggent tumours.

Recent, litkretuie’ 2xadpkad ndicatetthal GnRIHtrecéptddacare. present on a
1998, 12(3 g 498 Kottler et al Int., J. Cancer
Aygber (7f1‘@fgcer§§ ligey. Inpanticaler.resiate, aﬁﬁ@é‘rﬁ@ greﬁgt,@ancers
u B
oL TBr by ek 8 ARa ool A3 Yismans o ooc
horgwirtbs ehal,eProstate p893n32(3k)u164—ﬂﬁ2 Sdelodic etief etnt. J. Oncol.

R, o f B, Reuert B ey A it )y 56568
enzy nkgaifiMle ik a?%drﬁstg'lfév@ MSHIbeééH Pebth@e analogues of

or gani sm bei ng treat ed. thus have a limted
@ﬁ%t(seenwseaempmgwowom)/ 203gdid srtagenists of peptide

B A 69455 . ke o R BBIL B scnen

@ﬁ@c@éb witi®rprélidfEhbsealisy peplass-=re! dé@édé@l‘@o@h%ologlcal
whi ch have beneficial biol ogical properties

iR and pitgnwesrlyistribpgl ﬁ@nttheforgwembeneaﬁe@@w They
@Lgrﬁ‘é\,gg \”ﬁﬁgpgﬂg&ﬁ,ewés?lalts ng and nonitoring how the

ol'o properties o conmpounds have
chan gWDOG;Qt)ﬁS!&s disclufset mos-pepidesaralogugs oVGARMH. | n

Tack il ¢ch, 191- 197

(?382 ila é@se@?rotfg&deavour@ﬁgmm@@z@léwebsrmt@pproach
f

@E nég%ﬁ% dﬁ%efBF 'oft%}r]% il ﬁfc?‘f F wr?IEﬁ)HéVée BEhé’F’bléleleloglcal

properties. The approach mvolves the replacement of specmc 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).
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E~- ,GE( (r Rngl1 FRng2J-KL CRa (l) BACD
E~- FCeGRnNng1RNg 2 J--K-L Ra ((Il) 5 wherein A

wanas@xase the sane or different and are each BCbHbaB)04/002622

-(CH2)n-, -C(Rb)2-, -Si(R2-, -0-, -S(Om, -N&
“N(Rb)-, -N(Re)C(=X)- or -C(4X)-; Bis -(CH)n-, -0-,
-C(Rp)2-, -Si(R)2-, -C(R0)=C(Rb)-, -C(Rb)=,

S fiiad Mventi6aRg) 2( CH2) n- or - CH(Rb) CH(Rb)-; 10

xq? rhe.i{xg]r%l{;g%n%fcb& @%lﬁ%ﬁg{lg a? o Onu?rH gfdgfjnqgsltgi((gcgﬁgrmula (1):
-C(=X)N(Re) -, -C(Rpo)2-,-C(Rp)=C(Rb)-, -CH(Ro)CH(RD)-;

-NRC(=X)"Re -A(=X)N(R -, -S(Om, -N(RS(Om,
-S(OM(R)- or -N(Re)-, Kis optionally present and is ()
al kyl ene optionally substituted with Ro; or K 20 is
cycBod#l kyl ene, cycl oal kenyl ene, aryl ene,

heger ogycl

qsl kyl ene, heterocycl oal kyl ene or
het &6 n&~any O w' opTTona substituted
Wi th , Len, hal o ;KL
cycl oa , cycloarkenyl, aryl, ererocycl oal kyl ,
y

het er ocyclrgal kenyl or heteroaryl, any of which is
optionally WO 2005/ 005443 PCT/ GB2004/ 002622 5 (I
wherein

A and C are the same or different and are each a bond, -(CH2)n-, -C(Rb)z-,
-Si(R%z-, -O-, -S(O)m~, -N=, -N(R®)-, -N(R®)C(=X)- or -C(=X)-;

B is -(CHyn, -O-, -C(R"2-, -Si(R%-, -C(R"=C(R"-, -C(RY=,
~(CH2C(R®)2-, -C(R®)2(CHz)n- or -CH(R®)CH(R®)-;

wherein any of A, B and C is optionally substituted with -Si(R°)s;

D is «(CHa)ir, -C(=X)-, -0-, -S(Q)nr-, -C(=X)N(R®)-, -C(R®)z-,-C(R®)=C(R")-,
-CH(R®)CH(RP)-;

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

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

G is -(CHa)r, -N(RY-, (CH2)aN(R- 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"),, cycloalkyl, cycloalkenyl, aryl,
heterocycloalkyl, heterocycloalkenyl or heteroaryl, any of which is optionally
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substituted with Ra, -C(=X)ORd, -OH, -OR
-C(=X)N(Rb) (R), -S(OM(Rb)(R) or -CN each Ra is the

wa 208/0a344%li f f erent and i s hydrogen, hal ogen, aP&yiGB2004/002622

aryl, hydroxy, al koxy, -alkoxy-(CH2)nC(0)2Rb,
-0-aryl, -C(=X)Rc, -N02, -CNS 5 -N(R C(=X) R,
-C(—X)N(R)Z - 0)2N 2 or -N(Re)2; each Ro is the
substitotecwith B ef(=X ,somydo 6 (8K)M(RY(RC) e H{P)RY(RR®) or
tgﬁ same or different and is al kyl, cycl oal kyl,

kyl -aryl, -alkyl- cycloal kyl or aryl optionally
subst letadh@f’ W the Reme Qﬁcdiﬁafént anting MaRGgeN, 1@16@@{ edlky!, aryl,

and i s hydrogen, alkyl or ar op tionally

SvdraXyt uﬁw@xw twlma(y (&!r!zanq:é zl% th@ %ra(he GK—H)Rferléﬂu -CN,

ﬁ:ér)ég ﬂ{com({lﬁgr (592 KE(Q%N(EG)SS? )?y substi t ut ed

vvu th Bach efé’qb RS sametdrednﬁmt and 8 m@rbgéh oaratkyl s
hydrogen or, al kyl; or -N-Wtaken together

het er 68¢0Fo4$ ﬂgﬁ SarRg 8 ﬂ&ﬁv@mw%@kyl,&ymﬂsﬂo@."sw-arﬂ,s-alkyl-
BlciGaffy beusRobRIRIN SR BAGhATECYCl y! ¢ each X I's
e Sa ere

t and I's oxygeh or sul phur; Rings
1 and ezclarFé’ ishiee same @ diffefeht aedtis Apdrogen, elkyhorany eptionally

.ene, either of which is optionally
§HB§ti P{elﬁ{‘@@hﬁth Ra; each mis the sane or different
and i gafn RE |§"th@sa|%6§br d?@er‘éﬂ?gnﬁ id ﬁ%érgﬁeﬁ%?f%ll%ﬂ or Re is aryl or

different and is O, 2, € provisos t
hetdreani, aiter of wAJchsmpﬂommOambstMedwlm Rf;con atom

Conmpr paen & 1§ Pls3Bina i aRRR aPGis b drogar AL G -NK taken
Rytdhersfofin-Héto@gclerlkgl, Ne@rblc;wla&ﬂsﬁyl cs?rhe@eroa

phar maceutl cally acceptabl e salt thereof (}Lm'pounds
of th& TGnF{?rtﬁk@th@}th%rcfprra@e@mmdmt agoni sts and, as a

e g I SRS 4 lgd of 8l e

ut er i Réngy/ dmandap mathei@amesmscﬁffemnwa?ﬁf&rare €3H izgylene or
di sease, prostatic hyPlertr anmenorr hea, lgg.ecoci ous

DaisEoary ey cahgn et wOih 1 pRapely, Supetiuied wih
sex- SLeER| lsdtﬁ@eﬁ%ﬂjﬁé‘ ﬁepﬁ@% ,gl(p Yor PPN 30

prostatic hyperplasia, imer’s | sedse, HV
i nf eceadnn igtRSsameardiifer@sband &18et, zq)ortihyr oi d
mal f unc hlon or, toa

rcor Bthuhe bralisss ioa! SR asione ofh & Shs B ciaprises 4 filicon atom;
A afe RN EILOAT; driddhb %ﬁ‘ibbh% dols rfdi‘@ompnse a S| Sl bond,

manuf acture of a medicanent for cancer therapy

ai-Nygingeosad s13s0ronNdEBRicd booder 2 N- O N Ilnkage

or a pharmaceutically acceptable salt thereof.

Compounds of the invention may act as GnRH antagonists and, as a
result, may have therapeutic 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, another 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@sed4sx hypertrophy, amenorrhea, precoci ousP@LIGBRI0Y/002622

prenmenstrual syndrome, a sex-steroid-dependent

pat hophysi ol ogy, benign prdstatic hyperplasia,

Al zhei ner's disease, H V infection, ADS or a disease

tfeatmestdr ﬂx;evehﬁmmoﬁemdnmelriomsouterioe myonaa, ransovarian disease a

ventlon

ermato ene t}{ﬁ&{& t he i bert
TR P S et SV Bt SMRGOHTE BB BrPUerty
ptréﬁﬁehemar 'sgﬂdﬂme aapgékm@i&déﬁédden@cwﬁbamﬁolo% benign

luent or Carrier. Description of the lnventlon _
pﬁestaac myqudeauad Alzheimed seo irVoinfeaiiost iAREnersasgiscase

f | h
ey oy Birad A FiBRLe ""é?%%;s Sertiofamsr y
substAddihed Sdpeat dit therinbsmtitihad &hpharmaddadticaPic®mposition

having fromone to six carbon atons. The term
domiristeg @ compexadsfdhe evertion antya phgm@geutlcally acceptable

(jiilfsigg{g%%rigﬁuty!, tert-butyl, pentyl, 15 hexyl and the

bstituents nay be the sane or different in
R t.@ﬁ@tﬂm@nﬁ@na@@l sel ected from hal ogen and the
[Tke. "Cl-6 alkyl™ has the sang nean Al kyl ene
refercé,erﬁ@na:ognnﬁurms anfl gambatignsuy. s uh%tqeé\tﬁﬁf%p@wed in
pac}%aﬁgtd éhﬁc? s to an optionally substituted

rai gh ranc chaln al koxy group containing one
to s I'Bhe:t@rrhdall@t‘ mseﬂihmreiﬁ@etees o amoptiokeslly substituted straight

hoxy, Ny '
F S ARG RN S e e PaRrians SR arsoratoms. °Fie term
0 .
e T
Hegy! éndahkdig: Aas substibiants meay begtheThameepmdifferent in each
"hal o ere refers

oFfmBBr e SeCIE Noas HRIEED 31 e (S R ks RE same

rédshh! UAmgle’Heorrr@ﬁewwaegnna& giversnt @Peu.i SI ng Six to
ten ring a and optionally substituted pol ycyclic

ri ng Hystems "alkexyigas wsest hatie refarbite an rpiogelly swbstituted

SZB?Z?I%P&E%EE}W%@H}? F}ﬁ rouFH éelﬁg‘l odr%‘:tblé%?%arbgﬁ'étoms The

temh irdhadey, forudeimple! métmnxtyh etHWyspmxyulenpmdwyn@thhy; tert-

sanme or different in eac ,30 currence nd se
butew, Reniew . thexoxy jead thgy eeniﬁer%!béF {w%a? same or

e S s%&%%@zmth@ﬁ%ﬁg“ﬁ%mﬁé
allkrbwéhaethemamrlnseanmlgorrs The term i ncludes, for
exanpllhee, term "halogen" as used herein refers to F, Cl, Bror |.

The term "ary!l" 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 "cycloalky!l" 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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WO 2005/ 005443 PCT/ GB2004/ 002622 7 cycl opropyl,
cycl obutyl, cyclopentyl, cyclohexyl and the |ike. The

w@e@aposrmy be optionally substituted by any PCT/GB2004/002622

substituent described herein. "Cycloal kyl ene"” refers

to a similar, divalent group/ The term "cycl oal kenyl "

as used herein refers to an alicyclic noiety having 5
cbycimmpybe:yclobsiyk aniopentyatcymrmxgll ey theglien Tagdiroupmay be

t ebo The term i ncl ude fo "
tiority s B LSS G TUbsaTy ReRSiRd Brrat revepRlyienseters
@f@@ﬁmlﬁﬂ’dﬂ@léﬁbk&ﬂﬁ' I y substituted by any substituent
descri bed herein. Cﬁcloalkenylene refers to a

si m | &he teimv'yslealkgnyliigs uskd heseimretess toraglisyshic ipiety having

rtfEe B0F R st Abme T ABby T idnd zt BEGFEREHRUbRpona

Phe 1&n¢ indgdey, et eamplel eyélﬁlderﬁtéﬂm bpaoaéml Hnthe$ke The
Pand Si. The terminclu des, for exanple, azetidiny

FAUPoMay B optl@ﬁalb{hwbsiftut.egnpy any WB?WF %ﬁﬁs@rlbﬁ@ herein.
'S(E%@?al-krg@ﬁ«teﬁéqlé?erg% gbﬁmﬂgf' é‘Jﬁe‘% @St'tm ed by any

descri be erein. cycl oal kyl ene"

r ef er $héoterms l"heﬂeacmyctbanqll erds grsedp hefldin Trefettseton a saturated
"heteroaryl"” as used_herein refers to aromatic rdog

BgiereniSBmoieEWng rem hTeRO §6VenLeab0p ROmE GIRCLpITe or more
I;i\égﬂe%‘atb&sss‘él Eﬁqlrofrﬁﬁféﬁrio EI@”@ 8 PR Sf e‘ﬁ% dé?rﬂ lﬁeﬁﬂes for

r exanpl e urany , hehyl ;" pyridyl,
exampley Bzetdinylhpyrrolidimyl, tﬁhehgdmﬁlmfamay phmrmﬁmyl andltlhghke The

Gy a5 Splienald SlbvivEn: byrany < BsThER! lstiioed herein.

"ﬁ@tbﬁsc%walwlenea%ef@@fb Beifildr, BRfzRdrt dréug saturated or
unsat urat ed heterocyc ic ring noiety having from

t hr eeThe teray dreternayn astuses! herginoralersrto aromatic ring systems of

R L GRSt B S8R BLwRisidp o Py Bom by 6FE'S. The

t@?ﬂhﬂh@lhuesl foraflainbre, fiikgey!, THﬂ@ﬁlQérﬁyIPpWﬂiyl biedolpl lqwrrwwl iafd the
a fused ring system conpris

|§i?e mohe (arage, may s I%tg?cnedjhesagstltu%d with Rgnand the like.
‘MBt&Fbé}glgﬂg" Feﬁgrsato*be&ﬁ{l%?td?{)‘a'le ----- Preferred

Nt groun,
conpoun f nventi on 5-(1,1, 4, 4,
7 p e nTaamrhy'lheleréeyblyll' baused@héreln teibrsalmecbatmtmi dralnsaturated

- (2, 6-dj net haxyphen ur an ar boxam
A A A M Ahcﬁyes?q S B Carban o Par i gne or
lﬁ_@f’é"tf%?ér%ﬁt(ﬁﬂy lsgtetledBom N, O, S, P and Si. Thg term includes, for

6-tri met hoxyphenyl )furan 2- car boxam de;
5X5(mlP|39 @J%fﬁmnpﬂmuml morphilisyl and tae dika. The group may be

RyErRede AR5 RV, ?F?%qup@omrmga%%PB%Qags ot

Preferred compounds of the invention include:
5-(1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-(2,6-dimethoxyphenyl)furan-2-carboxamide;
5-(1,1,4,4,7-pentamethyl-1,4-disila~1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-(2,4,6-trimethoxyphenyl)furan-2-carboxamide;
5-(1,1,4,4,7-pentamethyl-1,4-disila~1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-(2,4,6-trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
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WO 2005/ 005443 PCT/ GB2004/ 002622 8 5-( 1,1, 4,4,
7-pentanethyl -1, 4-disil a-1, 2, 3, 4-t etrahydronapht hal en-

W@ 2005003433 PCT/GB2004/002622

N—(2-mst hyl am no- 4, 6- di et ho%y-l, 3-pyrimdin-5-yl)fura
- 2- car boxam de;

5 (1,1,4,4,7-pentanethyl -1,4-disila-1, 2, 3,4-tetrahydro

nap ht Ballehdat fpertamethyb {Aed|§Ha—ﬁé’t319+t¢trqirwwaph1halen6—yloxy)-

4) h'\r% %ﬂrﬂor %@xgﬁq 3@3&?%%{{1@%{? LIS Rarsdxamide:

7 pen et hyﬂ 7-behtamhsthlyRd llr@s% 4z$nn§m6mmtﬂﬁé@eyloxy)
I ox 2-[3- (N, di met

wm wpﬁoqzm@amrqunﬁwm e-dipethexi 3 Syyinyidin-5-

&F}\F{'i %Bg%pen amethyl 1,4-disila-1,2,3,4

tetr aBy(dr’Qn@IpTLbbﬁtainetﬁ btﬂ exglisila-12,3, 4-tetrahydronapEthalen—'B—yloxy)
[

hoI|n4 pr | am nQ] - 4, 6-di I
l\b{?rfél‘rﬁ\&;\hng' hylawm%@py@a? RIS TRIRY
fdrél met hyl - 1-sila-1, 2, 3, 4-t et rahydr onapht hal en
-7- F -N* (2, 6- di net hoxyphenyl ) f uran- 2- car boxani de;
5-(1, 5,—(6 ;1 4J4néfpby|tamethyl -1,4-disila-1,2,3 4 tetrahydronaphthalen-6—yloxy)

Eetelat e %ﬂ%&ﬂrﬁ%% et Syrimitiee 8y ffuran-2-

éar(bbxénﬁdé“ net hyl -1-sila-1, 2, 3, 4- tet r ahydr onapht hal en
yl oxy) - 2,4, 6-
t r i rreﬁf(dx1y6 Ir(lmeﬁwlﬂmlla 1253 sHigtranydronaphkihbleoafythxy)-N-(2,6-

1.6-tr ila-1,2, 3, 4-tetrahydronaphthal en
é‘ﬂg%}m&%h rﬁétzh(]‘?%z%ﬁ%d% 6- di met hoxy-1, 3-pyri
i di n554¥, 6fwmamy?-4Cs?lrabo&,asmdétraﬂwronaphthalen-?-yloxy) -N-(2,4,6-
5-(1,1,6-trinethy

trb’ﬂ@tholy@@yll)ﬂﬂr@ﬂr%ﬁ?mﬁﬁb@\@ hal en- 7-yl oxy) - N-{2-[ 3- (4
- et Blgll Py é’?ﬁﬁé}ﬂ‘y}l%s_n& 1203 )}etrih)?ronap%hglerq IAPYHIR46-

yl) propyl'am no

ﬁfrﬁethOﬁy-h@(-@mlldﬁln 5—yl)furan—2 carboxamlde
-trinmethy ila c}etrah dr onapht hal en
7 y| ;@)L@ptrgr?e rg/J 1—3|Ia 1 2 3 4-tetrahy ronaphthalen-7-yloxy)-N-(2-

A L i
5- (1, (6 ,-1t,64trmnetnyll-1 Isiki-1,2;3 4 2eBakydrenapihipdicorvapbxy)alV-¢R-[3-(4-
- 7-y1 -N-{2-[ 3- . . o

R A Y PR AR -oimethaperet Ay -Gy e 2
tarbexdmideir an- 2- car boxam de; 5-(1 ,1,
7-trinmethyl-1-sila-1,2

3, 4- t Bt({ Ang-drmatyh Feilleeh 263, 4 tekghydmonapiihaen-7-yloxy)-N-{2-[3-

BRI b $E B O3B SR et a2
cérbpkamide; N- ( 2, 4, 6-
trimet hoxyé)henyl ) furan- 2- car boxam de

5-(1,1,6-trimethyl-1-sila- 1 2,3,4- tetrahydronaphthalen-?-yloxy) -N-{2-[3-
(morpholin-4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;

5-(1,1,7-trimethyl-1-sila-1,2, 3,4-tetrahydronaphthalen-6-yloxy)-N-(2,6-
dimethoxyphenyl)furan-2-carboxamide;

5-(1,1,7-trimethyl-1-sila-1,2,3,4- tetrahydronaphthalen—G-yloxy) N-(2,4,6-

trimethoxyphenyl)furan-2-carboxamide;
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5-(1,1,7-trinmethyl -1

WO sios@aesus P, 3, 4-t et rahydr onapht hal en- 6-yl oxy) - NeCRGB2@+4/002622

trinmethoxy-1, 3- pyrlmdln 5- yI)furan 2- car boxam de;
5-(1,1, 7- trlrrethyl
-sila-1 34tetrah dr ona hthalen yl oxy

et hy|5a61| hd- -mlrr@thylrﬁeslvraym 4s*eb9hydnoaaﬁhtha;¢r)-6m4@ry) N-2,4,6-

%m%myd?g Qﬁ%ﬁg l?f%ﬁ‘&%@'?%@%’é?ﬁ%’ V1 oxy)-N-{2-[3- (4

mst hyl$(1p$ riatzlmetﬁylyl -5id-0/2y8 artetiahydrofaghtiel dre8yyidxyG-Npy2-
d|n ran- 2- car boxam de
an’ylnpﬁ %(grn9qhoggy-1 3- pyrlmldln 5-y|)furan-2-carboxam|de

I t
TR o
meihplpﬁagrbtmm-&hpmpymma}b6Xdlma‘ﬂl$oxy-1 3-pyrimidin-5-yl}furan-2-

F 7-trimethyl-1-sila-1, 2, 3, 4-tetrahydronapht hal en
cgt Rﬂ’@k@)?ew{z [ 3-
( or p'50§1' 74 ISRYIORYI RTINS h-t81rBn fr8REPRNAEh-8-yisky) N-E2-[3-

f uran- 2- ‘car boxahi de;

5N(/\1 dlrnethﬂylaﬂfnmomawemﬂ_W] 4 S infietticg-1, 3)BirdidireSyafiyen-2-
on hthalﬁg 6-yl oxy)- 15
t hoxyphenyl ) f ur an- 2- car boxam de;

5 (1 5,@ 1474tnﬁ're‘ﬁt§r[‘91fllﬂ§ﬂehy|23 4-tetrah¥1dronaphthalen—6—yloxy) N-{2-[3-
disila-1,2,3 tetraﬁydronapht al en

mpmmlwﬂwi)mmlpﬁbﬁ -gimetaexys] @apwmwzﬂ@eyl furan-2-
4,7-h t hyl
éi bé’é"ﬁdé’l 2,3, zxﬁg‘tsrazydronapht hal en- 6- yl oxy)
I\F(Z ér(a TQIMVHWKEmbﬂ'%rI-nW digilalh 12, 3 Abirdnyforonabhied 983/ loxy)-
Q\L(216@@ew%yphﬁ@QEWCaqbwlgeq a-1,2,3,4-tetrahydr
h I
K{‘?g %h(tth} ﬁfxor@%@eéuyl -1 tﬁhdmlla 1 233 4-tetrahyéironasohtha3l?n—6 yloxy)-
f\/—@,é@nﬂnmmmhe&y()ﬂiranQ Gébrboiarh&mlrret hyl -
, 4-di 4-t t d
N { 2 ?3@ Ch2iet 291%?%@ R %S@ﬁ @ 69?%%%?0¥@%¢m@ryloxy)-
| &
WOQQ/A, &t?unﬁéfhbg} ﬂg%@emaﬁm meur\fc?% 2@5&%@ e tet - ahydr
onap hEHAL B 44, 7+h§ex9methyl i er{:llsue(-m,Z Mdem'ahmmaphthalenﬁ—yloxy)—
Wn%‘ﬂgng%ll am élmétﬁogy'- B}S)I')I( d1 g % )ﬁ%urarrq Icrz:lxrbo anklde
5 ( 1h §5@| o4 7fre&a?ﬁtﬂwh Aldidiidl 31 3 atdtrahRirdndpttiady 8lyloxy)-
al en- oX
{(£L3[ -G mﬁxﬁw@eraﬂmwwm?mﬁ]]fﬂo@ -dimsthaxyet, Bayyimidig-5-
gmpgé eﬂng{rlny uran-2- 30 car boxam de;

a,4,7- pentarrethyl 1,4-disila-1,2,3,4-
t et r aBy(dr‘QﬂﬁdpJRVﬂr@xemeﬁw-H okl (23,4 té&émﬁdi‘memiﬂﬁle’rh-ﬁfyloxy)-

-{2 [3 (N Nd|methylammo)propylamlno]—4 6-dimethoxy-1,3- pynmldm-5—yl}furan-
2-carboxamide;
5-(1,1,2,4,4,7-hexamethyl-1,4-disila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-{2-[3-(morpholin-4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-(5-methoxy-1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-
tetrahydronaphthalen-6-yloxy)-N-(2,6-dimethoxyphenyl)furan-2-carboxamide;
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5-(5-nethoxy-1,1,4,4,7-pentanethyl -1,4-disila-1, 2, 3, 4-

W0 edosabsads onapht hal en- 6- yl oxy) - N-(2 4, 6-tri met ICT/GB2004/002622

oxyphenyl ) furan- 2- car boxam de; 5-(5- met hoxy- 1,
1,4, 4, 7- pent anet hyl - 1, 4 dusulIQ 1,2, 3 4
tet rahydr onapht hal en- 6-yl oxy N-(2 6-trinmet hoxy-1,

3- pyr PriSametioxyt), f dhdi- mant@n@m;dﬁmsda—I 2,3 ,4-

rta ek ol BRE PR PR e Fetbdfamice:

met h0>5y(51mea~rd@oyr1,1,m4m ghtamettyl Niditrila- 2 8rpoxam de;
5- (5- net hoxy Elentarrethl 1,4-disila-1,2, 3,4

i@iramdr@rﬂ@mtbalgﬁfﬁrwgmh e(2¢I 6;&95net~quy 1.8 m&umﬁn@wbﬁram%
I I

?SF%aﬁoneyl) grg)%/l %mdln(r)]] 5- yI }f ur an- 2- car boxam de;

5- (5- SB(IShmmmoky—I 1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-

!4!4!7- |-1!4-d. | - !2-!3!4- » . g
bR R ATE A ik o imetpned cymiiian S
@rpb 6-
8 m%ﬁ%%:/ %&J&Oﬁ m di n-5-yl } furan- 2-car boxam de; 15
5- ( 5- beShorihakyd, 4,44, 7-peetdraetitying| 4-tisflai, 28,4 1, 2, 3, 4-
LGSR X/'-{%’%)(h-“rﬁqfa%’yIpefbérg%WQIBF'DerﬁéXI'irIoH,G-
EHrﬂBleSZ ﬂ-ap?/nﬁh(dlhfﬂ ?IIﬁhra':n-Elc}érHé%m%eC ar boxami de;

(8me rimet

i L aBaBmBloet, Idwafpﬁm@haﬁml-érﬂ-dtsyadx%M-

%té%y%@%%ﬂ%é#ﬁ@ghﬂ&g?ﬁgr(ﬁﬁﬁa&%%ﬁ m1r10)propylammo]-4 6-

d&némoiy-a Spritnedin ﬁuma@lﬁah@émmae | oxy)
N-(2, 4, 6-trimet hoxyphenyl ) furan-2-carpoxam d

5- ( 8- ﬁe(tsﬁﬁﬁvlor)"ﬂ 644,/ RaeM et_tth1I"adt§||Q‘132 B 4'et rahydro
RARS ARy Ty FII%IIEII?X‘I'%N 2:13{morphalin-sylipropylaminol 4.6~

mmI@thoxy—I 3- pyrlmldln S-yl}furan-2- carboxamlde

ﬁafoﬁt ggégﬁé owc;l %6 trlgga?h)ﬂy -s&a—? 2, 8, 4—tetrahyd?or¥a% Eh%rl]g -7—onxy)—

N-{Z0 B hercagbyidh el 2R bfsmld: Py i di n-5-y1) fura

5- ( 8- 5d8hngghoxy—]ﬂ b.6ttrimedinyiyl -siia-$,2, H4tetearydronaphttwigrar ¢loxy)-
I

Rﬁ@‘t‘g r'ﬁ%tﬂ@{@ﬁé;’%@ﬁﬁ?ncafb%ﬁrﬁpt?pyl am no] - 4, 6- di net

hoxy- &.(8-ragfHoxydi, T‘65IT méth Iur-ama-z,m @g?dﬁcﬁaa hthalen-7-yloxy)-
me(thox dSQ/ rllmet yl-1-sila-1,2 4teptr§eyryoxw

Na(EM,ﬁatrlme—tﬁ;ow bﬁygyrlrwdln\ﬁwﬂpr@n(%camﬂxmlw
ran S BaREb Rk LB i ShIE B re R o
N-(2-methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;

5-(8-methoxy-1,1,6-trimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-
N-{2-3-(4-methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-
yl}furan-2-carboxamide;

5-(8-methoxy-1,1,6-trimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-
N-{2-[3-(N,N-dimethylamino)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-
2-carboxamide;
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11 5-(8-nmethoxy-1,1,6-trinmethyl-1
-sila-1, 2, 3, 4-tetrahydronapht hal en- 7-yl oxy) -

w4024 p34% nor phol | PCT/GB2004/002622

n-4-yl ) propyl am no] - 4, 6- di net hoxy-1, 3-pyri m di n-5-yl }f
uran-2- carboxam de; 11

5-(1,1,4,4,5, 7- hexanet hy isila-1

t et r atbyEHEIRHYH hﬂ&trgngthwk%sﬂag 2,3,4- tetrahydronaphthalen-7-yloxy)

e T e DR LR S

ﬁaetmt)tdnmz dep- 6- yl oxy) i,
5 (1, B4, it B RSy sl 7, S -0 8 aRdRhthaleRy 6ryion -
F%Bt‘h@ tr |)&8Mh%%}h ar52 Car[‘l?or%](aétl‘lque's yl) furan-2-car boxa

m de; 5t(1,1,4,4,5,7- hexamethyl 1 4 disila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-

i\(fg%ﬂt](:h ré'cﬁﬁg XH%BF ura —2 cérboglar?wll a-1,2,3, 4-tetrahydr
N- ( 2- 'E@W,h%,‘?%é(aﬁre%mtﬁ%}{ah 533 axéﬂréwar&qa%ﬂmaléﬂmﬂoxy)

n- 2- car boxam de;
N-2,Adcimeathoxy- 1 34pyn|m|dna51yl)2ur:an421c:etbcadamddenapht hal en
- 6- vyl

N- { 2- qr%e(‘) b derANIBPRE sl 2 38 PiaaRdsenaphiIale e YIoxy -

Y2l rﬁeth am’rﬁd Aigddifndthox)-) 3L - wEn-2leardéxamid
5- )’ﬂ 7- hexamet )y# 1, Qﬁglny | a- )Qﬁz 3, 4- tagtrgmlld?

onap hﬁh@' 13'4 %5 %hﬂ(ﬁﬁ‘"‘e" {1 P@ﬂ%—ﬂl 28 ditetrahydronaphthalen-6-yloxy)-
peksn Wﬂyéﬁeﬁ%@m&r&ﬁam R b9 5By iah-5-

_Ezf}{utaﬁ-zdfcékbﬁxamiwmnet hyl -1, 4-disila-1, 2,3, 4-tetrahydr
onapht_hal en

N 2. B¢ h A@@%quamemyjﬁrdogwI%%ﬁ-tatr@yarmm@;emeyloxw

acasa ﬁﬂaﬁﬂé}!‘%'?ﬂf' Popykminel-peAib By 1,3 pymigings yfuren-
Eed:arbbyammieapht hal en- 7- yl oxy) - N- (2, 6- di net hoxyphenyl ) f
ur an-

o o B A T e ety d s, 4-tatraerngphihalen §-vioxy)-
iZ—FEﬁMﬁé@h@ﬁHMhﬂbrﬁBpﬁaWnﬁ’d]yd 6%1&%%0)@/‘1 BLFBWFnIﬂGWQ%ﬂYran-Z-
uf an- 2- car boxain d

§a(®xﬁml¢§@xy 1,1, 4 4, 8-pentanethyl -1,4-disila-1, 2,3, 4-

tetrahy ht

oxy) - %@Zl%ﬁﬁg)xy %é#ﬂta@eﬁv 1n"} 8|SH351 %I?’)z'} ur an- 2-
Eafémbdﬁcmaiﬂwthalen-%yloxy) -N-(2,6- dlmethoxyphen 1)furan-2- carboxamlde
5-(6-nmethoxy-1,1,4,4 pent anet h isila-1, 2,3, 4-

t et r aRy(@roatieyHal &t 5 Rﬁ"%@@i‘?tmﬂ‘(‘ﬁ ﬁ‘tﬂlﬁy'll A¥io- 4, 6- d| m
BORh OB NIE MMt IZapqmice
tetr aBy(&nme’dqmlxyMai and, 8-gdrm$mbtﬁyl—{l24 HRsila4t mzhyl pi
BT A8l ST L irmicin -yran 2
carboxamide;

5-(6-methoxy-1,1,4,4,8-pentamethyl-1,4-disila-1,2,3,4-
tetrahydronaphthalen-7-yloxy)-N-(2-methylamino-4,6-dimethoxy-1,3-pyrimidin-5-
yh)furan-2-carboxamide;

5-(6-methoxy-1,1,4,4,8-pentamethyl-1,4-disila-1,2,3,4-
tetrahydronaphthalen-7-yloxy)-N-{2-[3-(4-methylpiperazin-1-yl)propylamino]-4,6-
dimethoxy-1,3-pyrimidin-5-yi}furan-2-carboxamide;
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5-(6-nethoxy-1,1,4,4,8-pentanethyl-1,4-disila-1, 2, 3, 4-

W0 edosabsads onapht hal en- 7-yl oxy) - N-{ 2- [ 3- (N, N- di PET/BBR@AI002622

no) pr opyl am no]j - 4, 6-

di met hoxy- 1, 3- pyri m di n- 5-yl J2ur an- 2- car boxami de;

5-(6- nethoxy 1,1,4,4,8-pentanethyl -1,4-disila-1, 2, 3, 4-
5 5-(6-methoxy-1 1 ,4,4,8—pentamethyl-1 A-disila-1,2 ,3,4-

&%E@%ﬁ%&?ﬁ%&g% el%iqz)' XIl-{QX[)é) I\N\l{o2 mgﬁ'iyq%r r?;())llopylaml}‘nof 4,6-

dim@thbﬂ ?nﬂl‘:’dﬁhlﬁ lfQran-2idarbéx@midecar boxam de;
5- 6c:horo etrarrethll4d|5|la1234tet

r ahydﬁdﬁarpﬁthm(yeh:l A 4,8-pentamethyl-1,4-disila-1,2,3,4-

%t?%%é@tﬁal%h?&lggﬁ &ggg{sh(ﬁ&faﬁ‘8|nr?-4%ﬁp8&3ﬁghﬂ%]46-

dihnéthdkw'll@-picnﬂ];cﬁn%?l%fﬁhﬂb’aw@mﬁlhei en-7 10
yl oxy )é 2,4, 6-trinet hoxilhé/ﬂ | )furan-2-carboxam d
5- ( 6- OHPoRIere-1, 144 A-tetsemativi+] dtﬁlla-1d2 Si4- Eeirfhzdr@naph@@len-%

gf&%{\p‘@)g @ﬂg\%?}/ghe )cf)%?niz ?)bfrxiaml%?'n- 5-yl)furan-2-

car bOﬁ_&(@!—(ﬂ'ﬂ!OFO51 (1 64,4 btvamethyl- 144-d|silat|q1r12n,®ga4 ;atdah?/dronaphthalen-%
-1, 4- -1, tr t hal gn

e N B BT A RGN B PORT By~ 1) 3- pyr i

m di B-@: dﬁl&rfoU‘Lqu,@‘téﬁédﬁ 1d43-d181l§5| @3(@te?r'%?&%néﬁh&l?alen—7-
1,4, 4-tetramet hyl -1, 4- ISI 2, 3, 4-t'et rahydr onapht

V@W)?"\&/GM@)tFING{EPZGXyﬂ @épymmldm §+yﬁ))mran+2_t=rce_1rb_oxam|de
5y;? ? gﬁgzﬁlﬁg ngb 543%1( getﬁlgrrﬁg Z)ﬁy%%lksg plﬁ grgbgelir%hydronaphthalen-%
%Lo&y);w(@tmémmnouﬁs -dliriithdixyll 3-Fyrimitipt 5l sarepaRBB@mide;

en- l oxy)-N-{2 (
N B aor ] 6 bt} -gisie o Gelgtrehycopephialen--

g{e’(g)'c h{?o[r g(hgm%ﬂ?ﬁépé < zﬁgﬁg{ﬁhstfpylammo]-zlﬁ dimethoxy-1,3-pyrimidin-

5Wurains?-cartbxaniidd- t et r ahydr onapht hal en- 7-

| oxy) - 2-13- (norphol i n- 4- opyl am no]
gxy Iy)5:«( <Pr|[9r‘b§| ,ﬁ,grj)et\yame}]}yu%/l a%gl’gllg%ir%@fgtﬁt@a@ydronaphthaleni-

?Iﬁgf 6;0[\'/3 A}dﬁté}ggﬁmun&yﬁbbﬁaﬂmﬁo}% éalrdth8R)L e BRI din-5-
(/IZf,uﬁaru}QFczarbomrpidenyl )fur an- 2- car boxam de;

t5 hg?éﬁ%or yjl ldlrlnfetr e&wy? isig: 132 %t{ ?etlrra%%%%%gﬁﬁaen-?—
gl%z(g) qZE['SU(ﬁ‘id} MW@%}&BWIQWH%F@G%&H&?A 3-pyrimidin5-

oro-1 d nmet’hyl sila-1,2 rahy ronaph
yl&far@mzchyb@x@mnd& (2, 4 6-trimethoxy- 1,

3- pyr oqhtgor% Y H)J@eﬁ’@lj-ﬁﬁ F’alkl),%ﬂ]tgﬁahfooronaphthalen-?-yloxy) N-

5(6

(2561cﬁmétr%x§pl4erﬁ)ﬂ)fﬁﬂm‘ﬂfdém@nﬁidben 7-yl oxy) - N-( 2-
t hyl am no- 4, 6- di met hoxy gﬁlmdlnS

ar boxéﬁﬁ@@lomj i@m&ﬁ%ﬂs@tﬂ emahmgegg%thalen 7-yloxy) -N-

(2,4,6-trimethoxyphenyl)furan-2-carboxamide;
5-(6-chloro-1,1-dimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-N-

(2,4,6-trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-(6-chloro-1,1-dimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-N-(2-

methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;



10

15

20

25

30

13
5-(6-chloro-1,1-dinethyl-1-sila-1, 2, 3, 4-tetrahydronaph

WO b@b®eos443 yl oxy) -N- [ 2- PCT/GB2004/002622

[ 3- (4- et hyl pi perazi n-1-yl ) propyl am no] - 4, 6- di met hoxy-

1, 3-pyrimdin-5-yl }furan-2- d3rboxani de;
5-(6-chloro-1,1-dinethyl-1-sila-1, 2, 3, 4-tetrahydr onaph

t hal eb-(B-gHlonoy), 1 MiiRethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-N<{2-

4 et s e s MBSt ety Tyt ibran.2-

éar(b%xéﬁ'h@éo 1,1-dinethyl-1-sila-1, 2,3, 4-tetrahydronaph
t hal en- 7-yl oxy) -

[ 3-( nﬁf(ﬁmhlmr@-u 1 ﬂl%pﬂwb%sziaﬂ 1P 44ealydrenshthalend -yexy)-N-{2-

B Nrdintthy R P om TR SRmE o g YR SN yen 2
b@wghﬁ@yl )furan- 2-carboxani de;

5-(4,4 7tr|msthyl 4-sila-chroman yl oxy)

t r i meBPHExIorEnY.Mycimetiyl-2-sar! %&értﬁtua.hydronaphthélen-7-yloxy)-N-{2-

Bt A AR O L SR
Gardobxdmiga;r i met hyl - 4-si | a- chroman- 6-yl oxy) - N- (2- met hyl

d |L{r;et ﬁdﬁlﬁ {-Ameimi-fr diercsomans oy iy XN Sslimpihggyphenyl)furan-
é foox

tri néﬁrﬂyl 4-sila-chroman-6-yl oxy)-N-{2-[3-(4-nmethylp
i per aB#(A;4,7-trimethyl-4-sila-chroman-6-yloxy)-N-(2,4,6-

%IQ%%&BE%I amy{lbg.lr_aﬁ'z’?gégrib%?(g%?&g_ 1, 3-pyrim di n-5- yl }furan
5- (4, 8.(1:4, P TRLIYA-2 4518l RoR B BHG) - - irdenby- 8-

gy nirpidin-5ayh fukane2-caax@miod; 4, 6- di met hoxy- 1, 3- pyri midin

7ou 1 e P e LA R e ViR - e g 6
diftnethoxy-1,3- pyrlmldln 5-y|)furan-2—carboxam|de
yl) propyl am I met hoxy rimdin-5-

- 2. Caﬁﬁé;{hﬁtr@@ethyﬁ—aIa—chroman-G—yloxyg/ N-{2-[3-(4- me){hglplperazm 1-

Pl S APl

g (1, 8—(4% mgmewnﬁetnIa-c#}réman-ﬁ-lyloxy) N—{2 [3- (N N-
trimet sila n 0X
dimetaylgay @@é?wamuﬂﬁ @dﬁmﬁfg‘&m %r@ynm din s Jijfuran-2-

gar(b%xg g-tetrahydro-4,4,7-trinethyl -4-sila-quinolin-
yloxy) - N (2, 4, 6- 30
tri rreﬁ#(éxw-lrllﬁemyi-ﬂmllarcrhrémh}ﬁ-ulmw)-al—%ﬁamammn—4—

gDéfPQik??ﬁ 2 g%rgx n’}é%oxy 1 % pyrlmldln E )X}furansé carb%farrholcljcla n-
b B e Soh R eI A s a2 6
glrmethoxyphenyl)furan-2—carboxam|de
5-(1,2,3,4-tetrahydro-4,4,7-trimethyl-4-sila-quinolin-6-yloxy)-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;
5-(1,2,3,4-tetrahydro-4,4,7-trimethyl-4-sila-quinolin-6-yloxy)-N-(2,4,6-
trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-(1,2,3,4-tetrahydro-4,4,7-trimethyl-4-sila-quinolin-6-yloxy)-N-(2-
methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
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14 5-(1,2, 3,4-tetrahydro-4,4,
7-trinmethyl-4-sila-quinolin-6-yloxy)-N{2-[3-(4-

woreaospbauper azi n- 1- yl ) propyl am no] - 4, 6- di met hoRgF/GB300p02622

rimdin-5-yl}furan-2- carboxam de; 5-(1, 2,
3, 4-tetrahydro-4, 4, 14

7-trinethyl -4- S|Ia gui nol i n-6-y ony{ N-{2-[3-(N, N~ 5

di et r@(hﬁ%ﬁ@ra&p@r&m 4 B1trimethydidveitaranipolin-S-yoxy )V 4R H3-(4-

i A AN R R T e

warboxéml{d% [ 3- (mDrphol I n-4- yl)propyl
am no] 4, 6- di met hox 3-pyrimdin-5-yl}furan-2-
car boxEHH de,4-4gjrahydr 0—4 4, 7-trimethyl-4-sila-quinolin-6-yloxy)-N-{2-[3-(, -

&éﬂ'gyll%nﬁ}o%@?gfagﬂﬁwx &= dinistfos3)-h & Byrindhined Vfarbi: 4.nd

cbarﬂaMmMphenyl)furan 2- car boxam de 5- ( 1,1, 3,

,‘1,6,”8 @E&%{%} her cdglzlii lgf’}rl%e%hyoll 4-sula qumolln-6-yloxy) -N+{2-[3-
o i A

Harbmkanmﬁeyl oxy)-N-(2,4,6- 15

L T ol BB S YU A LS ) v o

Ithr*n@Eiféﬂyéhé!r'uﬂ)fMﬁanbb-Q:arboxamlde

met hyl am no-4, 6- di met hoxy-1, 3-pyri m di n-5-yl)furan-2-c
ar box®1dé 3,3 6-pentamethyl- 3 disila-2,3- -dihydro-1H-inden-5-yloxy)-N-(2,4,6-

SrnktaeoRuRp el 2 e
pi per @zgm 5 weqo@hmaét 119-]d154|aﬁ_> gt Meiddeh-BYidx)-f-(2,4,6-

ur an- 20 car boxami de:

5”@‘9%/@@' ‘B3ﬁlyﬁmwlar%vhf}4rar1—23c%rb§xaw® 3-di hydro- 1
Hind
(N N R EP benlsrhetn B acaisiia-,3-dinyoroct Finden-Spylouy ) N-(2-

meth;nlaﬁamb}élf&dmethexyrﬁ[&pyamldia15—|yl)furan-2;jcarboxamlde
&fﬁdénag,‘ﬁﬁ% entn?@rrr%t K/gj 32g13|la—2 3-g|h§dr%-1H-lr¥den-5—yloxy)-N—{2-[3—
l -
gﬁmgét@?i}p]@;ﬁrgﬁx vplgg@gggagﬂrhﬁgjeﬁfé GnfEtABH 98 p i B LR Gran-2-
sarloxangder i net hyl - 1-si |l a- 2, 3-di hydro-1
i nden-,6; yl - - .. . .
0 ot BT ReP e P lEradngi-t 2 il dyginyeiro-1 Heinden-5-yloxy)-N-2-3-

l?{\ll(l\g]-ggrp] GVLeilngigbgprEyllaﬁﬂrhcg 4263d||‘i|1'eh'¥t9<'y0’r 3_pyrimidin-5-yl}furan-2-

Pﬁmﬁé(ﬁﬁd()'@phenyl)furan 2-car boxam de; 5-( 1,1,

AR A ¥, Oxﬁfhﬁ%nfeztﬁxf’g@&sﬁ%#h sqipydro-1H-nden- 5-yioxy)-N-{23-
gcﬂ(%t@z«?gggggbgmmupm& ~@intethR)-Ar8-gErimiih-BOAHLRPEAA3
5-(1,1,5-trimethyl-1-sila-2,3-dihydro-1H-inden-6-yloxy)-N-(2,6-
dimethoxyphenyl)furan-2-carboxamide;
5-(1,1,5-trimethyl-1-sila-2,3-dihydro-1H-inden-6-yloxy)-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;
5-(1,1,5-trimethyl-1-sila-2,3-dihydro-1H-inden-6-yloxy)-N-(2,4,6-trimethoxy-
1,3-pyrimidin-5-yl)furan-2-carboxamide;
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15 5-(1,1,5-trimethyl- 1-sila-2,3-dihydro-1
Hi nden- 6-yl oxy) - N- (2- met hyl am no-

wd 2@5003m3 hoxy- 1, 3- pyri m di n-5-yl)furan- 2- car bBREGCBA®3/002622

5-(1,1,5-trinethyl-1-sila-2,3-di hydro-1

H-i nden- 6- yloxy) -N-{2-[3-(4 15

met hyl pi perazi n-1-yl ) propyl am no] - 4, 6- di met hoxy- 1, 3- py

rim dioa¢151 ﬁl-t}lmathayi -12sil&62 Eadibysimo fddnden-6-yloxy)-N-(2-methylamino-

aﬁ? #Hg%t%gx;m‘l leci‘ Q%[—gﬁftww-car%xamlée
di et lsy{anEaeitiofyI-SiE-nl dify GroH FEk sy iody) Ay LR [B4E"

furan-2- cdrboxam de;

mqi%yl}plwazlnnﬁeylhgnopylagmng} 4, 63dignetiyenyol . 8-pyrimidin-5-ylifuran-2-

El— q%ffg onxy) N-{2-[3-(norpholin- 10
% gy'lamno] 4, 6- di met hoxy-1, 3-pyrimdin-5-yl }fur
68(r1k,>13,1§étﬂméﬂ1 -15si(gl2 B—&lhydﬂdﬂffélhudieri@ 2yloxy) N-{2-[3- (N N-

S|Ia 3-di hydro 1 Hinden-6-yl oxg ¥r|d|n
)¢||memy@rwpp)propylammo]A6 dimethoxy-1 pyr|m|d|n -yl{furan-2-

di met hoxy- 1, 3-pyri m di n-5-yl }furan-2-car box
g%}tg%am‘}gé(l 1,6-trinethyl-1-sila-2,3-di hydro-1

H- i nd&n15t, gHamethyi-1(-8ile62, 3-dihydro-1H-inden-6-yloxy)-N-{2-[3-(morpholin-
g rqugw eqqéz{ %ﬁu {hoiycfa 5 bp%l?nrlndI%e5—y&%ran-2-carboxamide;
S' | 25213t élthmé"tr%%nerlﬁ%ndlﬁ aﬂongréaér(—%aﬁoﬁf)-N-{z-[(pyridin-z-

tri met hoxyphenyl)f ur an- cargoxam
5L)o-cetl1ylanm0]1¢e6-ldyhemoxy+1l Apyarudihyay Bfutan-2-carboxamide;

el M et LB I e Svion)v-2
airhdthdxfp ﬁérlyl'ﬁtﬁr’@aﬁLZ-éaﬁjdxérrﬁd& di hydro 1

H-|nden5élox 2rreth|amno

4, 6- dbrfdth iymﬁtwlﬁyiillan?éﬁ-@ihw'&ﬂ ]Hum@en-@-xd@xﬁd&léaq%

N e

met hy bR peeammew yls)lamrdlmmmmﬂf-ﬁdeﬁr Sy o/ ROk 4.6 Iridgthoxy-

rimdin- S%‘I_ furan - carboxam de;
5?(E¥"1m611@ Yhitiran- %@QW 8- di hydro-1

i ndﬁnmsf gt 'tﬁ@@“ﬁ-é%—% g]cafh%roz’FH—ln en—5—y,ox¥) N—§2~meth|ylam|no-

di met arh no

478- lyllrr}ézthgmya—‘l ﬁ%—gymmhbménylaferarﬁz{chrhom|demst hyI

e : a5, thg&%rﬁ’;{{ﬁ{g@g 3clBy i Hrinden-5-yloxy)-N-{2-[3-(4-
gfne}tﬂ%}lsr iRy} roﬁgl@nﬂh@]e& BOireingkyRY, BLwrﬁh.@nﬁswu}ruﬁéh 2-

r boxam de; 1, 5-tri methyl -
parboxemide;yl oxy) - N- ( 2, 6- di net hoxyphenyl )furan 30

2- car boy %ﬁ@@&% ’(.%laféé LGPFEA AAndeA-Boydoxy)-N-243-(N,N-

g@_} ; Gglgg@gﬁ?ggg%%ﬁmqm 8-dhaelsem d9yrindir08 3 ARaA48
carboxamide;

5-(1,1,6-trimethyl-1-sila-2,3-dihydro-1H-inden-5-yloxy)-N<{2-3-(morpholin-
4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;

5-(1,1,5-trimethyl-1-sila-1 H-inden-6-yloxy)-N-(2,6-dimethoxyphenyl)furan-
2-carboxamide;

5-(1,1,5-trimethyl-1-sila-1 H-inden-6-yloxy)-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;
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16 5-(1,1,5-trimethyl-1-sila-1
H i nden-6-yl oxy)-N- (2,4, 6-trinmethoxy-1, 3-

W@oosovdiun- 5- yl ) f ur an- 2- car boxam de; PCT/GB2004/002622

5-(1,1,5-trinethyl-1-sila-1

H-i nden- 6-yl oxy) - N- ( 2- et hyl 4Gi no- 4, 6-

di met hoxy- 1, 3-pyrimdi n-5-yl)furan-2-carboxam de; 5
5- (1, B5(3;1,bitrimetiyll-11sikei-1d-idden-6-yloxy)-N-(2,4,6-trimethoxy-1,3-

d 6- 4--met hyl 1
W'l)”%l‘ '3;?1 ﬂ#l“?ﬂf}iifaéé%al[%{j ox;/nsl % g;/rp?:naé:ﬂ 5-yl }furan

-2- - i 1 -4 6-
2 ﬁggﬁqxﬁﬂltﬁﬁ%hﬁﬂ{(sn& n5dér‘i B[Vfé)tw N-2-$hdtRyihmino-4,6

dlm@thhw-ésﬁ-ﬁbl)lmrd)m‘a wfuraﬂ—.?ad:;a&@(aimdﬁ,oxy 1,3-pyrinmdin

55( >1/I fg ﬂgﬁr‘r@FﬁW qOX%ﬂ Q-"‘iden ~B-yloxy)-N-{2-[3-(4-methylpiperazin-1-
g:ﬂwyranfﬁnzﬁ]@wdm{&ﬂﬁaxj -3 3pRT rﬁiam 5ry1}4uran-2-carboxamude

propyl am no di et hox rim -yl }furan

Y Bkt Sl et Hosan-S a1 b 1

gll{rhrr%}ﬂ ﬁ%)?ﬁ?) gg@gl?ur aﬁ ‘€6 Sigthoxged: ;pyrlmldln-S-yI}furan-Z—
Barftoxamidexy- 1, 1- d| mat hyI 1- SI la-1

H i nden- 6- vyl oxy 2

T B A S e biad e S afpad:N-2-13-(morpholin-4-

@é@gﬁﬂéﬁw@nﬁt@ﬁ?’é h@hﬁiedmé )é/y}_furan-2-carboxam|de,

1, 3- pH#(bandihoxp-1y1 dimetny!-2-silar rdiraderd@:yloxy)-N-(2,6-

§|®pyxwwn@rﬁ9T%%rﬁgxaMel -sila-1 Hinden-6

di met BQ5¥méth%x9W1-'&i‘irﬁéiPwﬁ1 ysln)afwme%r 6B sia;s- 20

5- (5- net hoxy-1 di met h
tﬂmwhenymieﬁyb)ﬁwnﬂ-{sarb[oxawde

i o ReRR BT MBS RY R s IR 4 b hdinoy -
1 H-pRiMidin-5- y1§fuﬂa@-zcékbd3@ﬂﬂd@ yl oxy) - I\F{2 [3 (N N

di met hyl am no opyl am no%rﬁ di met hoxy

-5-yl ﬁf(ﬁrraﬁmgxy-gﬁo -dimneibyla 4%1H-|nden-6-yloxy)—N—(2—methyIammo-4 6-

AR gR- A3 PRy 2By
Y1) pr Bigimetos 141 Giriotny- nm(m-maaqen Brpialy)- {034 an

me[thy'H‘Péf%”ﬁ@f'}BFPpﬂamcﬁr‘bﬁ;ﬁ'W‘ﬁih%yrhh%lfw'Hyé'rﬂ}fl!fan"?-
Ebﬂb%siﬁm& yl oxy] - N-(2, 6-

di nmet Phenyl ) f ur an- 2- car boxam de; 30
5-11, &(6- me’uhmuy-l‘iy1 -dirBeit@t-prsilpyl H—ldd@-ﬁﬂA@QG—M-l{I}%i-(N N-

g Brneer o3 inaly S FiPeiomy b mypisiges yifuran-2-

éa,{nggm@dérlrrethyl 3-(2-propyl)-1-sila-2,3-di hydro-1
H i nden-5-'yl oxy] -

(2 4, &= (6rmﬁ®pmay1-ﬂ;raet¢vyl—1rﬁnIarTqusrwaicaw)-N—{Qa[Bdmnﬁ\olln-4-
yl?propylamlno]—4,6 -dimethoxy-1,3-pyrimidin-5-yl}{furan-2-carboxamide;
5-[1,1,6-trimethyl-3-(2-propyl)-1-sila-2,3-dihydro-1H-inden-5-yloxy}-N-(2,6-
dimethoxyphenyl)furan-2-carboxamide;
5-[1,1,6-trimethyl-3-(2-propyl)-1-sila-2,3-dihydro-1H-inden-5-yloxy]-N-
(2,4,6-trimethoxyphenyl)furan-2-carboxamide;
5-[1,1,6-trimethyl-3-(2-propyl)-1-sila-2,3-dihydro-1H-inden-5-yloxy]-N-
(2,4,6-trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
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5-11,1,6-trinmethyl-3-(2-propyl)-1-sila-2,3-di hydro-1

woRisdesd45- yl oxy] - N- ( 2- PCT/GB2004/002622

met hyl am no- 4, 6- di net hoxy- 1, 3-pyri m di n-5-yl)furan-2-c
ar boxam de; 17
5-[1,1,6-trinethyl-3-(2-propyl)-1-sila-2,3-dihydro-1

H- i ndérF15t, ﬁ#tuwye}hyu-a{-@pmpyl -sxla-2 3-dihydro-1H-inden-5-yloxy]-N-(2-

RS kil 3B SRARE e idigg;
EL I[ ﬁdfﬁﬁ 1 ettﬂmel&wl-s%zﬁﬁowmméhé -213-8ihly@ro21 B8y i -N-{2-[3-
(Nnnetbvlrmefamang—mbww ine}-A6]dimesheiyré ShpyrimitraSpyifuran-2-

dDP I}furan 2- car boxam de;
ga[ ?'rlmsthyl 3-(2-propyl)-1-sila-2, 3-di hydro-1

H i nde«snﬂ%r Bltﬂmé}hyNs{(Z drapyl)l@-sua-Z 3- dlhydro—1 H—|nden—5-yloxy]—N-{2 [3-
im)r pholin-4-y 3 opyl am no% di met hoxy-1, 3- gyrlm
NMM?W&ame pregylpeyael4 dlmetfswm 3rryrimidin-5-ylifuran-2-

ﬁg%géwé -sila-2,3-di hydro-1
n en ’yI oxy)-N-(2, 6-
di net quy‘pBEtﬂme)Hyu-Bé(Q p&‘op}ﬁ) b@ﬂ@mﬁelhy&oéﬁ-lihﬁdew BylbxyIN-{2-[3-

- di net hy -sila-2

(vmpmqu{mgélyl)gs%qumlpg] ﬁk%dlnp;hoxy -1,3-pyrimidin-5-yl}furan-2-

B@{a phenyl ) f uran- 2- car boxam de; 5-(5-chloro-1, |
Eg} ﬁﬂfjgl sila-2,3-di hydro-1

Hi ndéﬂ(5eembmey)1 dlh‘(GﬂTYl—‘l@Slla-Z 3-dihydro-1H-inden-6-yloxy)-N-(2,6-
trimethoxy-1,3-pyrindin-5-yl)furan-2-carboxamn de;

@“Tg% @/%I’Yi)§u'%¥1%P m({ €-sila-2,3-di hydro-1

H- i nden=s0ey by 1=dindethyl-1-sila-2,3- -dihydro-1 H-ipden-8-yloxy)--(2.4,6-
met hyl am no46d|rrethoxy13pyr|md yl)furan2c

tirbettenypleenylforep-2-sadioxamida;, 1 - di net hyl -

oty Poer o Bsa el S 'ﬁg{%ﬂé‘ﬁoiy)g/vr@ 46
e x %1dff'?f%‘f‘n%¥'%m%‘?gﬁfgdm'de

H- i nd&n(Bechypesxd)!- qmezh)[ 4-gila- Rﬁ-dlhvdfﬁaﬂ%ndama-ylﬁw)-lyr(a-
R’Yétgﬂg}ri 11510 r anégﬁcitgb "q@gg%{nmédé?%ﬂ%uaﬂrb Lediboxamide:

rbo
5-( 5d6h(|59c|:hb|fo—1 Addimethingi4~tila-2j3-dingd®-d Hipden-Glyloxy)-N-{2-{3-(4-
H i nden- 6

PR eratin Y RPN tine b B-dimetmrve Aomyrinicin-Surlfueg-2-

ran- 2 car boxam de; 5-(5-chloro-1,
EQEP%X%Hné?h |-1 -sila-2, 3-di hydro-1

H i nd éqmmomw -dimethyb1-s88-2,3-dihydro-1H-inden-6-yloxy)-N-{2-[3-(N,N-
imahx.hnlfura xam de; . ..

e R réﬁwf»‘me S Errmigingangren2

Baigi@niidey! oxy) - N-(2, 4

tr| met hoxy hen%/ ) f ur an- car boxam de;

5- (5-ch|oro- 1-dimethyl- 1—3|Ia-2 3- dlhydro 1H-inden-6-yloxy)-N-{2-[3-
(morpholin-4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;

5-(5-chloro-1,1,7-trimethyl-1-sila-2,3-dihydro-1H-inden-4-yloxy)-N-(2,6-
dimethoxyphenyl)furan-2-carboxamide;

5-(5-chloro-1,1,7-trimethyl-1-sila-2,3-dihydro-1H-inden-4-yloxy)-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;
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5-(5-chloro-1,1,7-trinmethyl -1-sil a-2, 3-di hydro-1

wokisdesa43l- yl oxy) - N- (2, 4, 6- trinethoxy-1, PCT/GB2004/002622

3-pyrimdin- 5-yi ) f ur an- 2- car boxam de; 5-(5- chl oro- 1,
1, 7-trinmethyl - S|Ia23d|h%rol

H i nden- 4-yl oxy
et hy| %(ﬁ-ﬁ%bm-é TR 151-Bgr Ay dror e -Gy G2 4.6-

SRR S-ayimigin Sy DIYRYT2 G200 iy 0- 1
H-| nd@(&embmcy)*r Mﬁr&eﬂwﬂsnr@z BydinydrerBifddn-4%oxy)e-(2-
i ho] -4, 6-di net h oxy yri mi di n- '}fu
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0\ / @mppumigniihy inventicp may begsligbsiagy may be in the form of

AR R B3 e . et o0

enant iTiecompoghdsdietheanesntiopr may beqespad 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 benzyloxycarbonyl,
tert-butoxycarbonyl, acetyl 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, camphorsulphonic acid, citric acid, 2-(4-
chiorophenoxy)-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,
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aci d, nethanesul phonic acid, nmethyl sul phuric acid,

muci ¢ aci d, 2- naphthal enesul phoni ¢ aci d, panoic acid,
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process utilising simlar or anal ogous reagents and/or
condi tions known to one skilled in the art may al so

wheodsesdss 0 obtain a conmpound of the inventi onPCEHGBR2G04/002622

m xtures of final products or internedi ates obtained
can be separated on the basi%? of the physi co- chem cal
differences of the constituents, in a known manner,

| nto tlhwﬂlmﬁ endenstoodpinatithe rrosesses @etﬁé@m abeve aresolely for the

e ot s PO AR ) Siqaia el B8 oghbfiid B miting. A

«mocew Utiisthgpsiniies ot éh@logﬁd@feéd&ht@ andlorebabRions kihewn to one
The activity and selectivity of the conpounds may

tlledrin Hers agyman pisoRp vses t-o akiglya I@ﬁH\mUﬂﬁ affilae srmentlon
The C%Fﬁit’r%ﬂ&are%foftn%l g:‘b‘ﬁ%@ d &an@%e@%’c?é 88té|Hea B&n be

treat I ONs
d;espeeasted anrtbkudisiegof thetphysicol éhentiedl difieregices of mcmstltuents

L T T —

Sy SELOH U, NI by o oo o
lzesalbif appoxrimte or pbg&pblephmtarahe Alretrestaeces. di sease,
H VvV t d. di d by t i d
! £ SR eIy of B FanBgUREs ey b dieBinied by any

"StRBBRI as Nﬁ@% iRg@reiant, refers to any di sease or
condition 20 characterised by uncontrolled, abnormnal

gr owt T hss carapogndmef thadnirisionanay keciaed inype sreatment of

RfsTous At EhnfiRRERo Gretet® BYEEREL puPhEfirea tereto

loangsr, epidanietsosip@eting enymk, rmbwﬁardm@eaée V&mammary cystic
gastroi ntestinal, endonetrial, hematol ogical,
Migs3see PEASERAIC M@@R@Y eqrgqanorr ff*i%%r%ﬁ%@ﬁl@% peRerty, premenstrual

BARREND 2 St s B e OO IR Benbrestatc,

bg/paqs‘ramasmsn‘\ednmadllspase rielt mfegtion| AID8-araigliseddes caused by

arerg&aerg i, nhal at i on (A?ul nonary delivery),

&qt(?/arrﬁgg%{pqrm 09e1%!%-he buccal cavity.
Oral Ay @iRiteahean ab%seerl'férs i Rfbrs 164y didkase or cond;/tlon

t herapeutic conpositions o e present |nvent|on
Ibataxiterisdoeby unnmroifol@dy abﬂomnaal gfnwvmobtelisrmmu:Es all known
go osg i ons or SUCPe gg“ h' agm ni stratllon

I3 GAERL. oAb el B e et Begs & B btk bone,
tHeesiebRIed! bgdl Mtk Bﬁinardng§oo@érlés3 pa@stateaaﬁ@fédt@w 8f§estive,

rel ease, for exanple rapid release or sustained

estaiwesttrl tansonsifiel hemaielogical, ﬁla&wﬁlateﬂva@welml
SRR PIRALd By ST et e e BT ERgriEs ahe
deuirxeshibl ons are

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. QOral 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.
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wel | known in the art. The conpositions of the
i nvention may contain 0.1-99% by weight of active

wa@eopoosads The conpositions of the invention aP€T/GB2004/002622

generally prepared in unit dgsage form Preferably, a
unit dose conprises the acti 5 ingredient in an

unt of 1-500 ngy. The excipients used in the »
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- . ity g _
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dhese coinpositibnadné thissexcipieots knawn i the artini ni strati on,

rate excretion, drug conbi natjon.and the severit

ot ne SRR deiop J5V s Ay e Bty sty SEliRblerdptnod
Krdwrednord Stined irctheaire RMWA BE LAAeFR0BO HAARS, fHat tREspecific
15 invention and there are known- pharnmaceutical forms

fdnsedavedl famany particatar gatient will depangd| upared vetiety of factors

/ r r r. 0]l .
I8 RG s ECOML Sne SRk BT bR BB Tbg i ans pcgveiont
tgemetgltiesith| se eliétetiine dfeadrigistration] @ute sfibbaMhistrdtidn, rate of
oral use, for exanple, as tablets, troches, | ozenges,
XGRS, Srugprepbingdipaddhe seypdiyefdhe disaasrosidergping
qrbRe, 20 enulsions, hard or soft capsules, or
syrups or elixirs. Conpositions intended for oral use
may b€ gmpositiens ﬁ::crmalohdrgir?csbra%ioyl aretplneférrie:dowmpﬁsitim of the
art for th manuf acture o ar,maceutica . )
RYRRONATBHUSTARE KoM BBRIBEF RS OFERS 108 SHEARMGRiatration,
%6 ERARpBY8BIcEs, TabeGle8dgfdriMBs lszr SR SQISIE bingiiyof
sweetening agents, flavouring agents, colouring
ayepessiansl phe phavinageaiigah composiiodeontainizly theadtisle ingredient

P BB T H il ehtaFn 000k D5S, R eBoPBlR 8BRS e,
WoidhgerNaf@edws Ghaaspensins! HisPeraieFIvRIers 6oF igPhmies,

whi ch are suitable for the manufacture of tablets.
Thagsiopscgrdaaitseft Gappuirs, of syrupsanslivirs fanmperiliensmintended

S el R O B e S IR Ko 35 G for e
arlifactote gf phamgacegtitbscorhpositiame)zing aehcarhpositions may

al ginic acid; binding agent for exanple starch )
&9%%&"? RNe&E é‘&‘?r&a%rﬁg 8@%&@0&?@'%@9 GEPYR CeRgisting of sweetening

Bk, Mt O3S0 102 Bl ARt Soghin e
patvide phaayateutivady sleghnd ant ipajatable freparstions. Biatetswontain
WQ 2005/ 005443 PCTQFBZPO4/093622 44 .

e 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 polyviny!
pyrrolidone; and lubricating agents, for example magnesium stearate, stearic
acid or talc. The tablets may be uncoated or they may be coated by known
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techni ques to delay disintegration and absorption in
the gastrointestinal tract and thereby provide a

waa®sAadiIesl acti on over a |onger period. For expaplGe200a/002622

time delay material such as glyceryl nonostearate or

gl yceryl distearate may be | oyed. 5 Formul ati ons

for oral use may al so be presented as hard gelatin
daplninges i dekeiyrdisintegaatian/end agw&tl@mn the gastealnigistinal tract

aag}dotg%%bji? 0&?%%%&%%&%%@ nef\?q?%olﬁpég é@lg& EgF ?xample a

afh@dely matstidl eachias igfjoeryl orRsstéarete agglﬁy@emeustéarate may
mxed with water or an oil nedium for exanple peanut

d@ eMPIYEdd paraffin or olive oil. 10 Aqueous

3\/' Ufﬁeqﬂzé{%?tg tj%'r @félh%iezﬁ%% %tO@ %s@b ciﬁ? ggFa 6&5 iff

a:apeom whlérmnmeamlves‘mgd@dnmfm pibest withied inerelididilgent, for
ents i)r exanpl e sodi um car boxynet hyl ceI | ul ose,

r@iamn goR qusC@rbwweo&@)ﬁwamemh%}@ Ok Kpoliny <3 asssaft gelatin
i ua%sﬂ%tsewhé’r‘él (J'Y fﬂéqé(étlveqﬁgrre@'lérﬁ‘?é‘ FrixeTIth WQF@P%H ggrr‘lgedlum, for

acaci a; dispersin agent
rextanEe [ppaoctait, rllqmgd pamﬁfp'haxt olile, 0|f or exanple lecithin,

t duct f
R L

%ﬂﬁé‘r&@@uﬂ@b@f‘éﬂﬂfé ﬁ]aﬁbfa%tuhhél SR LE %u@Pénsuons Such
| ong-chain aliphatic alcohols, for exanple

rexctraeris ase Py parding @geatss for eanRladedimn icarbqyotkibylseliulose,

h I
e By R RS RirOiroy By Bt R4S s LS g, PBlyyinv
BYRRMLe A SgumRREHAtSnG gamc@&nwsmb&sr w@tﬂﬁg digents may
one or nore preservatives, for exan‘pl e ethy

ey opturally oRguIriDgpheRRbalide, tonecambladediio @ikansignsation
500G U S IRE B AR D ci 9981 Sxarfl G0FcRetnyione

weet eni sucrose or sac
Gtéarase) &pmdensatnmypmiuf:w asﬂétlaylede loxideuwitie mg”rghélh%llphatlc
[ et abl oil, for exa

actlv redient 25 in a ve
% fg an@P{é\/QGRi?ﬂ?C%eéEHﬁge%M% Nl olafRNd ecslsa{rgaproducts

'd? ethIbRE bRIdeQkith gHth%lll %%tgré Eﬁh% ﬁ’bﬁ‘\fffa'ttg acid¥ fch’r:r &¥ample

SUSpeNsi ons may conta enin
qocayquetm&@m\ambltaandommlaatel T her agugods s.jspelmslons may also

?t nin ent s ’ t afthose sFt fo [ ab ovq
ORISR 5 SresdletyBS dnaembe ety oo PR 2 ani e
ny@l'ro@b%ﬁ@béﬁé BRe of e CABMATY bhERS, HFY oPfho?l flavourlng
preserved by the addition of an antioxi dant such

&geothianda@i|ior More geiestaring poalisr sUeings gHarmsces saccharln

he. oot rapoRRRRR AR B8 sOmRiedBh SEHiar BRI e Hgrocient

ad & vegetsblvidiinfar eXafipte arachi©bil Vélivei oy seg&mb.oil or coconut oil, or
suspendi ng .agent and one or WD 2005/ 005443
PR/ raendl milosyugkpas 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
aqueous suspension by the addition of water provide the active ingredient in

admixture with a dispersing or wetting agent, suspending agent and one or
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45 nore preservatives. Suitable sweetening, flavouring
and col ouring agents may al so be present. The

w@b@soesigsit i cal conpositions of the invention PEYGBRE/002622

be in the formof oil-in-water enulsions. The oily
phase may be a vegetable oil ,45or 5 exanple olive oil
or arachis oil, or a mneral oil, for exanple |iquid

RO Preservativesi Builable syeaterivg, fidmurnig anceobsiing aggnts may
e naturally occurring guns, for exanple

g%%égaoglg%e r gumtragacanth, naturally occurring

phosphiRid glearmdceutiedlectvhsositys Seths invattionthay afdtrbe in the

esters or partial esters derived fromfatty acids and

Hesm o pildnwaier eaglsians: Exaaily Bhass Biayde aveastabls ehtfer

HFIBLIPIEL P PR L S0 B, BOEAOR pERl e, or
snixhireaf thseol Suitable Shreilsyingsagasts My belrsturatybasTing

sweet eni ng and flavourjng agents. Syrups and elixirs

% dOF B3P IR QT ORRI 2B B A0 aion DS tUTAby CORNERB o
i f r r .

PR BEldod HOPA e ol Deart Rcrhirh anlo ki ol fers

plesived\feam fattyaacid$ eaddexitalgaranairides ofor iergmpiee sbrbitafihe

BRI TISt arid e alint pootcls Yo ME.sile batid GsfraaiBrethyiene
W@e,w.smbl@w@xy@waﬁé@wtsﬁ mESRESENIriPemlifions may

known art using those suitable dispersing or wetting
&pmeentaimsweeiepingoandflavmming agentd have been

ment i qed _above.. .The sterile Lnj.ectabl.e preparation

oy 1 DE0RE 3R Bty B forfulitan Mo P BpfiReet, fF
BAAPIS ghiterdlNpdPYRhet Gcsl, HErbROK & Aldryséic8ash dhfulations may
di | uent or sol vent, for exanple as_a solution in

Blsn sentaieaidemulosiing Prerengaiepandflavausingcsnd calaaring agents.
. « | N |.
SRR e RS TR D47 SR AR AL e fictevt

adgicbus oy ofdagyenbes sispension. Thay suspemgint mapde fisrmulated
enpl oyed agpaﬁ( 25 sol vent % suspegdi ng nmedi um For
@RErdiig Foie kngwn BItAIsNG hese SHHtRRigeSHRrSINgR wylking agents
'a‘?@! é@g@ﬁd@r‘é $ ﬁ/h‘iﬁ?ﬂ‘i’évfbe&ﬁ E’déﬁ‘ﬁ%hég. vlfe.n The sterile

addi t1 on, tty acids such as oleic acid, tind use In

timjectablppreparationomay @lschbain asterifainjeciapleusalstiot ot bespension
i nvention. m

be adni ni in.th f
o Bt Ehid Berefs anee Pl et ot Sokes teieainig as 2
§r65ﬁi%n_qﬁ PR tAridfol C Ay thiladdepiaied dhicled ¥ha @otv'éﬁitssthat

g with a suitable non-Tirritating excipient which is
$RAY e gmpieyrhare watarpBingels &9lulien andjisotprie sedigm chloride

S, 5 REL SR s BB B aploldEan
lBatviepit onsdsENdied Mddang. Floy deikpurpose, any bland fixed oil may be
employed including synthetic mono- or diglycerides. In addition, fatty acids
such as 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.
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WD 2005/ 005443 PCT/ GB2004/ 002622 46 Conpositions for
topical adm nistration are also suitable for use in

wo b@s/0b3went i on. The pharmaceutically active cpoOpeBae4/002622

may be dispersed in a pharmaceutically acceptable

cream ointment or gel. A suié@ble cream may be

prepared by incorporating the active conmpound in a

t opi caComensmloessfmmﬂmpml Edmlrghlratiorqaneoals@saﬁébla for use in the

di f

ORBRRE Fg PBETRRe ALY By vR S Rodh Mesile BeBnsiline
V\bﬁérnﬁacbgﬁbéw acopiaié @réath hoidtmeéntBrigl a'/-\ deab@é cr\wn may be
A gel may be prepared by mXxing the "active conpound

vWreRaeeq Ry insarpareting the a@tm ¢caNpeund el tdmgala/@damie such as

ToR| I-I i

o B e, PloBbRR R A PR BREM AR e Refacipnts. An
amhtm@\tma@bérmépéﬁedtﬁ}ﬁmmﬁgﬂiﬁ attheattnSsurd @ith a toplcal

di spersed so that the conpounds are held in contact

quhhcle fECR @SR mmeeiab@l OF Waxd i gfldnay be IPéeP@r@dﬂmlmmng the

By TS LB PNBG SRR S e 8 gty
cadmltnmﬂmblejcqmposmoge maylélsaabhmbsdraaiﬁwtr@mn(\ﬂﬂlﬁh the

di etrl% ajr di chl oronet hane, tol uene and m xyl ene
Feuticaly Ry icomRpURde st e grasent tveatipa are dispersed so

t
PRSI g U 98 e Rr e
rteqﬂs;devmallperfor med on silica (Si02) pl at es

t t t 400 MHz in CDCl 3
unl esi 15 RUPIBLESa Bplst o6 of st 1.

Bi s( chhene gixariphed, Sl H&@é@?@re—r@rﬁe@ BUPGH@é’r c‘ﬂ?smtrogen
d%/@t hesi sed accordin G eber et. al

rahydnaigran GHF)1 i mﬂ@themdmhimqmt@me toluene and m-xylene

e LB b oD A s SoGTBR AR 165 uncer
lrﬁﬁ’égen 1981 petrofdlrd Foférs RS MBCGA Wit b. JVRICIBD °C. Thin layer

5-(but-2-ynyl)-2-furoate This conpound was, synt hesi sed
sbeonatogsarhy was pesionveddinsslies 631 Oxhplates. At pR6ira were

Sy Bhatee 8o CHGy unless qienise steledh yaro- 1 1
Jhternmeiiate 11 Bistehiorbdinéthyisild)hetitdang i on of
cycl opent adi enyl cobal t di carbonyl [ CpCo(CO) 2; 328

1.82 rhf¥ FOMROHAG Wasrryrthesised aoeardingdedsiaben - &), Makromol.
WA 19621587 F74.988,

Intermediate 2: Bis(ethynyldimethylsilyl)methane

This compound was synthesised according to Kusumoto et. al, Chem.
Lett., 1988, 1149-1152.
Intermediate 3: Methyl 5-(but-2-ynyl)-2-furoate

This compound was synthesised according to the method disclosed in
WO-A-04/045625.
Intermediate 4: Methyl 5-[(1,1,3,3,6-pentamethyl-1,3-disila-2,3-dihydro-1H-
inden-5-yl)methyl]-2-furoate

A solution of cyclopentadienylcobaltdicarbonyl [CpCo(CO),; 328 mg,
1.82 mmol] in m-xylene (90 mL) was added dropwise within 14 hours to a
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WO 2005/ 005443 PCT/ GB2004/ 002622 47 stirred boiling
m xture of bis(ethynyldinethylsilyl)nethane

wWQ bovseosmesli ate 2, 2.02 g, 11.2 mmol) and net hpdT/GB2004/002622

5-(but-2-ynyl)-2-furoate (Internediate 3, 2.00 g,

11.2 nmmol) in mxylene (20 m4’7 (To avoid heating of
the CpCo(CO 2 solution before its addition, the

dtiviesi bailing mveiur&@hblﬁ(e’ﬁhw@'l@m%sdatyé)lnaséhamélnwme@taé@ 2,

BR8P 25l oS 20

Weis2 adrnol)ed ni-Rylene20 mele) yTo aV@dtH@@tlhgfdf thre G@Co(CO)z solution
m xture.) The sol vent was renoved under, reduced

drederaisaddifian: the drepiggduniRSoptaininodaismatelysuMps separated

SRR PR SRS G 95 F G3SL Agg, S8m ron

ed/lfluemhe ﬂ)%dﬂ}b(@@é ebmegnamtameﬂlo(cﬂﬁpﬁbwdbely 'H;@ the reﬂuxmg

rel evant fractions con wer e conbi ne

g‘gﬁt ) Thessolyenpyasi reMews \‘"é%%f Hluﬁ? Qﬁ?ﬁsé'rea@ﬂfjm%readue
(?lh‘f‘?ﬂé@ﬁy @bfﬂ&bi’é‘rg\ﬁ%lﬂ@a&ﬁ? 0 ﬁ‘éa ﬁglg[ ﬁl nﬁﬁdlmensmns 60 x

m nu to giv
&. 5$:malshllmelf B@Ergt(ameawnnl(}béﬁaﬁ%x Eluant, n-hexane/ethyl acetate

BES] giecelasdt Fucigis ¢ e8bud B Crfasddhedvent was
GeRvEH Utier lé"dt%&i G;s:%esur%s ghd | 'tlﬁ‘él réé?diuéim)é@scjrle‘doﬁna\ia%‘ggk(%

decant ati on, washed with col 20 C©) n-hexane (8
anbard 20eE, 30 miedes)(to. gMEl2mag Qf 20€llogishail; s\ahm;h)wgsve

sk B TRNES A5 01 Ll 20 TS

PR35 Tn6 i g reBl et fipulinder 183 sbimdeonditons,

rardi thehresuitidg salid Waissisclatezbby depastatigmt washeedith cold (20 °C)
accordi n(g&at o the nethod disclosed in W) A-04/045625.
InbexanslGind ) aanddied in yacuo(0.6851 ebas) 20°C R lagurs) to give the

BB SRR FERE TS Tt 2ol 70 440 B 117 °c.
dxnélT(tElcalrepchH%@sslzZ@ 6387 HeTEY. Fodhe: 0, BB.5H,7.2ng
er| o of 30 m u es. hehreact |lons al I'owned

IR : Hin A
befor@rﬂggbgg\pwﬁgwg%y 0 & b4y R inbG5eARM disclosed in

sat ur at rum C

Woe-ar@gro45628ase was separated and the aqueous
portlon was_extract eg with [light petroleum (3 x 100
NICTMEALE PLACEEHMI-AZN or gani ¢ portions were dried 30

t
( rmgnen) 4 AR e AR SRRSRRIIALRInich (RS NPIn TOE, 100 m)
Ivmmgdxn‘m:bualeeaﬂdelmmﬂd(S &4 ntie 1n*_en10letequW\) lhmlrytTHF (rrﬂthml_) at
Fgéél‘;nz;:ecg}agﬁrt I gpuie M"‘Nl\ﬁ@r %\ger/% %Ieﬁtog of 38 he

allowed to stir for a further 3 hours at room temperature before being quenched

mlnutes glhhe reaction was

with a mixture of ice and saturated aqueous ammonium chloride (1:1, 120 mL).
The organic phase was separated and the aqueous portion was extracted with
light petroleum (3 x 100 mL) before the combined organic portions were dried
(magnesium sulphate) and concentrated in vacuo. The resulting pale yellow oil
(7.28 g) was essentially homogeneous and used in the next step without
further purification. R; 0.19 (10 % diethyl ether-light petroleum). "H NMR &
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WD 2005/ 005443 PCT/ GB2004/ 002622 48 0.92 (3 H, t, J =
7.1 Hz), 1.31-1.49 (4 H m), 1.65-1.79 (2 H m), 1.86

wQ 3oosloos3 and 4.34 (1 H, br, s). Internedi at eP@T/GB2004/002622

oct-2-yn-4-one To a solution of oct-2-yn-4-ol
(Internediate 6, 2.41 g) in afktone (30 5 nL) was

added m xture of chromumtrioxide (1.91 g),

92 6B, 4t Le BllHAU.BE-1.42 (4 H, M)62.68-1.791(@ Kamn@r1.88(3 H, s)

ver a period of 3 hours. After a
f%'{dt%égqgnﬁﬁ? ites stirring at roomtenperature the
neegcdiate®: gbt-phvedaignd her with water (50 nl) and
the product was 1solated by extraction into ether (3 x

30 nilo agelution qimstResT-tel dntemaedinte:fd2.41 g) in acetone (30

SRR Bl B ST 00158 L P
g 2d7\’(\4i€% gﬂ?;a@ wﬁt)érQ;.l’anL( idrggwtse dver a7p§r|d2¢¥bf 3 (hourl_sl After a

Sudher :g@rr(nzutﬁs stirring at reom Mperaw@ rtrnedeeﬁt@nguas dlluted)further

173 ifrhwate? 8{5‘6' t%/drfrﬁe aﬁ'ogh NS ?eo?atga B Urabloh M Sther’3 x 30

pent ahone ur e
thiS)( elt)f‘imgyhldagﬁeklhlm smlbhéﬂe)@hbajmﬁcémﬂémmﬁmaﬂ&nied rhatiial

%aﬁswﬁmg&%acw distliPian 0 Bob! 1 ot & B1an, 1 adeg). 8 NMR

gé%a@f@b&%g}g tgf/l—ggﬁzgo) 7(9445'(2@'@ 16641“1"69 (2 H, m),
Qﬁw wgp%) aaﬁrﬁﬁﬁ(mgﬁ:w—? &ems The m xt ur e vvas
a owed., 1 .

{ﬁe)ntéﬁoﬂéy xylene (40rTL) vvas added asbefore Agaln
e mxtare was heated at reflux overnight. Upon
cool i fig & mixiwod af bis¢sthyeyldimethplsdyl)methane(intentediede 2, 1.40

Sodh i B bthind one AnGRIotiate 6L R o SRy ent gy
@ﬁenee(d OQQﬁll.ifé'tr}‘efl(JZ %s%eoﬁg s&’ﬁ.ltloh(éf '@Ccﬂb@)- (@55 31951e
(eeuw @.)241 cnnlg)ﬂn@y Hyletne (40 mL)? dBt)pweemen azpﬁr(cgi cm m) :
2,48 .
pebipdmatess 3 byl e Hitgib Yas Fionead eds i s eriont
%efore a further soluhon of CpCo(CO)z (O 25 mole eq#w 0.241 mL) in dry

‘[_)ent anet hyl - -disil vdr o- 1H i nden-
5y{e|ne (#Q f:| )Swegtadgﬁd(ﬁs before Agam the mixture was heated at reflux

Joyéﬂrg@h@tfg{ gn"cy(;@nd;hb tr]r g?%ei' S!a\tﬁee'% r%ngdg%\dqh%aéﬁ'g HoHh nfa"—fe¥|due
wa mﬁledhyreblh&mecr(rﬁmﬁic)gmhy 484 10% dlchloromethane in light
RSPISTECATTS NG RBEGAROmPRENS 7 45 9% e oL G ISl =
ReEIMAHST 1AGRRAR 5, 0.03 (2 H, s), 0.32 (B H, s), 0.33 (6 H, s), 0.97 (3H, ¢,
J=7.3),1.38-1.47 (2H,m), 1.68-1.75(2H, m)248 (3H,s), 293 (2 H, t, J =
7.32), 742 (1 H, S)and 7.72 (1 H, s).
Intermediate 9: 1,1,3,3,6-pentamethyl-1,3-disila-2,3-dihydro-1H-inden-5-ol
To a solution of 1-(1,3,6-trimethyl-1,3-disila-2,3-dihydro-1H-inden-5-yl)-
pentanone (Intermediate 8, 250 mg, 0.82 mmol) in dichloromethane (5 mL)

o
:b

was added 3-chloroperoxybenzoic acid (MCPBA, 190 mg; 0.82 mmol
approximately 71 % mCPBA). The following day a further portion of mMCPBA
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WD 2005/ 005443 PCT/ GB2004/ 002622 49 (190 ng; 0.82
mol ) was added to the reaction m xture, which was

wWo b@s/003ieat ed to refl ux overni ght. The fol | ow POT/d8%00a/002622

col ourl ess precipitate was noved by filtration
before the nother liquors mer reduced i n vacuo,
soI V-n& in nmethyl alcohol (10 m-) and treated with
Puﬁg BRARIMEY Vassadger tsg/thﬁere@ﬁtlon MixEigyyhigh wigsdhen

gﬁ%qéd 'f@lr@ﬁik ov@zrﬁ ht. SHel fro'IIB\ngjf3 n%)PQ '&3&?% ﬁgﬁ&&&ﬁ@ \Wwas

ours ure was con rate nto

wetresvedity flltr)atlaml daefcme it frictdemliduorbwdre cétﬂmrredclna.talcdo,( 1
eth

Wissalven ettuh Hhofiobitd b o6 Taes viscalins mathexide (25 %
?Jsﬁglmgﬁgww%%&fng@E e a%?%i:ﬁﬂtnh ta‘?‘?oo%q@{‘ngerature for

I red tal ne eneous s
®5¢I¢Jun$rthe:hm>dmw wgs aphger{isitea, taken Mptlntozxﬁa%rm @ntlyland

o h& ﬁ rﬂ%ﬁgo@'géﬁ%gﬁg H@f ﬁg rl%é{.lltmmglrﬁ&&ﬁg was é)giracted into
Flﬁhfl!;édelﬂéﬂa (31;4(425\“’11@) eﬁ@@ﬂaé)co%mﬁe@%x&é’ctblwérb dr%d%né}g’r%snum
sulpiaieyacs concemtrﬁyd Thﬁ deaeed ahenqowas 6btamed ina

hatvdashrsRRET Sl s hRtoFatnd (Rra.a0 ¥ e ga ktety

ather udul?m betrbreerrgrasc@daﬁ@mtbewrd edné)oer 0.43 (25 % diethyl
I nt er medi a

te 9. 36 (10 % di et ether in |i
Sheindia peienmR. HHNMRIGOGIQ 41085 (2 b1, 2008 (8 H)e), 226
BH Srads iy SFReE b afash ) ¢ U

Inferinddidte31 6 Dapt 4Ted évlanie Byl -Uisik-$.208 Aydr o- 1H-i n
den-5- yl)nmethylI-N (2,4, 6-trinethoxyphenvl
).EHEB.MQEQW_‘E%B_@.A sol ution of tri met hyl al umi ni um

<(3|r1 égwniggs é?ﬁ\%ggﬁﬁlvoas' ﬂeﬁgh%beﬁ%e%%r? n?'t%: the‘%? oleSs! Z%s described for

Sn&pm:am 9fR; 238 (60 drmmw@wanmlnghepbydmﬁhl tH INMR 51
in toluen di ssol uti on

57230 IS K, 65, 020h B b0 96 (h P b on 5 K3 5 )5 47 Dl 39689 (1

f a precipitate). The stirred mxture
es)v?g{drzgsggHO Cwthin 1 hour and then to 20 C

\E)tdmLem £ Ge[( 1]&13 3, 6hpentahibthybi 1B-digilac?, tditiydro-1H-inden-5-
.Ng So utlon vvasdthen
B S tirred

i Ogug:ﬁglgcl)l%o%? Wﬁetﬁyfaﬂnh&g% 5 Pﬁ@ﬁa@@hﬂﬂn in toluene (5 mL)

waiaemdcfeq/dr)ammmdbﬂ -ﬁ;fmmmagm 0 minhetesedizadtgret suﬁzfensgqn of

. I [ L (10 nL). T r t

%4 BPEaitenSniinedy R cHiows b5 . farme holieae GmL)
QisSollifbn 3f 9 6-tirAb Y aAHAB Hy RS NG RN PBY k& tdrmation

of a precipitate). The stirred mixture was warmed to 0 °C within 1 hour and

then to 20 °C within a further 1 hour (dissolution of the precipitate), and the
resulting solution was then added dropwise at 0 °C within 10 minutes to a
stirred solution of methyl 5-[(1,1,3,3,6-pentamethyl-1,3-disila-2,3-dihydro-1H-
inden-5-yl)methyl]-2-furoate (Intermediate 4, 359 mg, 1.00 mmol) in
dichloromethane (10 mL). The resulting mixture was stirred at 0 °C for 30

minutes and then at 20 °C for 3 days [almost quantitative conversion (HPLC
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of colour fromcolourless to black], followed by the
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solution (20 m.) (formation of a precipitate). The
preci pltate was separated by PPltration and washed
with eth acetate (10 nlL), the filtrate and wash
sePRfFelh a\W@fE@f@@lﬁw cglnurlemtcsbled@amnom@gm theeaddition of

|
SRS A00 R B A e Bl G 4 o
eplrepiplmw)t ahe F(r@cnpltat@ wé&)se;@éraféﬁt b)ﬂﬂfragah %tnf:ll \Ké§§hed with ethyl
was extracted wi
%@tatee(@@h)rﬂs]e fiftrad .a@d)uwasmgolétt@m%wr%@mbm éﬁddhe
e i SSRGS FRUBIR IR 300 | S A0ing
sammm.lsexasrasbiuhnng(Atahel BiaséresatttictansitA cing &evmbf(z& 20

fr h t|o of . e acet te (20 nL usi ng
hfsf'régaéé‘r“? S?'Héoﬂ .(/r\lwaéﬁxira@tadowﬂh ethyl

s
5&“5‘@“ Qd“ﬁ%uéﬁégéﬂé'ﬁ?ﬁe ﬁ*éﬁate e Rl e e ctha
I aQSOLS wa@esoluhdn ¢BY qmdethewrgamn@xtrhet waseseﬂaleathfollowed by

P Shenrid o8 et oA o SR X PO With s pagionyer ety
(é?@stﬁt% (]Q(Dl mLNsHP#R)sarfd B Rﬂbcol%sh&éscn%@@tf@rt i rQ?éﬂF‘ﬁctlon

(55: 45) The relevant fract| ons (TLC contro
ceafienea; Al Qmﬁrtm@xgactsmrevmbm@aad dmedewvaranhwdnbus

T d
PSR SapHe1E: R Ve YR reio Esfiitdet Ferite Bressiin apsi the
afesidue wasldanf@d By lc@lunhrﬂcldﬂo@‘ﬁé’@bra@ﬂﬂ&in §ik€a BE) [cBN RN @
LFﬁrl od. of S@/é The 20 product was recrystallised

H@PSH&@ eq S Silichgelad@0 gH82ra3sum: IGN 028R6H elvent, ethyl

Sk Bl RIS 0 Bl PR AN (B peines

tdred hetScrbverﬁmmmrraHnmved?@%@n retidc@d;paessoré ahd r%ﬁdue was
mstllin@gaolld(%?%O?OOmml 245) C. _
f @4 2P0 C by-yapaugifidasion o@n-n@t@@e( 0 ng)znto;@ solution

21 e s eral i akinetiord 1 Fols S0qTTRPY Sale, The

epToauct was recrystalhsecfj] ulnder the same COhldI'[IODS alnd the resultlnc};] solid
yl ox) 0 4- y am nol -4
VS@'%& biisean! @nyw?ﬁnsaéﬂg R Rbre B BL gl dried 1 vacuo

ope
L T
mmmmssmpbtamnerséhdgwﬁﬂwg Q. I(bwrrmﬁcﬂmﬁlp” G@Sd@SAhéb@blcd for
in WO- A-02/ 098363% and I nternediate 9, usin h

e OET (G165 62 k0698, NoghEmb 0sinela Be BR.6, W 6.9; N, 2.8.
E0RnBR245.( £ SBPOA M efrt1,3-disila-2,3-dihydro-1H-inden-5-

yloxy)-N-{2-[3-(morpholin-4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-
5-vl¥furan-2-carboxamide

This compound can be obtained from 4,6-dimethoxy-N?-(3-
morpholinopropyl)pyrimidine-2,5-diamine (which can be synthesised according
to the procedures described in WO-A-02/098363) and Intermediate 9, using
the procedures illustrated by Scheme 5 herein.



51 Exanple 3: 5-(1,1,4 4,
7-pentanethyl -1, 4-disila-1, 2, 3, 4-
WO edosabsads onapht hal en- 6- yl oxyl - N-f 2- f 3- (4- net hpd PiGBeran02622
i n-1-
yl) propel am nol - 4, 6- di net hoxy5'h, 3-pyrimdin-5-yl}furan
-2-carboxam de 5 This conpound can be obtained from
4, 6-di rrethoxy1N2 [ 3- (4-

(o 8Aa PUY: ““ E..'-.-..-, r_o108dures

heréln _ : ' S
1. A c%@eﬁwoe«ﬂdfcgﬂrhﬁ gbt@ur)edo‘romdfamraemaxy-/v% [@ 4-D E

'm&h?lﬂl%ara%mﬂ#)&l: @l]ﬂ?ﬁ%@ﬂé?%d%m% \g%m be }g‘ygtﬁlgsmed

@capeding éo ﬁmrpro@eddre‘sfcms@nbeawmm@am%ew éﬁﬁéntermedlate

1§Q( Qﬁgzordmg\, q%r,ecgzroygdurgp IHL@(trajgd by §c,h§mq @Hqge)rgm -0-,
-Q(Rb)2-, -Si(Rc)2-, -C(Rb)=C(Rb)-, -C(Rb)=,
-(CH2)nC(Rg) 2-, -C(Rg)2(CH2)n- or -CH(Rb)CH(Rb)-; 10
wherein any of A, B and Cis optionally substituted
wth -Si(Rc)3; Dis -(CH)n-, -C(=X)-, -0-, -S(Om,
-Q(=X) N(Re) -, -C(Rb)2-, - C(Rb)=C(Rp)- |
-CH(Rb)CH(Rb)-; Eis optionally present and is
-(CH2)n-, -N(Rd) _, -(CH2)nN(Rd)- or -N(Rd)(CH2)n-; 15
Fis -C(=X)- or -N(Rd)-;
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Gis -(CH2)n-, -N(Rd)_, -(CH2)nN(Rd)- or -N(Rd)(CH2)n;
J is optionally present and is -0-, -N(Rc)C(=X)-,

WO BosMIRC) -, -S(Om, -NRc)S(Om, -S(O mMPEGB2@x1/002622

-N(Re)-; Kis optionally present and is al kyl ene
optional ly substituted with RZ or 20 Kis

cycl oal kyl ene, cycl oal kenyl ene, aryl ene,
ﬂéﬂﬁﬂﬁiycloalkylene, het er ocycl oal kyl ene or

e RN B B B BIALISS ¥ oLl o

cycl oal kenyl, aryl, heterocycl oal kyl,

het eA g AER 0 eroELyI/Gan ~h is
opB(on ly 125 wi tF Ra, i OHK—L
- ORY o 29 N( Rb)HRe SO M\(Rb) (R G CN, WO

CT/ GB2004/ 002622 53 each Ra is the sane

or different™and is hydrogen, hal ogen, alkyl, aryl, |
hydroxy, al koxy, -al koxy-(CH2)nC(0)2Rb, -0-aryl, ()
-C(gX)fRc, -NA2, -CN, -N(Rc)C(=X)Rc, -C(=X)N(R) 2,

-S(/0) 2\N(Rc) 2 or -N(Re)2; each Rb is the sane or

9 s—ryd ogeEn\orGaI oY g each Rc is the
- : cycl oal kyl ~or—a+yt” optionally

substitutgd with Ra; each Rd is the sanme or different

and i s hydrogen, alkyl or aryl optionally substituted )
with Ra; each Re is the same or different and is

twhereien or al kyl; or Re is aryl or 10 heteroaryl,

cach @ She T et OB RershHRENS ¢4 BPhrChio -
G(RY), JSﬂﬁR’?Fz-,NOA,/ -$(@)R1 -NegeN{RH)-, ERIIRT)C(=X)- or -C(=X)-;
het er ocycl oal ky het er ocycl oal k or_heteroaryl;

|, | |
Ro- C. 1% <4febiant 0Bet TR bor- i Rolzor-SeRAFA (Rt RO,
t i t j ) | phur; 15
HEHIRETRAL, LEBICR-SB-CRUERRET St BN 2o e

aryl eneherein et eff AaB dnein® js eptidreallyaubstiiutdd with -Si(R°%)s;

optionally substituted wt , eac ISt ane or

i 1 endin (Gha s C6=X - z,g(@%, -@agﬁmﬁé 'EEB%?;ane or
o, L byaneh i g b2, or 3; with the provisos that
atbhlﬁgagmo)ﬁe@ol-?mA?bHBé%rzd C conpri sesﬁ? silicon 0

at om EAissontioDally present eadhis & Gt -NIRT)+ HE Hdat&RThrcor

dpesq conprise a Si-Si bond, a N-N single bond, a
Sﬁﬁ%)g@ﬁa),""a Si -N bond or a NNO N |inkage;

F is -C(=X)- or -N(RY)-;

G is «(CH2)n-, ~N(R%-, -(CH2)aN(R%)- or -N(R%)(CHz)n;

J is optionally present and is -O-, -N(R®)C(=X)-, -C(=X)N(R°)-, -S(O)m~,
-N(R%)S(0)nm-, -8(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"),, cycloalkyl, cycloalkenyl, aryl,
heterocycloalkyl, heterocycloalkenyl or heteroaryl, any of which is optionally
substituted with R?, -C(=X)OR?, -OH, -OR®, -C(=X)N(R®)(R%), -S(0)mN(R°)(R°)
or -CN;
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or a pharmaceutically acceptable salt thereof. 2. A
conpound according to claiml1, which is of fornula

W@ 2J05/08344A conpound according to claim1l or clBEIMGB2004/002622

wherein A and/or Cis 25 -Si(Rc)2 4. A conpound
according to claim 3, wherei ach RGis the sarre or
different apd is npound accor di ng

cl ai meRGHR c!Sath?r]S@m%ﬁ"e?“gPF?r)&aé‘ﬁ'd? Hydreges, ha@@ﬁﬂ) Qlk)" aryl,
Wf allod) %&%’9&%@%&0@%2 _toﬁ% agg ﬁ;oa er en’t
aN@Rf)g(hxmbQG(FM)N(RFKWS(O%N(R )zmpbl@ﬁﬁ)z accor dl ng t 0
Gy REFERRb e Seflie.JLaRiAn Sngiis hsceen eyl v

2005/ QA3 @ﬁ @5%9306?[ \Aﬂﬂ’gﬁé}@ ané‘}igwﬁcge%ﬂéwqalkyl -aryl, -alkyl-

according to aim7Y erein eac he “Sane
diytlostkyhor and ophorh&ldlrﬁdﬁﬂﬂdeda\hm 9. A corrpound

a% co (r) (rj in % &ds%é S%jeec %dcla ﬁﬁfﬁ%ﬂ rcr']d% f@gmgﬁa ?g(ygﬂglaryl optionally

m@g@@tétg“mhqqam wherein E is absent. 11. A corrpound
according to any preceding claim wherein Fis - I('\)’g

12. A Uisdha searaiphdiffeterd mpdie bydiigey @ alkytj or

S e el e s Pty SERBRYES R B ouna
accor daeh R'ds iy s@measdiifigredt ahdis Mmb &n oil aagai df Rie-R
10 absent, and L is hy drol%gn or -

d@'ﬁ?ibtﬂwtfa?fcfeffahﬁ?éerPGV%lﬁﬁl k h@teap%dqalk@nmr heteoary; J
IS - Nihg ~Kod erocycl oal kyl . 16.
A con&u%?a%ggﬁég%%ﬁggfcgﬁﬁh%reécgg%g claim wherein

Ri ng Jsach X Iseﬂhersmnqbedéferéﬁ and isdxggepousdigeor di ng

oo tHBoa asHE Rtk the Smiersr CRIPRLAM 81 each ahdene or
\ﬂgﬂ&o% Iéne r&iﬁ@'b WérL@dﬁtmblofguwrtut@w&h Rany of

ich s opt| onal y substitute A conpound
accor diach mds tHeasame®r differest andRis@ or 2; andbst i t ut ed

di £ eFBRT  BR SR S BIRE SN0 Dndh el od from

al koxyyitihelsrooees that at least one of A, B and C comprises a silicon

atom; A and C are not each a bond; and the compound does not comprise a

Si-Si bond, a N-N single bond, a Si-O bond, a Si-N bond or a N-O-N linkage;
or a pharmaceutically acceptable salt thereof.

is aryl or

2. A compound according to claim 1, which is of formula (1).

3. A compound according to claim 1 or claim 2, wherein A and/or C is
-Si(R%)2-.

4, A compound according to claim 3, wherein each R® is the same or

different and is alkyl.

5. A compound according to claim 1 or claim 2, wherein A and/or C is
-C(R®)z-, ~(CHa)n-, -N(R")- or -O-.
6. A compound according to claim 5, wherein each R® is the same or

different and is hydrogen or alkyl.
7. A compound according to any preceding claim, wherein B is -(CH2)n-,
-C(R")2-, -CH(R?)CH(RP)-, -C(R")=C(R")-, or -CH2-C(R%)-.
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20. A conpound according to claim1, selected from
5-(1,1,4,4,7-pentanethyl -1, 4-disila-1, 2, 3,4-tetrahydro

woapkobshen- 6- yl oxy) - PCT/GB2004/002622

N- (2, 6- di met hoxyphenyl )fur an- - car boxam de;
5(11447pentarrethy| sila-1,2,3,4-tetrahydro

napht hal en- 6-yl oxy)
r& (2, A eompionl@fi r?&ﬁg?iﬂﬁ%iﬂ ylam ZnWheraip 5eehR ds;the same or

%reﬁt %hg(?%ggﬁ%tr@ﬂy] ,4-disila-1,2,3,4-tetrahydro

I@ ( 2, A 69(np|omad fewegrding tqsmy prediediriy slain, uwlaereir Das b@x,aS or
?_E 5-(1,1, 4,4, 7-pentanet hyl
“Chedisila-1, 2, 3, 4- t et r ahydr onapht hal en- 6-yl oxy) -

el 2. 8bfiglound accorcingto ny progeding dleim, wherojn £ s absent.
rm1de foomppund atcarding enamyrpraogdingl¢lainai whéreinl F s 3C@0O)-.
t ra %dr A F\h?ﬂabs&gr?%gq ﬁnﬁll?)recedmg claim, wherein G is -N(R%)-.

1)6 ) pr;o@ahq@asuﬁe]ac&o&ﬁb fetiap Y 21wBerih IRM i ihydRogen.
yl ¥ furan- 2- car boxam de: WD 2005/ 005443

Ha&T/ GBngmpggzezagcosim@tq anyL precgding claim, wherein J and K are

SRR HT 14 Bl Sh B LR, 3 4 tetrahydronapht hat en-

N&i ”Bﬁﬁbdﬂn@ﬁum)a@b@mh@m 2 oﬁclérrﬁ& mred M@ whkrdinyisi-NH, K is
i n-5-yl}furan- 2-carboxam

slkylene and Lﬂsﬁ@ﬁ@rﬁﬁﬁ@ﬁﬂky'l 4 disila-1,?2,3,4- tetrahydro

%Oht Pgl:?;ﬁngguﬁh%&rflrsg 0 ar(%wecedm(% clg m, W wherein Ri yg 1is,

-h@;ténomr)denneS yl I}wf ur an- I car boxani de; . ) I ,
1- 1,2 4-

i &995155555@%09@@& KB R A, Whetn S 4 SR e,

51;< 1, I &;hﬁbg@& Zévégoﬁai@@ {Pady aré’oeﬁlﬁgeénémh,mﬁ&wmﬁgat%

yl oxy
tphemyt, myrigdiaplydr) dyridimy 2aryaefwliahiigsieptionally substituted.

sl v fg§<6 ”ot,lad @’é{gb}dﬁé |fading 18 Ghbedih MG PLRRERAEN 2

tdr'mhés)m shibstitiehtdbeihg the Xbirdeubradifféreprirpedeiodeurrence
5-(1,1,6-trinethyl-1-sila-1, 2,3, 4-tetrahydronapht hal en

andyseiagtyed Krame alkoxy and halogen

1 oo LBEMIPI R B o Y ) a2

411 si I &-(1, 2,434 F-peritambiroi-dnagisiibal 28 44esrbnygrpnptitAaled-a-yloxy)-
AR GrgimethayrhenyNiuan-drRaraexamides, 6- di met hoxy- 1, 3- py

S (1, Do e ret R RUE T A0 g otphycronaphinien & ioxy)-
-N-(3 ABrimethpRypienyl)furan-2-carboxamide; .
et Bl A AR by o S AtelTBhy S hapniaRAie. yioxy)-
N-(2,4,6-trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;

5-(1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-(2-methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;

5-(1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-{2-[3-(4-methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-
yl¥uran-2-carboxamide;



5-(1,1,6-trimethyl-1-sila-1, 2, 3, 4-tetrahydr onapht hal en
-7-yloxy)-N-{2-[ 3-
W@ eansfpbrahs n- 4-yl ) propyl am no] - 4, 6- di met hoxy- 1, BEPEBROMH02622
i n-5-yl }furan-2- carboxam de;
-5- (1 1,7-trinmethyl-1-sila-1, 2553 4- tetrahydronaphthal en
yl ox

d| RIE RS -, éeﬂ*g@ﬂ%ﬁ%é 4 tetrahydronaphthalen-6-yloxy)-
R

Q—catbbhawmenyl ) furan- 2 car boxam de;
Pol o1 aelh ) AT mEnEme v aRa 2 S AR BN Ra I dleh B oxy)-
é@ﬁ-‘{'ﬁ '(lﬁiﬁbﬁbﬁblﬁl-z}:-lyr)@ﬁffp@%‘n%hﬁ?ﬂ,@&ﬁ@tﬂ@xy—%,Q%—pynmld|n-5—yl}furan-2-

trimet
csrhexamides, 4- tetrahydr onapht hal en- 6-yl oxy) - N- ( 2-

o boxd WL S GiestyeT s 2 e e ier TBAo%) N (26
%&éﬂ"@bxyfhéhﬁghmﬁéiba&bd)@ﬁdg 3, 4-t et r ahydr onapht hal en

6-yl ox
met hylﬁa é,ﬁatzlmethylw -pita-0 R/B Antetrahydropaphthst eroX yylaxyd-Ny2,4,6-

mde; 5-(1,1,7-trinethyl-
F"?eﬂgjxi'gggé%ifﬂ %F?Mé%t hal en- 6- yl oxy) N-{2-[ 3-
5 (N, IS¢, meetrifethyl-1-sila-1,2,3 4-tetrahydronaphthalen-?—yloxy) N-(2 4,6-
am no) pr félamno 46d|msthox 3-pyrimdin-5-yl}f
a

rt%meﬁgw oNamige-5-5l){uran-e- carbpxaméi%w 1-sila-1, 2,
3,4-t t I

( mor pho fﬂ%gﬁy oﬁ?#légﬁ]ﬂé?]ﬁ %ﬁé}%&%%ﬁbxﬁ\yalin - IOX DN
|mret5ylya|rr}lh0¥4‘a®-d2ﬂempdmmydEmdlﬂJCB—yI)furan-2-carboxam|de

5-(1, 4.4 7. | 1 h
oncgph él bR- %‘”ﬁt@y{)‘m #(22% 46teg'aﬁlyqﬁ%é1ap B rxf’l) '{2 [3-(4
Hé{hﬂ?lpéﬁflﬁt ES @)’?gﬁe mln?]-4 6- dlgqe;tp?g L 2E);\/gr’lnA1r|d|n-5-yl}furan-2-

tcarbca@yrddenapht hal en- 6- yI oxy)

5 (1 B8 e 12 3 4B lty e R R 7 o2 13-
QN?@J&‘irhéir@Ibrﬁmz&éb)/tanﬂﬁo] -4,6- dlmethoxy-1 3- pyrlmldln-5—yl}furan-2-

4, 6-trimet hoxy pyr'i m di n-5-yl’) fur an- 2- car boxa
cbpxaml €;

oo kG LEamAMoATERM 2 3 4 eftel bbbt o TSGR 2 -
Nmbmmmiy@mdpyleﬁn Pofi4reetineetitoty-3; P pyiimidinG-pitar-a+ a

n- 2- car hboxamd
sarboxamida; 4 7- hexarret hyl -1, 4-disila-1, 2,3, 4-tetrahydr

onaph | £5-. \V - _ o

N2 t[ﬁh(al <ﬁ'7’ r}@yﬁtl‘?% 4. gn}aa; 2.3.4-tet t;/a rfh}/%rgﬁaghthalﬁn-g Yoxy)-N-(2,6

kﬂdmgﬂwbx;%pmmyl)fumm-@artﬁﬁ(am@é ur an- 2- car boxam de;

oo hEra b TS TSI 12 3 4Ry adnbRtnbien 51681 2.4.6-

trimethoxyphenyl)furan-Z carboxamide;
5-(1,1,7-trimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-N-(2,4,6-

trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide; 4
5-(1,1,7-trimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-N-(2-

methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;



10

15

20

25

30

N-{2-[3- (N, N-di met hyl am no) pr opyl am no] - 4, 6- di met hoxy-
1, 3-pyrimdin-5-yl}furan- 2-carboxam de;

WG 2(08/005423 4, 4, 7- hexanet hyl -1, 4-di si | a- 1, 2, 3, 4- PET/GRRO0002622

onapht hal en- 6-yl oxy) - 25

N-{2-[3- (norpholin-4-yl)pr opyﬁ’sarri noj - 4, 6- di met hoxy-1, 3
-pyrim ?Ln 5-yl }furan-2- carboxam de;

5- ( 5- % blyrimethul-rsife- ehé dnietrafy drenapkihalandG-yloxy BN42-[3-(4-
G PSRRI Nl RRNb A Y. o/ SBIAHIRBS feh 2-

uran- 2-‘car boxa
Safboxamidexy- 1, 1, 4, 4, 7-pentanet hyl -1, 4-disila-1,2, 3,4

et r alfyh bTa ety kst 123 4y teienudenepbinelan Bulgpidiy2 13-
'{Myﬂoﬁg?mmggﬂ?%é?i%@%ﬁgi-pyrimidin-5-ylv}furan—2-

tcarbetaymidenapht hal en- 6-yl oxy) - N- (2, 4, 6- tri met hoxy- 1, 3-
gg-l/ gé@gh?o%lgg@)ﬂﬁg§|?a—1 i é,ﬁ%’éﬁ%;‘?&fon‘é&%%?e?{ﬁy g'xAi/?-N-{Z-[S-

mioPp R INAeX)) phoplienitol- 4R ARt bRV ;3L perirdlidhh 5y frurkn32 4-
t et rahydr onapht hal
€ArEXANYLY) - N- ( 2- net hyl ami no- 4, 6- di met hoxy-1, 3- pyri ni d

5. (5- Relnbgyh A 1IR3 2 ¢ araeronpthaen §oviony)
B/-{Z Erdiimgthioxha phnyIELem-B-astsoramiblef 2- [ 3- (4- met hyl
pi perazj n- 1- propyl am n

tri ne@nc;xyzm,y&mamemwrn %—éﬁ@ﬂf{j 2 Adeleatvsisonanhthalen-6-yloxy)-
= - ,4-disila-1, 2, 3, 4-
ﬂf?ﬁr@%ﬁ?&ﬁ%’?%ﬂ#&?“xﬁf%a@?S‘E@r?gkéweﬁs ( N, N di et hyl ani

no) pr Spil, ‘aﬂj??-k&xﬁmg_thyl-g ,4-|disicla-1 ,2,3,g—tetrahgdronapgthalel%-S—yloxy)-
XY - - pyri nm di n-5- ur an- 2- car bgxam de;

&-@M%@J@%ﬁ?ﬂrymm%ﬁ?xﬁi@\é@wwupxaﬂﬁw;a- 1,2,3,4-

tetralydrpn aﬁﬂ?gﬁxﬁﬁ‘mﬁﬁ%ﬁ Qi1 ,{2,23,51§ét(‘éHVdP$HHdh'EHéféﬁ(—b)yloxy)-

ropyl am noj - 4,
&-é%ﬁﬂwam}@-ﬁﬁrdim@bwﬁ Y- pyrimigiin-3-yd furaox@-cadexamide;
napht Rl e AT Bieamel i Haista 1.2 SateiranycinaphirEidb Yion
N-{2[Bcimeseriyneiseany Lyl fpio@iarinciiPe st tdxy-13-pyrimidin-5-
5- (8-net hoxy-1, 1,6-trinethyl-1
yRiuran-2-garBoxamisle; ahydr onapht hal en- 7- yl oxy)

5 (6. Sy BB R R0 5 S MBS Batnaion pyon)-
NafRE @V, Akdithethylamiro)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-ylfuran-

(2,4, 6-trinmethoxy-1, 3-pyrimdin-5-yl)furan-2-carboxa
E;Q%?O’Eﬁr@g-enet hoxy-1, 1,6-trinethyl-1

N e R s s e el
N-@2-[Safnbarphoiintd:yl)propylamino}-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;

5-(5-methoxy-1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-
tetrahydronaphthalen-6-yloxy)-N-(2,6-dimethoxyphenyl)furan-2-carboxamide;

5-(5-methoxy-1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-
tetrahydronaphthalen-6-yloxy)-N-(2,4,6-trimethoxyphenyl)furan-2-carboxamide;

5-(5-methoxy-1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-
tetrahydronaphthalen-6-yloxy)-N-(2,4,6-trimethoxy-1,3-pyrimidin-5-yl)furan-2-
carboxamide;
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5-(8-nethoxy-1,1,6-trinmethyl-1-sila-1, 2, 3,4-tetrahydro
napht hal en- 7- yl oxy)

WOR§03A0)34% 4- met hyl pi perazi n- 1-yl ) propyl am no] - BCBGBR20081002622

hoxy- 1, 3-pyri m di n-5- yl }furan-2-carboxam de;
5- (8- nethoxy-1, 1,6-trinethyl94

S|Ia1234tetrahydrona ht hal en onx%i
N-{ 2- [B{pMethexyrdthd, |4ahpﬁ6%m%bylrbﬁrdﬁ}]a-m 4t met hoxy-

'teﬁgﬂ%eﬂoh'ﬂaghﬂ?%ﬁ é}){l @g}l n‘@ﬁ@%ﬁﬁ%ﬁ% -dmethoxy-1,3 )Pe{nmldln—S-
htdnaﬂmafﬂewnﬂw,)

phol | | 6- di met h
N{fyf. PRGN b Ak PO Gt 284 1

e e —

NrifristiBexli-mS- pmmlmheﬁyyl})‘lﬁnanamcﬁmmabw@;m de;

gng;ht gﬁ é\’,lpsfg i@ﬁt?\ﬁen{ametﬂyl 4- d|S|IaZ‘I % ?A;4t- etrahydr

A TR T o i

sdinethoxy- 11,35pyrmdmﬁﬁld}b‘mlan5|2-aaﬁb0$ahwa; 2, 3, 4-tetrahydr
onaph

N (2, Zg@ tﬁ@%&]g)ﬁyaf %Pﬁm%"?ﬁta}" Al é %’?'}%‘1 12a% 42 car boxa

nﬂed@hydronaphthalen 6 yloxy) N—{2 [3 (morphohn -4- gl)proEylammo -4,6-
5-(1,1,4,4,5, hyl i sila- t et rahydr

(2 ;@f&oxam 5?141 §: t%wqxé’la 1 53W{ewgh9aaanapwhg LA yioxy)-

(2, &dmeéhéxybﬁeﬁyamwma—eérbéxam&id a-1, 2,3, 4-tetrahydr
onapht hal en-

N o ST matReny 1 5 Gimethy--5ley 2 Sy tedahvaorapkthaleReT-vioxy)-

S o B 2=l R o1 057 Cet r anyar

onaphtHé8-eretboxy- d))dyﬁ—trlnie{mﬂ-ﬁ ileN, 2,3 4-tetrahydronaphthalen-7-yloxy)-

Mg%@%' aﬁqm pé;@% ;r;’.:;—lﬂ)%an %-cargoxar% d%a 3-pyrimd
5> (1, ]5-‘(‘8-%e'ih3x§1¢>q3@0¥rtirhé{hqu1 il £R ko fetrdnjdrénk ﬁméfé\ﬁdr-yloxy)

onaghthalen 6-yl ox {3-(norphol i n-4-y
B iy eeion A &y tosy B T I BnE s D 2 e oshide:

o oo a Mg 1 Grtmettivi-d:sler| P.3 - ptahysirogaghtpalens-yioxy)-

1/8-{2-[3-(4-methylpiperazin-1-yl ro lamino]-4,6-dimethoxy-1,3-pyrimidin-5-
tet{r zghédrona%ﬁt%a | en- 7y32 ofy) N-(% 6- di met ho);(yphg%yl ) f

W Hnp-2-garamide;

5 (6. _—
t et( r ahy Eg rona p%x% qa;lléﬁ't%n)g/ Fﬂ@(_;} ;Jé?lh-h%’%?,%—é’u?b?é#gfﬁ ﬁé%ﬁg %gngyl oxy)-
| ¥ RH 3NN cimnbthwiamide)propylébinodledimethoxy-1,3-pyrimidin-5-yl}furan-
1%4, , 8-pent anet hyl -1, 4-disil a-1, 2, 3, 4-

t 'P?é’r%ﬁ'&%pht hal en- 7- yI oxy)-N-(2, 4, 6-tri met hoxy-1, 3-

pyri m gl @rRsthbly-4 136 tdmethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-
N-{2-3-(morpholin-4-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-(1,1,4,4,5,7-hexamethyl-1,4-disila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-(2,6-dimethoxyphenyl)furan-2-carboxamide;
5-(1,1,4,4,5,7-hexamethyl-1,4-disila-1,2,3,4-tetrahydronaphthalen-6-yloxy)-
N-(2,4,6-trimethoxyphenyl)furan-2-carboxamide;
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20 car boxam de;
5-(6-nethoxy-1,1,4,4,8-pentanethyl-1,4-disila-1, 2, 3, 4-

WO edosasads onapht hal en- 7- yl oxy) - N- ( 2- met hyl am nBEHGB2@H 1002622

et hoxy- 1, 3-pyri mdin-5- yl)furan-2-carboxam de;
5- (6- rrethoxy 1,1,4,4,8-penta®8t hyl -1, 4-disil a-1, 2, 3, 4-
25

t et r aby(d; hdahb Hexamethy1 ghgisilan] 223, f3ettahydeonaphtaien-azyloxy)-

in-1 -y, | arg -4.6- .

02 RGNS - R B fpran o arbPRiSSin e

i’ ng %1“1;&)& 3 7Jhe4<aﬂweﬂ1m r-gigRd- ! 3, 4-tetrahydronaphthalen-6-yloxy)-

#\étz-ma}hylaﬁmmﬁ;d@methow-@@pynm{dm b3yl Jfsran-2-carboxamide;

N- di I

i et by A gy oA Mt 2.2 4-ceusianaRitbaley S viow)-

#Rr tsmt h@ﬂyyl bpbrézﬁa‘lgylmﬁéyﬂﬁﬁﬁrﬁb/jlét 6~d4m@tfﬁ>dya‘t 3. RAxrinidin-5-
rahydr onapht hal en- 7-yl oxy) - N- {2-[ 3- (nor phol'i n-4-yl)

yr}wgmﬁﬁarbpxamsie

2005 boaA S PoBb NG A5t e AERE RS R el yiow-

ﬁ 3V o-gindethy Kadfind yptopytapting}4, 6-dimethiixl-a; 3-pPribidix-5ed}furan-
ydr onapht hal en- 7-

?I‘Qﬁ( PPxam(CL; 6- di et hoxyphenyl ) f ur an- 2- car boxami de;

?afws dr%o 12’%%&5 ¥ ﬁeém‘e%fl AMebiyd-1 b 4 24k ahRirdnaphihdlert-Blyloxy)-

(;EG{B -{iNe(gholined-yh) propy leoxinplh4 Bydirfatinaxy- 2 Sepyrivoidinvbeld}furan-2-

Qa(t@)‘@m'g‘?o 1,1,4,4-tetramethyl-1,4-disila-1,2,3,4-tet

rahyds eN1/4,4 8—pentamethy| -1,4-disila-1, 2 3,4-
onxy) -t'ri met hox 13pr|md|n “yl) furan- 2-
wrahy)cmm@;ﬁqthalen -7-yloxy)-N-(2,6-dimethoxyphenyl)furan-2-carboxamide;

> (6§ d?@ﬁ Hond ﬂ1,ﬁ£%ﬁ5&ﬂ§ﬁ£¥ﬂyl%zi‘d?’é:l%'4§3142 3,4-tet

rahydro
YétPadroh 2;aﬁrrglteli’nw’-9las1x9)1f\/4l(264 gitrriditonypheByNiuran2diatbdxamide;

yl ) furan-2-carboxamd

5- ( 6- SHitomethoxy-11 4.4 Spentamethy, 4-difilar1.8.3142, 3, 4-t et

SRR ARERr okl MR As I me o | R Ry an 2
garboxantidey- 1, 3-pyri midin- r__ -carboxani de;
5-(6-chloro-1,1,4,4- t%eéarre

1 aBeseiag 4 48 B sTRy R dattifeh 2241 ox
%ﬂ?ad‘(%réfrp%(ﬁhtﬁa[e 7-y|ox& {\Iain-me}rzyélla’mgmg—4 6-d|meth0xy-1 3- pyrlmldln-5—

am no nmet hoxy- 17 3- pyr
iytjfurad-2-garpoyensnide- car boxam de; 15

5 (6- %h@or%ml%l hﬂ-ﬁa%tpen e¥hyI]’| AAf'ddSII%"{ 33142 3, 4-tet

r ahydro
YétPé‘l‘YQdTBhé&thQreﬁUT-?I& N—{‘QDBL m@ﬂwlﬁﬁbmﬂn—m@pwp@r@mﬁw 6-

pyrim di n-5- car boxam d
@metrwydr,&pynmndmr&wl} ranzﬁarboaamlcte 4- tetrahydronaph

thal e & YW1 4.4,8-pentamethyl-1,4-disila-1,2,3,4-
tetrahydronaphthalen-7-yloxy)-N-{2-[3-(N,N-dimethylamino)propylamino]-4,6-

dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
5-(6-methoxy-1,1,4,4,8-pentamethyl-1,4-disila-1,2,3,4~

tetrahydronaphthalen-7-yloxy)-N<{2-[3-(morpholin-4-yl)propylamino]-4,6-

dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
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(2, 6-dinmethoxyphenyl )furan-2-carboxam de; 20
5-(6-chloro-1,1-dinethyl-1-sila-1, 2, 3, 4-tetrahydronaph

W babeos4d3 yl oxy) - N- PCT/GB2004/002622

(2,4, 6-trinmethoxyphenyl)furan-2-carboxam de;

5- (6- chI oro- 1, 1-di net hyl - 1- si®%- 1, 2, 3, 4- t et r ahydr onaph

t hal en- onxy) N (2,4,6-trinmetho

, 3- pyréPghiera-iy, ﬂﬂuieg@nptbwrbdxd;ﬁ%% 2,3,4-tetrahydronaphthalen-7-

Bﬂéﬁg - f%ﬁo ‘%'g"e)}h%@'éﬂglgfu}ar? bl Airhostariigs: ¢ €t rahydronaph
met hyl mmhloﬁoﬁ i nptdhemyethy3t Bydisin-oj28, G-turatydraraphtisalen-7-

ar boxa
3exy) CMT(&‘%G -rimetgoxgehgnyl)iurentZicarbpxgmide;et r ahydr onaph

t haI e g636|'1f33|¥8-)1 Mﬁsztr%%détﬁ%lnﬁwﬁ’gfé P! #4ltetrahydronaphthalen-7-

ropyl ant ni

Sﬁ?%ywnm Wr‘&ngﬂhbkym a@w?r:nwrﬁntﬁaylamrmzcarboxamlde

3 4-t g—ké—%ﬁﬁgﬁﬁhﬁ{g@é!méhil%%ﬁsn%i 2,3 §-tetrahydronaphthalen-7-
oS 5 AR TSy SR ot

PCT | CE2(B-¢honad2b4, 46mtramethyl 1 4 disila-1,2,3 4-tetrahydronaphthalen—7-

t éﬂ?ygf{\t]-igﬁéé n?etﬁylpyeré/zm 1-y| prop)]/'lémlnd]ié %lme Hg ? % ;?yrlmldln—

j\a_'_rrp_’rp;l?zoééraofgmid)epropyl am no] - 4, 6- di met hoxy-1, 3- pyri
[

n-5 %furan 2- car boxam de;
o (4 5 chioneiyf Aobioneibyir bifisi-§ 25k eketyzramaghislon-7-

yﬁ&%ﬂg?ﬁ%)@”&aﬁme}ﬁﬂﬁmox%ﬂﬂqﬁgg%l %?Qir(éthol,y—163—pyrimidin—5-
trryé}tﬁﬁﬁnh%cgwﬁééuran 2-car boxam de 5 (4 4, T7-tri

ot hrB{6 STyt ik AR YY | 4rdifih ] 2 Ausehyionagginalen -
168 -T2 SRl 4=k AR B0k nEEk Y, 625 PRS-

dilYieraneX radockemidé;m di n- 5-yl ) f ur an- 2- car boxani de;

3;5;‘ 5 Zéztc f@rc%"jtﬂﬁ{gé%b?l' ba'sg%hgg 3 AR Enyalonaphthalen-7-yloxy)-N-
i rimdin-5-yl}furan

s A e A

a- chr drrfrchloyo- 1o’besibneﬂhylzi-[sﬂa(1l\2 3M-tesrahydronaphthalen-7-yloxy)-N-

O&gr%é}t'f)’l %@Lﬁéﬁ)ﬁﬁl %nh,?ﬁéré@(%{ﬁihmt hoxy-1, 3-pyrimdin
7 t ri fB‘-(G‘-)throf‘o-SI‘li -AmSathPIrRRiIQ-1yD, 30K3trdiytiFor apHtaER-2Ploxy)-N-

;xe)qoﬁﬁwemﬁxmo’q 3pyeinidiner-Hbfuyan-23capexamide:- 5-yl } f ur an
7. -2 t (r: ﬂ#gﬁ @ﬁ?ogg-’1 1|-§ nﬁmﬁl g‘l ISII’;é %ﬂ y# 2ttét?%???ﬁﬁ({r%’pﬁg‘uafén-%yloxy)—N—(2—
methylamino-4,6-dimethoxy-1,3-pyrimidin- -5-yl)furan-2-carboxamide;
5-(6-chloro-1,1-dimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-N-<{2-
[3-(4-methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-(6-chloro-1,1-dimethyl-1-sila-1,2,3,4-tetrahydronaphthalen-7-yloxy)-N-{2-
[3-(N,N-dimethylamino)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl{}furan-2-
carboxamide;
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20 di net hoxyphenyl ) furan-2-car boxam de; 5-(1, 2,
3, 4-tetrahydro-4,4,

wQ@ 2a05i0088hy| - 4- si | a- qui nol i n-6-yl oxy)-N- (2, 4, PEF/GB2004/002622

tri met hoxyphenyl ) f ur an- 2- car boxam de;
5-(1,2,3,4-tetrahydro-4, 4, 7- t6®rrethy| 4-si | a-qui nol i n-
6-yloxy)-N-(2,4,6-

tri rretM@hlore-mwimétbylm-suqrn ﬂ&ﬂ@tr@ydmaphmlem?-ylw)-wz

S Rol 3 RO P el oy ity e 2-
dedrbBxdmide} f ur an- 2- car boxam i de; 5 (1, 2,

3, 4- tetrahydro 4,4, 7-trimethyl -4-sila-quinolin-6-y
) - N-{ 25-{(@,4(74r1r|methyl 4-sila- chroman 6-yloxy) Nq(2 6- dlmethoxyphenyl)furan-

gf gﬁcﬁéagﬁagm n- 1-yl ) propyl am no] - 4, 6- di net hoxy- 1,
% '5-yl }furan-2- carboxam de 30
5- ( 1, 2534 4; I-&tm@thypla@léwchré’mbmelylbhy)l N-(2,4,6-

4-sila- qU|noI|n6 | oxy) [3(NI\I— dlmsthyl
atﬁ'mﬁi?% VENY HURe]- b@?@@t oxy-1, 3-pyri mi

d
pCTT b %?7885%3’@99%%*%i’%@ﬂ?aa:%%',@@?&%?ﬁﬁﬁgmgmw,3-
7pyrrmmhreﬁ#y9')lfurén§2 -cérboxgmide;no | i n-6-yl oxy)-N-{2-]3-
e B4 by S8 Ty gban e 1ok M ety o 4 6
5d|ﬁ;bér4@>€y~$e6pﬁﬁﬁhmi§t uraih Rrictixbaide;3- di hydro-1

en-5-y| ox
d| met hax4.ghetiimgthyl- éfsna-atmnmenﬁwl@ay) -N- {2 [B-(#-msthylpiperazin-1-

,_¥l ggagﬂg%ﬁrrﬁ]%é)al % f%xi yrlmlgm é/ -y }%ran-z-carboxamlde,

tri ”EtWMW@W&B&WM@a%h@@hbﬁ@ﬂbﬂ?)rNE{QGBJ(MN-
3, 6- pentarreth | - 3-disil

mlmea@\ﬂaguqq)gsggylammg]—A Gsdlmethoxy-1 3y pyrlmldm 5-yl{furan-2-

t 1, 3-pyrimdin-5-yl)furan-2-carboxam de; 10
5&(@8%5@?% 6- pent anet hyl -1, 3-di sil a- 2, 3-di hydro- 1Hi nd
en- 5- y3-04 ) A~tiniéthyl-4-sila- chroman-6-yloxy) N-{2 [3- (morphol1n—4-
met hyl am n

?flwqaﬂﬁwowsﬁdlmn%&? & T padinshr a0 2 cdrbgapide:

2

(3 mer g AT are Ty B A Ptictya S %U%%a“-ﬁ RN
qhmetmmpneﬁylyﬂu]ramﬁaramexmmoxam de;

> (1, 3,5 gjq%é}(s 1{3%”%?}%%5@4 71t‘r|meqh§| A-s:la qumohnyé]I yl%x )Hi\/ & 4,6-

en- 5-

(tHM&%iWh@M&%MD%&BMkMd&O] 4, 6- di met hoxy- 1, 3- pyr i
m di n- 5- uran-2- carboxam de; 5 1,1, 3,

3, 6- peﬁ’r(’gﬁhfﬁ ﬁ;ﬁetrahyd;otﬂ 4i7-rimeth@-4tsig-auinolin-6-yloxy)-N-(2,4,6-
Megﬁ%fﬁl 4832}%}'8%{85)1 )gﬁqaﬂo%'pifbé)—xam?’hoxy- 1,3-pyrimd
i n- 5- yi.¥f oran-tdirahydro-4,4, 7-trimethyl-4-sila-quinolin-6-yloxy)-N-(2-
methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-(1,2,3,4-tetrahydro-4,4,7-trimethyl-4-sila-quinolin-6-yloxy)-N-{2-[3-(4-
methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-(1,2,3,4-tetrahydro-4,4,7-trimethyl-4-sila-quinolin-6-yloxy)-N-{2-{3-(N,N-
dimethylamino)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-

carboxamide;
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20 carboxam de; 5-(1,1,5-trinethyl-
1-sil a-2,3-di hydro-1 Hinden-6-yloxy)-N (2, 6-

walovsobsaty phenyl ) f ur an- 2- car boxam de; PCT/GB2004/002622

5-(1,1,5-trinethyl- 1-sila-2,3-dihydro-1
H i nden-6-yl oxy)-N-(2,4,6
tri met hoxyphenyl) f uran- 2- car boxam de;

5 (1, ©-6L.2r3 frdetrghycro-44, |7amrr@ifdwlﬁk7§l+azqqmolm-6-yloxy) N-{2-[3-
gﬁahr? 4%’}}!@%;339% r?or] ﬁ(}})(ga I’T:1¥ pyrimidin-5-yl}furan-2-

EGa(rﬁoﬁarﬁrdegl met hyl - 1-si I a 2 3-di hydro-1
H i nde

o A Bl ettt dcar B clinyiro- EkinsR sy gy NH(26-

Eg fnk joﬁghépw,kﬁ% ?@La?ﬂ,%S di hydro- 1

met hyl${(h él{ﬁa 6mm@«h¢mvbw¢sﬂa@wﬂam@ﬂ hieintenp-y10x3)0¥(2,4,6-
i.m di n-5- % ran éar boxam de; WO 2005/ 005443
W&Q@' %Ulé '26%r°>faim C5-trimethyl - 1-sila-2,

3-di h%iFP‘I B Slelieaméthyl- Péychsﬂél‘i a- cﬁﬁ’yb('é\HNlnden-S-yloxy N-(2,46-

di et hyl am no) pr opyl am noj di met’hoxy- 1 pyrim
tsn‘wtf}ﬁxyrhﬂ-;zyrlmldlfbwzb)Mrae-2 carboxamlde

E|. |( ﬁdé‘hfﬁ{# %Et e ﬁ’lr Iﬁc%ﬁ%ﬂ%éﬁ%%ﬁ ro-1H-inden-5-yloxy)-N-(2-
%aﬂhyra"nmnmtzamdﬂmbtrfbx@ B ARy Sy Brupshi2otshoBxamide: f ur

an- 2- car boxani d

5- (1, B-6L13, %@rmtameﬂmlé >-disilgig-ditydmo-1H-inden-5-yloxy)-N-{2-[3-
Al AR o083 kAR I nethony.t & pysimidin S ylran-2-

c%rb@tatmmem de 5-(1,1, 6- trlnethyl
1SI|&2§ olH-|

-yl OXPQ - N g 2,.6-
di et Kokl %ﬁrgqm@@ﬁtwlﬂa?rﬁb%aﬁ%rg, yggp-1H-inden-5-yloxy)-N-{2-[3-

glg\/i( { ddifnég{ { W@Hﬁp}ﬂ@ -4 63aiHMER1 B-pyrimidin-5-yl}furan-2-

taarietamoikigpheny| )furan 2- car boxani de;

5-(1, h 0-,1 .

i ot v S By Re Tt i FI B 4701 HHinden-5-yioxy)-N-2-13-

grrfb‘a‘ﬁhcﬁﬂrﬁﬂlifl)%rdpﬁ))lérﬁfrﬁi}-% @ﬁﬁ@%ﬁymd@ﬂpynmdm-5—y|}furan-2-
1,1,6-trinmeth l a- 2, 3-di hy

Harbm@mnlseyl oxy) - N- ( 2- met hyl ani no-

16 0 bk A B e s g
F&lm@dﬁﬁyﬁhéhmﬂabad\!?-{o'érlf)&caﬁﬁde
met hy Iicgeram n- ) propyl am no] - di met hox

1 S et B b e 2y SR Gt H-incer-6-yioxy) N (2,465
it SphEh I 2T b SRR g
di met B tamSaiistionyil-sika-2)81dikydie-d HamtiaByyldxy3-\y2, 4 B-bmethoxy-
_15,1_3-3{)y%imliléi%—rg—gl_)furan-z-carboxamide;
5-(1,1,5-trimethyl-1-sila-2,3-dihydro-1H-inden-6-yloxy)-N-(2-methylamino-
4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-(1,1,5-trimethyl-1-sila-2,3-dihydro-1H-inden-6-yloxy)-N-{2-[3-(4-
methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
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car boxam de; 5-(1,1,6-trinethyl-1-sila-2,3-dihydro-1
H i nden-5-yl oxy)-N-{2-[3- (norpholin- 4-yl) pro pyl

W@ri05093443 6- di net h PCT/GB2004/002622

oxy-1, 3-pyrim di n-5-yl }furan- 2- car boxam de;
5(115tr|rrethyl 1 -sila-1 62

H-i nden-6-yl oxy) - 526d|methoxyphe [ )furan
o car ok B ST EYi]-5/15:23 ey T H- ey ID)-No3-(3-(N,N-

R BRI a5 timattess! fapyrimidin-S-yifuran-2-

Tdrboxdarhide: i met hyI 1-sila-1
H-|nden6ylox {]@46tr|rrethox
- 5 y1 Sy DOIBN biars areinydg>-THder-S-yide )N 5-(orpholin-

F%&ﬂ%%qpilééﬁmgfhfyb etibkyR1 bR 8- aranlo ek BRiigy.
di et Hﬁ)—)ﬂ’/t'l 1o-imathy i al.255 sitlvo A deavbglony)-Nei2-{(pyricin-2-
rﬂ%rsmaemb'pﬂi e Geyriisy-5ryBeiap aroarboxamide;

y'z’ Car biv A are R SRR SN e Ry B P ™

Edlmtho)&phenm}um—Q -Cersoxanitle;
0 o T LRE R Stk bt Nﬁ‘yg”aﬂ%W&Q;ﬁ'i',"él’)p‘%ﬁ%@r .
tﬁmétaégpmngrf&émoe@ﬁbﬁ&mde

rnnme

H i ndef{1 ﬁ-ﬁm’igy&k—ﬂﬁ -2 3(diydsardiH-indan-5syloxy)-N-(2,4,6-trimethoxy-
th -1, 3- di n-5-yl }f
A PR BBt S S BABRE 1 3 B hethyl (et 1t

H i ndefi{ 64 -ﬁWéthN— {3il§-2,3-dihydro- 1H—|nden-5-yloxy)-N-(2 methylamlno-
di met hoxyp |')furan-2-carboxam de; 5-(5-nmethoxy-1

#,69 m@thﬁw 11, wrnnadm 34y MIaR-26C3rPeXIMIAE ( 2, 4, 6-
tri mﬂé‘ @ﬁqﬂélthglu{ %p%%l,@ W@Wfﬁﬁdeﬁ% yloxy)-N-{2-[3-(4-

5- (5- ma

Prhehhmmpéﬁazlmx-}y])pf*dap(ylbrmn@]#m aighdtbryy-1,3-pyrimidin- 5—y|}furan-2-
yrim din-5-yl)furan-2-carboxan de;

W@’Fﬁf‘#@xy 1,1-dimethyl -1 -sila-1

i nd%“(ﬁﬂd g?hs{éthw rrf %né@t@&ﬁ}r@@t@%ﬁ E@car ylo)-N-(2-{3-(N,\-

di met hoxy- | pyr I n-5-y ran

Eilmstmmmq)pmpylammei-ﬁﬁ dilmetboxyd B- pyrlmldln-5-yl}furan-2-
H-|nden 6- yI oxy)-N-{2-[3-(4 15
lﬂ razi n-1-yl ) propyl am no] - 4, 6- di net hoxy-1, 3- py

g ' ?Sdggﬁg >)§-irf{ﬁ@tﬂ9r ?-syéqr@ama}diw-nnden-s-yloxy)-/\/-{z-[3 (morpholin-
I e -
H—Vh@f@ﬁy@w%@kﬂﬁ -qlimethexg- 1 3-pyimidin-5-yl}furan-2-carboxamide;

d'sm;lt ¥ -Lﬁi]ﬁﬁgm b Oxg%,lqg-}—lnﬁeﬁ @&%PR’X(& é-dl?‘nel?léf&)ghghﬂ)furan-
2-carboxamide;

5-(1,1,5-trimethyl-1-sila-1 H-inden-6-yloxy)-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;

5-(1,1,5-trimethyl-1-sila-1H-inden-6-yloxy)-N-(2,4,6-trimethoxy-1,3-
pyrimidin-5-yl)furan-2-carboxamide;

5-(1,1,5-trimethyl-1-sila-1H-inden-6-yloxy)-N-(2-methylamino-4,6-
dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;

5-(1,1,5-trimethyl-1-sila-1 H-inden-6-yloxy)-N-{2-[3-(4-methylpiperazin-1-
yhpropylaminol-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-carboxamide;
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20 5-(5-nmethoxy-1,1-dinethyl-1 -sila-1
H-i nden- 6-yl oxy) - N-{2- [ 3- (nor phol i n- 4-

w@ kJosagayd am noj - 4, 6- di met hoxy- 1, 3- pyri m di n- 5SpgT/EBow0an02622

- 2- car boxami de;
5-[1,1,6-trinethyl-3-(2-propy®3-1-sila-2, 3-di hydro-1
H-|nden 5-yl oxy

di net myﬁr%ﬂwgthmk%ﬁla—%rwawwy) N-{2-[3-(N,N-
FEIF#&@HQ@HC?)E%}Y%@%%%,@ foRthdxy-1 S-birhidh- B P

(C%rboﬁamrderret hoxyphenyl ) f ur an- 2- car boxam de;

1,.6-tr 3-(2- 1S|Ia23d|hdrol
H-| nde%?g'yél tﬁxﬂ-sng 1I—Rmc€en-g-yloxy )-N={2-[3-(morpholin-4-

O}é ;ﬁoﬁylémlﬁfﬁ—$8’@(mlatr%x9yf BByham- 8 ML RD: GarbAkARIRM
5-1, ]5—65—metmmhw1 emahympya Y Hiingleh6-losy HNAR(B-0- 1

5-
IFW&?” Hénﬁl% EH?'?@R%BQVWC@* pyrimdin-5-yl)furan-2-c

ar box -1 1-d -
5-11, 1, tr| rr%t@ y1 lmeth lr10|cs)lyl/? 1H1nde|'1 §loxy)dll\lh2d¢g 1
Hrlmedléwwhyhy)%draw{@rp&amlde

e it TeBAGREL J- dimesh it R TR PR oS8 Gk krametnony-
PC3 YRR 0iH 59 Qﬁ.@%aﬁdarboxamlde
5- 1 6-trimeth -sila-2,3-di hydro-1

H i nd&(@mt@w%/ ﬂpqlme[l'gd 1—sﬂa—1) H-inden-6- onxy)-N-(2 methylamlno-4,6-

T AP ESERY etk oo o

5-[1, 15 (35-trretm®twyl‘l -ir(ethyir 0eYAN Hlingleh&-Rofy divipdeq-l

H' P pearint By artioi & diresthonsd foRysinicin-Syylifuran-2-

'dé l§o G@r an- 2- car boxami de;
%Eﬁnoro 1,1-dinmethyl-1-sila-2,3-di hydro-1

H- i ndéﬁ(&ﬁ;dﬂmoowﬂ N-dithedhyl- 1-snla—1H-|nden-6-yloxy) -N-{2-[3-(N,N-

5d Imgt %ﬁ%’ﬁﬁ@?ﬂ’%ﬂ/&ur an]qéﬁ i>'&SESW)}Zffl,g;:[a)(r'ﬁ'g)i(cj;llirb-_51yl}furan-2.
dribeieimigey | oxy) - N-(2, 4, 6- 10

trimet hoxyphenyl ) furan- 2- car boxani de;
5- ( 5- En(methoxy- il riitejinyl11-sila-4 HrindeniGrylaxy)-N-{2-[3-(morpholin-4-

DEREB e AR s b S myripy Sy e Besashpramide;

5- (5- &0t e-tihmelhylcs gr—blww)h -sifa-D 3-dhyirel fHLHden5-yloxy]-N-(2,6-
H- i nden- 6- yI oxy)

RN RGIY) fﬁwmmdgr pyri nidi n-5-yl)furan-2-c

® DO e RS BN LB SRR g Sviow v

@I@#mﬂeﬁm&wmﬁrﬂw}fmwwwmambe4 6- di met hoxy 1, 3 py

[ h,mnggg;lﬁ %l-t Ifg]uch'@ﬂﬁ - g?c{ﬂk;lﬁxﬁ-sdaa 3 dlh(ycsjrcg: 1H—|nden-5—yloxy] N-

gib '#ecgmg%ﬁkgﬂ%% gg;f‘r@dmhﬁ%wﬁ%n gf Carbﬂ)(()a)](r{/“df 3-pyrimdin

- 5- y| ¥ Be-tdmethyl-3-(2-propyl)-1-sila-2,3-dihydro-1H-inden-5-yloxy]-N-(2-

methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-[1,1,6-trimethyl-3-(2-propyl)-1-sila-2,3-dihydro-1 H-inden-5-yloxy}-N<{2-[3-

(4-methylpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-

carboxamide;
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20 car boxam de;
5-(5-chloro-1, 1-dinethyl -1-sil a-2, 3-di hydro-1

woRiosmesa46- yl oxy) - N-{2-[ 3- PCT/GB2004/002622

(mor phol i n-4-yl ) propyl am no] - 4, 6- di et hoxy- 1, 3-pyri m d

i n-5- yl}furan 2 car boxam de; 45 (5 chl oro- 1,

1,7-trineth -sila-2,3-di hydro-1

H i nde&minad Bﬁy ’gg;@gthyj.fé {2-propyh-1-sila-2,3-dihydro-1H-inden-5-yloxy]-N-{2-[3-

d(’\l;R’: a mfﬁﬂgwﬁa)[)%%@ngféﬁéﬂ%ﬁ?xy ?,é gyﬁllﬂ‘ocfﬁ 3 )Jl}furan-Z-

Ftarbdmmlﬁeyl oxy)-N-(2, 4, 6-
trinmet hox%/ henyl%1 ur an- 2- car boxam de; 5- (I chlo
1, 7- t ri-hbt yirimethyl-§- é2 Qrowaﬂh%ﬂ@r%&ﬁlhydro H-lnden-5-yloxy]-N~{2 -3-

BN B o Bty 4 S pvrieis Saibgen 23,
Ec—a(rBexﬂrhmieo 1, 1,7- trlrrethyl-l -sila-2, 3-di hydro-1
di pet hoxy

AR VTR Y Qsﬁ%%@"émy@@c?-%m\swmw (26

R i | 1,
b U e S A
H- i ndéiﬁ(&cl;zlomyﬂ-mm@hym{sda 2,3~ dlhydro-1H—|nden-6-yloxy) -N-(2,4,6-
hy,l pi 4, 6-di meth 1, 3-
TR R BRG R G L AR Gb. 5. (5- chi or oo, 1,
7 tri rsazslthrolo-al 1-arrﬂet3\§;f§1§f(203—'€|hydro-1 H-inden-6-yloxy)-N-(2,4,6-

H- i nden- 4-yl oxy
Nrianethatyy §|ﬁy{w|§irbéwll Aoj-carbexamig’;hoxy- | , 3- pyri nid

(5 S 5EBle AR e 2 dthyssos HinRe B Gy -N-2-
Hhéthg Rimifoyd, 8xdinetiddd@=1, 3=pyrimidin- 5-yl)furan—2-carboxam|de

(oL e Ghlard ) P 9&5%5?&"%’&3%2 A L SR T

Ep%tﬁg@%@%%oxyﬁpﬁédﬁrﬁ%}o] Y& hirfsthosy-9! SWFFiRidin-5-yiuran-2-
dianedxeowigegheny! ) f ur an- 2- car boxani de;

o b e TS ) tesite-2, byt BHREER B-yloxy) - N-f2-13- (v V-
tdmamyr@%mm}d‘n%a A% &ﬁﬁé%ﬁéﬁ{% ,’Cég% I‘Hld in-5-yl}furan-2-

5- (5- et hoxy-1 dlne hyl
learbeiamidey | oxy) - N- (2, 4, 6- 15

5. (5. e ARk 2 vl e -2t

HiiongtedtirB4 J@X@ﬁy‘léin(r%] 4®-‘dhﬁéth@5tyﬂ03 ﬂayrnﬁn@ihr@yWyn-t,
3-pyri mi 5y|)furan - car boxam |
M@Omlﬁl@xy 1, 1 -dinethyl-1 -sila-2,3-di hydro 1

A e B e g e L e
rd1rﬂetl’ﬂﬁ(ypherb)ﬁ)famrﬂﬁ—carboxam|de
5-(5-chloro-1,1,7-trimethyl-1-sila-2,3-dihydro-1H-inden-4-yloxy)-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide;
5-(5-chloro-1,1,7-trimethyl-1-sila-2,3-dihydro-1H-inden-4-yloxy)-N-(2,4,6-
trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-(5-chloro-1,1,7-trimethyl-1-sila-2,3-dihydro-1H-inden-4-yloxy)-N-(2-
methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
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5-(5-nmethoxy-1, 1 -dinethyl-1 -sila-2,3-di hydro-1
H i nden- 6-yl oxy)-N-{2-] 3-

W@ Moskoot4n®et hyl am no) pr opyl am no] - 4, 6- di met hoxyPQT/8BpYori002622

m di n-5-yl }furan-2- carboxam de;
5- (5- met hoxy- 1, 1- di net hyl - 1- %3 a- 2, 3- di hydro- 1

H i nde gt\{nl oxy)-N{2-[3- 25 ) )

(ror proT-RIIRrGTY by Speiii- a2, &-ciydea-bigden-4-vipyi-h2-(3-(4-
oo b SRR BB SR imethong 1 3 Ry 5-yijuran-2-
Hearbaamigieyl oxy) - N-{2- o o

BV it Dt tsiiosg 3 cihyaro-t Hinden-Boxy) N-(2-(3-
S Nhiﬂﬂeﬂiﬁa%irﬁﬁg&%?tﬂrﬁ]%bm, S-dimethoxy-1,3-pyrimidin-5-yl}furan-2-

-1, 4-disil'a-1, 2, etra onaph
yaarbexamide; N-{2-[3- (4-m et hyl pi perazi n-1

-yl | ami nql.- 4,.6- di.met haxy- 1, 3: .
oy | B S D ke ey aher g ey )-N-2-(3-
1 _ N . _ _ . « ge -8 o
Fﬁ[%%qgéfi E pentrgﬁrrgt] #y6l dgn%thgf% I1|,%p¥rlr£|d§n 45 ¥I ftuFaar}]%dr
Geapexarmiden- 6- yl) nethyl]-N-{2-[3-(N,
N S'yF?gﬁ*%hﬁe%%ﬂﬁ9@%{@%%5}%&5@@%@@%&éna-yloxy)-N-(z,e-
Shimhethokyphdnylfoes-2eeitiosandidd;: di sil a-1, 2, 3, 4-tetrahydr

onapht hal en-6- 5 _ _ .
y1 ) methia-Mmetbexy-1.3-qimsturd-site-3.3ydihpeien{HanslernP-ying)-0i-(2,4,6-

_ N i mdi n-.5- . -2- b 1 de;

RO e B2 ety T oo 5 o hydr o- 1
H-2i 2 d ?a(\‘i’émplﬂ)mwlt-qhy Fdimisthyl-1 -séila-2,3t-)d ihydr_oa1 H-inden-6-yloxy)-N-(2,4,6-

- di et hoxy, ran-2- car boxani de;
g”’i“??‘,%hf’5:@*5@5%&[)@?0*2:@ PXAME?, 3. d hydr o- 1
H-i nd thyldin .1-sila-2 3-di A H-i -
(2|, 2 ?Q?%@%xgghdéwg FWJ GO C%Pg%r)?a%rldré?en-s yioxy)-N-(2-
mgthylamice-3, &-dprethare 1oy rimidnd-glfusark 2 Saibdyaiidel
H i ndens5- thyl ]- . . .
(2 . SRR erablbyl 1osiare - dihyspr inrion S xiopip-{3-4-
e Y RPRTGr ot nagn- ooy SR pytiren-2-
carthax@mifeni no- 4, 6- di met hoxy- 1, 3- pyri m di n-5-yl ) f ur an-

25 SREATLADy 4 Piblhr-didhern - BB Feian Srgony)-n-2-13-
{®;:N-8inhdthylazting)propylamino]-4,6-dimethoxy-1,3-pyrimidin-5-y|}furan-2-

pi perazi.n-1-yl ) propyl am no] - 4, 6- di met hoxy- 1, 3-pyri'm di
{2 -O’?mlg%br an- 2- carboxami de; 5-[( 1,1, 3,

3,6'[3_ d z -advr | ._l_" L ...' = i - - 3~
o P naenoare iRy o iRl o Aprtydbdingan Giyovy 213
(mopHoliard-yhpiopdebrid o Brdimetiioxy-1,3-pyrimidin-5-yl}furan-2-
3-pyrim.di n-5-yl }furan-2- 20 carboxam de;
Carboxamide;
5-(5-methoxy-1,1-dimethyl-1-sila-2,3-dihydro-1H-inden-8-yloxy)-N-{2-
[(pyridin-2-yl)methylamino]-4,6-dimethoxy-1,3-pyrimidin-5-yl}furan-2-
carboxamide;
5-[(1,1,4,4,7-pentamethyl-1,4-disila-1,2,3,4-tetrahydronaphthalen-6-
yl)methyl]-N~{2-[3~(4-methyIpiperazin-1-yl)propylamino]-4,6-dimethoxy-1,3-
pyrimidin-5-yl}furan-2-carboxamide; '



10

15

20

25

30

5-1( 1,1, 3, 3, 6-pentanethyl-1,
3-disila-2,3-dihydro-1 Hinden-5-yl)nmethyl]-N

W@ 200pB034ndr phol i n-4-yl) propyl am no] - 4, 6- di net hB&I/GIB2004/002622

, 3-pyrimdin-5-yl}furan-2- carboxam de;
5-[(1,1,5-trinethy| -1-si | a- 296 3-di hydro- 1

0 ot PP A TPebiAeY i hdistar %3, etefrydrpnaphthalen-6-
E\{IIrp%tggF]g\YJ{Z ;%EN 'I\?‘anel\ﬁy g:‘nﬂ%gﬁr%p%ammoH 6-dimethoxy-1,3-pyrimidin-

tf'v-iyliﬁlfala-ﬂycpﬂfbnyamfdﬂan -carboxami de; 5-[(1 ,1,
5-tri

{4_ i ndeh: (Ey{,fl)]%é-lp afqzrhﬁ%yga ,zﬁy%gi?a_ Jf 2,3,4-tetrahydronaphthalen-6-
TS A SR o=

atl tynap-Z\J,cglzboxamlde

o boxader e DO S S B0y oo bHhagy B meihy -

q2[6- dhn‘letﬁei(yphmﬁll)wraﬁ-Z—%Hb@xgmﬁéj' hydro-1
H 1 nden- 6-y

net hylﬁ;[(&ér%@s%pﬁngameﬁhwpy Eadﬁsllﬁa? ~4dlibydiorbtrnsen-5;\Bmmthyl]-\-

R Qe et 2B ey o . o

H- | ndénf(ﬂs 1y8 Bréspbitamethyi2t, B3isitd-N3-&hydro- 1H—1nden-5—yl)methyl]—N—
aji no) px opyl ani noJ - 4, 6- di met hoxy- |, 3- pyri mdi n

?é ‘v#—} 9@{%—1 87 @y{;m@ﬁf@gl furan-2-carboxamide;

5- [ (15l !13“1t '@%EH rrj'etlﬁxl gﬁ%ﬁrad? WY &h9arb-1H-inden-5-yymethyll-N-

H i nden 6 y
r(tﬂﬂmtbyimpmﬂoﬁj-ldanemyym B—p@nn'edlhcﬁcyk)ﬂur@ﬁ-ﬂycfarbbﬁbmm@ y

| ]ST |u; 2[@ g?ﬁ%gé%nr?fﬁ%thylsfg d1 s’il}a’ 5’ _iithiihggrtohy fli-_ir}den~5-yl)methyl]-N_
;EJ[M@m&hYﬂp)ﬂ@éﬂﬁlﬂ F)brb%y[a(rﬁﬁb] Q'@r‘dlﬁ%thoxy 13 gyrnm in-5-

yl ) met hyl am no] dlmsthox
an- 2- yBfusenahearboxamide; 1, 1, 5- tr| rret hyI 1 -sila-2,

3| (rjr{e:] ’éﬁ@ﬁ@ﬁ& %’%}PW a%"ﬁ@%l'%rg geé I(w)yé)ro 1I9—|nden-5-yl)methyl]-N-

2-(3-(N,\Bdinéth§tameixa)prepyldmino]-4, 6-dimethoxy-1, 3-pyrimidin-5-yl}uran-2-
l-sila-1, 2,3, 4- tet{pahstyj'ronapht hal en- 7xy p)sl Idin-S-yl}furan-2

FF@%‘EU‘('%rphol i n-4-yl)-ethyl am no) - 4, 6- d| met hoxy- | , 3-

5 1P EE lale6 T H‘teﬁ”'ﬂ e SR B ot Hindy SaethyI-N-

{28+ hafpdolib- @y&prollslylammo] 4 6-dimethoxy-1,3-~ pyrlmldln 5-yl}furan-2-
gZ 4, 6-trimet hoxyphenyl )furan 2- car boxam d

'l(b?)kﬁ%‘?oxylll 1', 6, 6' - hexanet hyl - 33 -spiro-1,1

-di sil -sila-
|3 BB AR sio2 s dhyarot Hingen e
an&tbbnmhﬁmy%mranya rénnoxamid®) 2- car boxani de;
> [1 [ﬁfg etra[\ﬁelt{l ¥ Ia%,é—%rp RO %)—I-mden 6-y§m?éthdyll]r—]X/-(.r’2,%,6-

nden-

trimethoxyphenyl)furan-Z -carboxamide;
5-[(1,1,5-trimethyl-1-sila-2,3-dihydro-1 H-inden-6-yl)methyl]-N~(2,4,6-

trimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
5-[(1,1,5-trimethyl-1-sila-2,3-dihydro-1 H-inden-6-yl)methyl]-N-(2-

methylamino-4,6-dimethoxy-1,3-pyrimidin-5-yl)furan-2-carboxamide;
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(2,4, 6-trimethoxyphenyl)furan-2-carboxam de;
5-(1,1, 3, 4, 4- pent anet hyl -

W0 gi0b@eusP, 3, 4-t et rahydr onapht hal en- 7- yl oxy) - NeCRGB2004/002622

6-tri meth oxy-1, 3pyr|md|n 5-yl
) f ur an- 2- car boxam de. 255(115tr|rrethyl

“sila-2, 3 dihydroi nd | N: (4- chl
o e raCh P e o S 2 4 S e e 8ny e By 1-N-2-[3-(a-

Ewnélﬂngl% ée?ezfn H’W kwo;-l c&nmﬁh%yé ,3-pyrimidin-5-yl}furan-2-
@&fbpmyllﬂﬁenyl )furan 2- car boxam de; . ; 5 vl o

i nden- 5-
o) - et BB R Sl 2 e s BrDge B imelivirdl 12 13- (V-
) onapﬂhﬁ%ﬁﬂ’f’ AR TRy PRI b ey
-0arbexVidsii nol - 4, 6-

2006 00t 135 HRAFRalos Pos 2ty ige! - p S B e bRy -6

-motmohnapr%p?@mhbﬁh HWHB&M'@Byﬂm}dWJSWI]TMahzz 8ardxamide;

i met hox_ﬁpyrldln -yl ) furan-2-"car boxam d

5-(1, REWirtesiley?, 31dlbydral TLHzndEmGt)é)maihyJ]ﬂNe{ﬁe[(pyndm-
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26. Use according to claim25, for the treatnment or
prevention of endonetriosis with pain, polycystic
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conmpound of any of clains 1 to 21, for the manufacture

of a medicament for the tredfent or prevention of
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N-[2-(2-N,N-dimethylaminoethyl)-4,6-trimethoxy-1,3-pyrimidin-5-yl]furan-2-
carboxamide;

21. A compound according to any preceding claim, which is in the form of a
single enantiomer or diastereomer or tautomer.

22. A compound according to any preceding claim, for therapeutic use.

23. A pharmaceutical composition comprising a compound of any of claims
1 to 21 and a pharmaceutically acceptable diluent or carrier.

24.  Use of a compound of any of claims 1 to 21, for the manufacture of a
medicament for cancer therapy.

25. Use of a compound of any of claims 1 to 21, for the manufacture of a
medicament for 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 or benign prostatic hyperplasia, or to arrest
spermatogenesis.

26. Use according to claim 25, for the treatment or prevention of
endometriosis with pain, polycystic ovarian disease or secondary amenorrhea.
27. Use of a compound of any of claims 1 to 21, for the manufacture of a
medicament for the treatment or prevention of Alzheimer’s disease.

28. Use of a compound of any of claims 1 to 21, for the manufacture of a
medicament for the treatment or prevention of HIV infection or AIDS.

29. Use of a compound of any of claims 1 to 21, for the manufacture of a
medicament for the treatment or prevention of a disease caused by thymic
malfunction.

30. Use according to claim 29, for the treatment or prevention of multiple
sclerosis, rheumatoid arthritis or type 1 diabetes.



