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| and the post-menopausal levels of FSH are higher than those of LH.
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rel'ease of GaRH occurs throughout the day,
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_ the reproductive years, pulsatlle release of GnRH occurs throughout the day, with

responsweness to LH being greater than that of FSH. Pulsatlie GnRH release
resu!ts in pulsatiie LH and FSH re{ease and thus testc_)sterone. and estradiol
release_-frqm the gonads. Post—menoanse, the concentration of FSH an LH rise,

Chronic administration of GnRH agonists and antagonists results in

decréased' circulating levels . of bt;th LH and FSH. GnRH agonists are
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| tumour cell types offers the opportunity to develop drugs that act upon receptors

| .. prostate gland requ;r_es androgens for normal growth, maintenance, and function.
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mai ntenance, and function. Prostate cancer and benign
desipedst at e hyper plasi a, however,. are conmon in men - and"

: | to treat both hormone—dependent and hormone—mdependent cancers.

Conventlonaliy, _ androgen deprlvatlon has been the most effectwe

'systemattc therapy for the treatment of rnetastatic carcinoma of the: prostate The-

Prostate cancer and benign prostate hyperplasia, however, are common in men
and develop in an environment of continuous exposure o androgen. Utilizing a
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¥ -caﬁ&%i@g)-m Re) (Rd) S(O) 2, -S(0) 2N(R).(Rd), - N(Re)2,
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- CH(Rb) CH(Rb)-; N(Rd)(CH2)n-; E is optionally present
. and i's -(CH2) n- N(Rd) _, -(CH2)" N(Rd)- or F is
=X). N( Rd 'Gis s (CH2)"-, -N(Rd)_,
WO T S P MR e
~..dnd is -0-, -N(Re)C(=X)- -G(=X)N(Rc)-, -S(O

._';"i'N(R)S(O)m -S(OQ mM\(R) - or - - N(Re) Kis optlonally

: néft%nq. 1.8 a]| kyl-ene optional Iy, substituted wth

| oal kyl ene, cycl oal kenyl ene,

arny ylAemt a§iRdcR bPEIShoehtion ienecomptendolionmalk ) enfer@la (n)

Yor heter aryl e. ne, any of which is optionally

alogen, N(Rf)2,
--oKdeI ,
ay0f which is
zoptljc%ﬂ%%aly ‘substituted, with Ra, -C(=X)ORd, -OH, -OR
- -U=X)N{R (RO, -S(O)rrN(Rb)(R) or WO 2005/ 005442

PCT/ GB2004/ 002606 each Ra is the same or different and
" ishydrogen, hal ogen;  al kyl, aryl, ‘hydroxy, alkoxy, (H
= al koxy- (CH2) nC( O 2Rb, -O0- aryI -C(—X)R = N2, - CN,
- N(RC(=X)R", -C(=X)N(Rc) 2, '-S(O)2N(R)2 or- -N(Re) 2;

“each Rb is the sanme or .different and.is. hydr ogen. or
alkyl; 5 each RGis the same or different and is
-al kyl, l3|yc| oal kyI -aI kyl -aryl, -aI kyl - cycl oal kyI or

candin derogen aIkyI or Re i's aryI or' io -
" -heterogryl ei ther of which is optional ly substituted: (“)~
W th Ra; each Rf is the same or different and is
‘hydrogen or al Kyl'; ‘or Rl-N Rf t aken - toget her '
-fornlheterocycloalky1 het erocycl oal kenyl or - -
‘heteroaryl; each X is the same or different and is
H¥ygen or- sul phur; Y:and Z are the sane or dlfferent
d are each hydrogen, hal ogen, al kyl; ydr ox

Bl ki (Gl OO CD-5(Cg, G SIN(REY AR, CEI-CRY,
al kyl -Si (R 3, aryI optionally. -~ substitut ed
COWtE R Sbtiorfip )blres@?itl and! lsy emhgp tm(ﬁﬂ’)w I(U:I-B%N(Rd)- or
'-!*J(R"')(Cl-!z)n ; .
_'F is -C(=X)- or -N(R%-; - .
Gis {CHa), N(RY)-, -(CHz)nN(R") or -N(R* )(CHz)n, o
- Jis optlonally 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%)<
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Kis optionally present and is alkylene optlona!iy substltuted with Rb or K is

i cyt:ioalkylene cycioalkenylene arylene heterocycioalkylene heterocycloa[ky[ene' o

or heteroarylene any of which is optionally substttuted with R?; .
L -is hydrogen, halogen N(R"), cycioalkyl cycioalkenyl, aryl,
heterocycloalky! heterocycloalkenyl or heteroaryl, any of Wthh is optionally

subs__tltuted,wlt_h R, -C(_—X)OR_‘*, -OH, -OR", -C("X)N(Rb_)__(_Rc)__, -S(O)mN(R{R") _0_f.=_' :



"Rings 1 and 2 are the sanme. or different and are each
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and is 0, 1 or 2; and each nis the &
_or different and is 0, 1, 5 or 3; with the prowsos
that at least one of Y and Zconprises a silicon atom

- and egcRak® IhhieCoOsmeWIditeRmt HAE 16 Hdrdbderd tﬁ\éltt.‘)%eﬁl astgj;[e aryl, |
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endezeh RS tRe séﬁ‘@ éﬁ@ﬁ@b@?ﬁ@nd@é‘h?ﬂl@@bﬁmrcﬁlw‘as e a
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orBpBLE v pRITHR B BEAMRRT. 0% seave. v
i nf eet:hcm’ isAh&Safie ar differstaneds $ydrodan, iyl @rdtryt optionaily
mal function, or to arrest spernatogenesis.

withd®or di ngly, a second aspect-of the invention |s the
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hetdreamirdiihen bawhiateistdptionaliy lsatbsmuteahe:ttt Bm " aI kyI as

used herein refers to an optian substi t
streaginﬁ is the semmenaiffereniiand ats 'ngﬁnétf;ﬁlﬂa 'N_r%’ﬁ?keh

. ,toggtﬁemnﬁ'ﬁe.gﬂc aeamrrete%g Psr t&cﬁétgﬁo%brﬁlf or

: -Nmfaa(d 150690, smewft‘t(ﬁ:s)p |
. nar SexzSl e | OI-0 ,
-SUEB%F&"& ‘%‘9%?%;% Qo% Pge?{éaq@ %Sg{%tgﬁwiﬂpgy; orrsgyand
opt Ren HY afdb3tareuttes sernte/carcauﬁerérmeamerare batiegayiene or

propyl
ter eathths the Banteytar differdreband tamtygtate of Blatﬂhu‘trhe

P anshé AL B TSRS o6 ATRADT B revent Wragen, Aalogen, alkyl

ﬁ_ hy% ngamtétkegl . -Gheri g (FYCIBOREN OA@(&b@N(N‘F) se, . RO0)-R",
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ry C dlsease ETOStatIC ertro

oRP)b,y-Si(Rhe n@hgh-&ﬁ&%a, aryl opticnally

as used herein refers to F, G, Br_or |. term

heteatazwleae giber efovbich is @pépeatt)bswﬁttﬂétﬁalw@ Bubst i tuted

ar Ogﬁéﬁﬁt {s tﬂg S%H@é?/dl ttlth . term:

ét oxy, propoxy,.

IsoeaapQthhéasamewrd.ﬁe.tentanﬂusoxy 2pmeoxy, hexoxy
- and the like. The substituent e sane

kb S by son et s s S A 2SR e R4 slggend

i val ent qgrou e te as ‘used

. :thaf‘ﬂ'te {:&ﬁpb%ﬁ&does%’t@oﬁ?&qﬁ' N srﬁgﬁ/bﬁko;yrefers to a
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heran a phefraasemtu:atty amepta’me bglt thaysof.t uted - straight
o B np ol APV $hSy Bof 38" GhRH InBBride Ik, as =

result, may have utility in cancer therapy or in the treatment or prevention of

endometnoms, uterine myoma, an ovarian disease, a mammary cystic disease,

' prostatic hyperirophy, amenorrhea, preeoc':ious puberty, pl_'emen'str_u_at syndrome,
~..a sex-stero;d—dependent pathophysmtogy, benign prostatic - hyperplasia,
Alzheimer’s dlsease HIV infection, AIDS or a dlsease caused by thyroid

| matfunctton orto arrest spermatogenesus |

Accordingly, a second aspect of the mventton 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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occurrence and sel ected from hal ogen-and the Iike.
"Cl-6, alkyl" has the sanme dival ent group. occurrence.
nd_sel ected fromRa, and the |ike. "Arylene'
‘32'%9?/&?145% Thi's termincludes, for exanple, pﬁ‘g@ﬁ%’ﬁ"zm“
napht hyl . The group may be goptionally substituted - -
with the substituents being the sane or different in

| trﬁ 3 ﬂtio?gré{e?ﬁmﬁwléﬁ\gbg%% Sﬁerﬁlfﬁé’e rﬁIySbh%l bR d\ﬂaﬁﬁﬁ o‘?%ease a

erm "cycl oa

mEsnvasceysticeiseasef prostdtic Feyperitophgtaroerarites; pre::omuepyberty _ |
W200--5/ 0544 conpri i-nv

PR OB 7 | SPes et ABPandRls patptyS gy, “Benign

ptd afogh@é@las"%aﬂulgggﬁrg@r%t A #ﬁfebﬂﬁr?CAiDE"orA_A |B%e.:-zse

yroi d mal function, or
cams&islby ﬂweomlanal@mr&mns or MMMGpespeh:tgeaestshe

|nvent| is a ceut | conposi.tion dil.uent o
car rfBet erD@%E‘?& % eofn\(qqlgon n\?g%l iRfRrngc @éL?é ﬁomposmon |

ree to-

| Cg@g?gbgg%&ﬁﬁ)%%p d Qﬂr%nﬁén sk SFSHé‘?H%%eéﬁSaI accep'rable |

g rromt carbon atons

 diltent vecarriercl udes, for exanple, WD 2005/ 005442

o PCT/%BZOOj£08260q 7 like. The group nay be optlonally
N and the like. -cyclopropyl, .

ccycl ebmbiA corﬁ]éshﬁ@%hml corfiRbeGRwt sapstithBets aﬂ@preré\%d in |

group may optionally substltuted by any

patmbelarseerihe gobdeimad herein. "Cycloal kyl ene"refers

T T IR L G R

o of BEAEhEd eRalrCalRyPmGiRAPREVIAG AT ond 183l @Jbbn idlst I term

at | east one double. bond. The term' ncl udes,

b Iﬂ@luﬁlﬁﬁl for exgmpipemedingl ethwl dIrepYx EPProRdbYtYS tﬁrtktéltylrﬁsntyl
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e@c“ gﬁ% Igegplaﬁé)%b%tu?ri I&I'ak“t?gﬂ%é%rae ) U@ﬁéx‘e‘n‘t‘?ﬁ each

osdumienae, artl seleered fgomu'mlog’éw aheitthe The #Cqs ythylahay It same |

as used herein refers t Wa sa urated 10

mganiege c NHYIRNSIEERTF tﬂé\ﬁ' YRleM HOUPy seven car bon o
- ato “‘Fh%rigra'ﬂ ”‘éll&fx;mﬁse us%& I%Fﬁ'f?at RIfBrsS 1 gﬂtiéﬁé][)? Eﬂﬁsututed

gr oup and e termincl

5 steaightordoranciwtd chaig lkoxy grolp dontgining ene Warcaftmmaipms The
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 telpfSanieg. dor BEmhlE ainslPie. Ffiood etiPorle fsoboRB, HiRbx tert-
- butb}, SHiey, ARestoryeaR] tHETRES THe Sulsstilierts, meéliy \b e same or

roup. 15 The tefm"heteroaryl"” as used herein refers

ditiereay dneaaah peaigTEyen eng sglected from halogen and the hke '_'(_31_5
i alkoxy" has the same meaning. o '

| i ' systems comprising six to ten ring atoms, and optronally substituted polycyclrc
- -ring systems havmg two or more cyclic rings at least one of whleh is aromatrc.

~The term "halogen” as used herein refers fo F Cl,Brorl.
~Theterm "ary[" as used herein refers to optlonally substituted aromatic nng

. This term includes, for example, phenyl and naphthyl. The group may be
) ~ optionally substituted with the substituents being the same or different in each

30

"_"'occurrence and selected from R? and the like. "Arylene" refers to a si_rh_il_ar,

B -divalent group.

The term "cycloalkyl" as used herein refers to a saturated ahcychc moiety

“having from three to six carbon atoms. The: term includes, for examp!e
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five to ten atons at |east one atomof which is
selected fromO, N and'S. The termincludes, for :
furanyl, thiophenyl ridyl, indol
W%ﬁ’%%+ 31‘2 and t%e 20 Thg te)r/m ﬁ)etergcycl yl" ?CT/GBZOWOOZG%
used herein refers to a satlurated or unsaturated
"Heteroaryl ene" refers to a simlar, divalent group. .
cthp@mmﬂycym@butylngydmemtyl easiohgxyl enchthdaﬂme Thoe' gammmay be - =
carbon atons and one or nore heteroatqns

. | e .
omupamlmsuteﬁtatuedmyawsu@smuemh@ew%ﬁaﬂ A Do gahiene refers

pyrrolidinyl, nnrphollnyl and .
to%%gﬁedlp#gﬁ{% p rray be pol ycycl ic (e.g. a fused

ringr. W%tm%yclbﬂkely[basuswmnw refersio anraliopclie mmegshavmg- o

-at | east one of which conprises a heter

fropp Bireerte $heeRmen @@méfaneﬁwwarﬂqd&m @ﬁﬁa%ieone double bond.

o T SR TRbits s RO LRI B 1Bt Sndr ke The

 gre@p (maynbe hyptionally ) subetitangd - By (aay4slﬁbstrtuamtt dezgiireshyierein.

f ur an- 30 carboxam de; -5 (trlmethyl s

"Cyplye}keﬁlb{@w;wfﬁl\ﬁ toza,gglr@ﬂqrr ﬂg\’ﬁﬁrﬁﬁ P1, 3-pyrinidin-5

PCT% 3%3!) r%?:i?gi%ﬁ@l“ %o %&Brl'@éﬁ'ﬁ%efers to a saturafed

heferp2ychiet rh;aletyéh(amn'rfmmylhmel tplsever maxtpqn atqras aadtqneam more

. he}erégiéw%s%gﬁ%ﬁ( ﬁmolée@fouw '3 Phnd Si. The term includes, for
exép’{g:?% eIy ﬁyhrdhﬂﬁﬁ/hXét?éﬁydréﬂﬂl@g@gybeﬁhl{w?t &Ad frfe WS, MThe

I n-| ropy amno- nmet hoxy- |

- group ppay rbejuapt@nylly faubstituted dnb exsinsdestitgent descrlbed herein.

i3 SR L SRRRREAY L5,

o 5 mftéhﬂ”héteréamoé@mbd@ heFei 2efors tt)/brcﬁnétm: |nng1@t5terhs of

Iyl h N-{2- ho |
fi vyﬂq m@gggmgﬁg&%é %Jgecétqggqfd&@ncﬁrispsgiected from O,N and S. The

BRI (NI . oy orpobgee

likell e ygrbephyhay bel Opﬁonﬁhm subistitutgd 1with- (3t amd dttie like. - L

o wguran - car box
"Heterfza gy Iretsrs 10 ?r?@ﬂﬁ?f QFW%)&FF)‘&fﬂléProxy] N-{2 [3-(1,

20

25

30

3-1 Tﬁbté’rn"i‘“hélte ocyclyl" as used herem referstoa saturated or unsaturated
~yl) propylam noﬁ -di met hoxy-1, 3-pyri mdi n_5-yl}furan-

* herogydiioxing me;etﬁﬂeﬁwrhg too Bwrée rlu‘J Iseeehwarlgon lajoms and one or . |
?mcggﬁ’!%eg%]t%s se!ected romhﬁxbo@n?‘lgr{&‘ Sk Ti?e term includes, for

example plpendinyi pyrrohdlnyl morpho!myl and the like. The group may be '
polycyclic (e.g. afused ring system), the group compnsmg two or more rings, at :
Ieast one of which compnses a heteroatom. - L
' Preferred compounds of the inventlon include: ,
- 8-{2-methyl-5- (trlmethyls:lyl)phenoxy] N-(2, B—d:methoxyphenyl)furan-.?-

-carboxamide;

5-[2 methyl 5- (tnmethyls:Iy[)phenoxy]-N—(2 4 6—tnmethoxyphenyl)furan—2—

'carboxamlde . . . . _. -
5 [2-methyl -5- (tr:methy]srlyl)phenoxy] N-(2 4.6- tnmethoxy—‘i 3 pynm[dln-S- S

_- - yl)furan—z carboxam1de
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| 4@+@rme&myahﬁfmarmdm&y&&traaa%rcarnggwden di n-5-yl }furan

25

30
4 ,6-dimethoxy-1,3-pyrimidin- 5«—y!}furan-2-carboxamlde _

- 5-[2- br ono- 5- (trlrrethyl
S|Iyl)phenoxy] N-(2, 4, 6-trimet hoxyphenyl )furan 2
ar boxani de;

W%“{“Q’“%‘r‘&m 5- (trimethylsilyl)phenoxy] - N-(2, 4 %CT(?%""H%"Z““(

- ' . Xy-1;3-pyrimdl.n-5- yl)furgn-2-carboxam de; 20
5 [2 br ono- 5- (trlrrethyIsHyI)phenoxy] N-(2- met hyl am no

o o B IRUARL dhmotnyisilyiphenoyLN(2 methylaminio-4 &-dimethoxy-

1 3-yRinbidimB-yBfuranivearpkainidd; ) phenoxy] - N-{2 [3- (4

i Ay %ﬁz%ﬂﬁa?eﬂaa%awﬁ S D TR phpetaBié ™ |

| ylgxéré)(lﬁ il e dimbifR: ﬂy)‘lmlﬁﬁeﬂggﬁkaﬂ—\é-&%bbﬁa&lmé\'

ﬁo)propyl

oXy pyri-md
i n- %{Q-mmhﬂps-arinmwsmmapxyl -N-2-[3-(NN- -

o dlﬂ]%[lhylamlnntspropgl amino] _gyé a é/tmaf MEpy |m1dn{\% fietedt? éphm |

_-céf.g}_, pélamno] 46d|rrethoxy13pyr|md|n5y|}furan,
car box

am de; 30
5- [ﬁ-ﬁzmmnﬁ-q (tnmeﬁuﬁynlﬁ)@hppﬁd%%{&(ﬂdﬂ:pILM( pyrrol

ylgar%ﬂpml%q]-f é %ﬁp?ﬁﬂxg]‘! §-pggpﬂaygﬁzygﬁ.xr¥n -carboxamide

5-[ %ny-mnyﬁ-s tmm&aﬁﬁym)phﬁhbxﬂtwngszyﬂrbz{aﬁnﬁ3y| éfhylamlno]-

3-i midaz-

yI ) § E%W%W tﬂl&neg'nyds%%)lp Hgnoxgi] AQH2)IB (ﬂﬁsdlln-rl]'dgzyl }Hf uran
qp? e Gfﬁ[meﬁwok? ﬂBIﬁWWdﬁrﬂyi}furaatzqudaﬂ:oxamlde :
y henoxy] - N-{2-

F%rbéﬂﬁ‘%"r%'ﬁ'8Bb?yéﬁﬁyhspem%cldw%ﬁﬂmtq@glp‘gwymuaw_z_ |

E 15‘ ,caré?%ériufdér an-2 9 carboxam de; -5-[2-net hoxy- 5- (trl R,

oyl rﬂ{mbfcanmﬁeatﬂMeﬁ}yﬂstiyaphemxw]-lﬂ-(zw6-h1rdethoayph¢myl)ﬁamn-2-

St IyI)phenoxy] N-{2-[3-(norpholin-4 15"

- 2- car boxani de; -
ca; T”Eﬂrﬁ\gﬁhoxy 5-(trimethyl silyl)phenoxy] - N-[2- [ 3- (4 Tne
thyl -Grimetryiifbhenox -N-246-tnmetho -1,3-pyrimidin-5-
me?l’?ﬁfﬁﬁbls éz netsﬁéy@%)henoxy%] ( 2, 6-di netﬁyoxyp%yenyl o
yl)‘tﬂl‘lana‘zi-cal‘lxﬁ(a[‘rﬁd@et hyl di- methy is |IyI) 2-met hyl -

phe%ﬁ%{%‘&%b tn@gg‘éﬁl bﬁ%ﬂ@% I?R% :]ﬁcl;th¥la(p'gpgbé§<g rgluge‘f;:hqu- o
1, 8dyBnfighbsdy ) firan P edrbikamide; .
'yI').- 2- met hyl phenox

di n&-f%rbm@r@)r(tﬂ'ﬂWQ%YMYBQPGQOW]W'I{&@I‘QS/ 1, 3-pyrinidin

' carboxamlde

_ mgﬁrtﬁ éér%&%& )ﬁgﬂp&ﬂigﬁ?&ﬁﬁ' Eﬂ@métﬂwé)ri{!ﬁé Mr ﬂ'ha?ﬁt @%‘}furan—z- _

5- [2-bromo-5 (tnmethyISJIyl)phenoxy]-N—{Z 13- (N N-

| dmethylamlno)propylamino]-4 6—dimethoxy-‘l 3- pyr|m|d1n~5~yl}furan-2-

. carboxamide; -

-+ 5-2-bromo-5- (tnmethyi5|Iyl)phenoxy]—N-{z-[(S—morpho!m-4~ :

' yl)prcpylamino]~4 6-dimethoxy-1 3-pyr¢m|d|n-5-y|}furan-2-carboxam:de

-[2 bromo-S—(tnmethylsﬂyl)phenoxy]—N—{2 [2- (pyrrohdln- —yl)ethylamlno]-'

5-[2-bromo-5- (tnmethyls:Iyl)phenoxy]—N—{2 13- (1 3- |m:daz-1-

. yl)propy[am|no]-4 6-d|methoxy-1 3- pyrlmldln 5-yl}furan-2—carboxam1de .



o "Sss)f:pr@ncm R

.30 vyl )propyl am nol -4
6 di met hoxy- 1, 3- pyriniidin-5- yI}furan 2- car boxami de;

(et.hyl di met hyl silyl)-2-nmethyl phenoxy] - N-f o
-_ W%“@%’Pﬂr# i perazi n -WD 20051005442 &’éé"w“‘”““ o

© . 5-[2-net hoxy-5-(trimethyl sig yl ) phenoxy] -N

+*(2-met hyl am no- 4, 6- di net hoxy PCT/ GB2004/ 002606

o RISOR éﬁh'e%{ﬁmhgﬂwhﬁ%ﬂméhﬂwﬁh&wwfan-z-

.caﬁm&am'g@éhoxy 5- (trimet hyl silyl)phenoxy] - N

G s T e o

: rlmathoxy13py(md|n .
Ca&)%xéﬁ?uran 2- car boxam de; 13-pyrim di

©n- 55}{Q)ﬁlamy25—ctawmmmw}ghen®ey@w @m&ﬁftnm@thoxy-1 3—pynmid|n-
trimet hoxyphenyl% ‘uran- 2- car boxam de; _
88yl silyl)-2-nethyl phenoxy] N-(2,4,6-tr

gq?ﬁ‘?ﬁ 3}(@ ttﬁ 3{]&& héﬁw phenoxy] iiiibd@ﬁ-dlmetho*):/— .

| 1 :{-a niratdmy—lSayﬂfnmmz{ﬁzarboxamlde

TRt ORI S

yng@yg{gggﬁﬂ% H?ﬁ‘iélﬁes /g%xmwms GrankRcarbelemie

10

2 PCT/GB 004/ D02606 1 .
5-{ 5- [p(rﬁemoety@ttnmemxd@wi)pben@m]ﬂ-&ﬁ[%l}’& net hyl pheno-._ |

B d.rgzrbslaniéaz‘mspw%“ BB SR e ’

15

't th di - 5-yl ) f box
5Ir I{ geigfrgéémy@ tﬁgr{eryrmlﬁw)pb%ﬁ%liﬂu;l@%[%n%ar '?@t’h& pheno o

N _’ | Yl)gy%y%rﬁﬁaﬁtdgxmﬁg% ﬁ :gpgr‘ rﬂgng Xg@ﬂgbran-z-carboxamude

5- { B- 5«&@1@immwsﬂyipmwwmheebwf\f@ Bﬂ'meﬁﬁmﬁph@my')f”’a“‘f. o

phenoxy} N-{2-] 3-(4- nmethyl pi perazin-1

= “Ca}’ PYYABI ani noJ -4, 6- di met hoxy- 1, 3- pyrlmd|n 5- yI}fura

s R RS e

trlmaft]“lokyﬁﬁbri}&)ﬂarrsnm-carboxamlde

S20

5- [5-(ethyid|methy15|Iyl)—2-methylphenoxy]—N—(Z 4, 6 tnmethoxy-1 3-

e pynm|dln-5—yl)furan-z-carboxamlde

55- (ethyldtmethylsnlyI)—2-methyIphenoxy]—N—(2-methylam|no-4 6-

o d:methoxy-1 3- pynm:d:n 5~yl)furan—2—carboxam|de

5- [5 (ethyldamethylsnlyl)-2—methylphenoxy]—N—{2—[3—(4~methylp:perazm-‘l -

'7 25_? - yl)propylamlno]-4 6—d|methoxy-‘1 3- pynmidan-5—yl}furan-2-carboxam!de

5-[5- (ethyld:methyISIIyl)-?_—methytphenoxy] N—{2—[3 (N,N-

. dlmethylamlno)propylam|no]-4 B~ d|methoxy-1 3-pynmidm 5-yl}furan—2~

' carboxam:de

- B [5—(ethyldimethy!snyl)-2-methylphenoxy]—N-{Z [3-(morpholm—4- -

30 yl)propylamlno]—4 6- dlmethoxy -1,3- pynm|d1n-5-yl}furan-2-carboxam|de

5{5-(2,2- dlmethylpropyl)dlmethy151Iyl]-2-methylphenoxy} N~(2 6~

o d lmethoxyphenyl)furan-2 -carboxamide;



10

15

di met hyl ami no) pr opyi ami no] - 4, 6- di met hoxy- 1, 3- pyri M din
-5-yl }furan- 2- carboxam de; 5{5[(22d|methyl
(s)rop I ).di met hyl si |yl ]-2-pethyl phenoxy}-N-{

BHOP/PId#3 n- 4- yl1 ) propyl ani no] - 4, 6- di et hoxy- 1IIC§J%9W’H?“2696 o

din-5-yl}furan-2- 15 carbox mde 5-{5-[1, 1-di net hyl
2- (trlrrethyIsHyI)ethyI] 2] thyI phenoxy} N(2,6
di met hoxyphenyl ) furan-2-carb

5-{ 8{p4l( 2nd:mn@tmgbwmpy'()¢lmatmé$!Iyur?gme;ihylehﬁwfv}-i\’-@46- -

' F”'ﬁ?%ﬁ%@gﬁ@ﬁy%%ran E‘ Tar boxani de; 20

- 5- {S{BJI\{L(ZZCH|métﬂw;bro&yl)tﬂlmeﬂﬁ,tlmw]s?-ln)étmy!phyzhpﬁ.v}ﬁ'ﬂt(ﬂyliffzrhe S
nox timet hoxy-1,3 y(gedlnSyl)furan :

- tnrgetb@mﬂx g}idm-s-yl)furan ~carboxami

eno%;%!mé ?gﬂ'%‘ﬁ%')m%y &Héfﬁ;}@w@ lrﬁ(éthﬁfph\éhhxﬁ NRohy! .IOh

!bMilmﬂtlr&dﬁnﬁhdxyﬁﬂt&pymﬂiti;r%m)fumrdﬂmaﬁbmta'mtdean 2-¢
5. (SBA(A Zxfmetpropy PmNBSIE TR RGP N2 (34
m&%ﬂ?%@é pyﬁelréq ??qu Qf E%B‘L ﬁdélfgtl'f@&w b%ﬁﬁﬁ:am-a y‘l}furan-2- )

- carbdxpmidayi di n-5-yl }furan-2  carboxam de;

: oxy?"{hgl éZ{-jC{i;g'lgwpmpy )dtg'nn?hﬁgl‘yﬁ ﬁ%gtﬁyr x;r/r}e NQ% [@QW?N—

oxam.de;

- d.rﬂ@tng(afryhagera@}nshmmmmbmxg =B YA yBfunsnizn din

'caﬂaob(EFmdjé, 1-di methyl -2-(trinmethylsilyl)ethyl ]-2- methyl

pheg ﬂﬁ (ﬁ? ﬁlr(&n?h%?mpgﬁ%mmwlg ap%”p&gnop}gl\!ﬁ{)gr[l sd o o .

(mb 20851 ?gg%ggﬁégh@@meﬁ%xﬂm@mW}furané—

'caMamldﬁn 5-yl)furan-2-car boxani de;

%ﬁ;ﬁ f‘éh%ﬁgnyl( rimsthyls |yq&tr(ng]-werpﬁtr1y aphenoxx}ﬂ—(z .6_. -

_.dirﬁethbi Mfuraﬁ-l—barmbhydjezl |yl yphenyl ] met hyl }- N

- 20

5 32[5',{3?{13% ?ﬂw@%%ﬂyifﬂtswﬁi-?ﬁwﬁyg%nc}xym(@ 4166_7 |

_*“’EBQ’E’W{WW@% I met)%ﬂTé?lcslr )bg)ri:nmy:j]erréf Hyl }-

-t r BHELYN me;dmetﬁyI-2—(tnmethyls:lyl)ethyl]-z—methyiphenoxy} N( 2.4 6- '

| .trlmf&%gﬁf,wwg;ﬁgyﬁﬁ %%ﬁ{#m hi,g silyl ) phenyl t hi o] N

© 25

0
o (morpholm-4-yl)propylam|no]—4 6-d|methoxy-1 3—pynm1din-5 yl}furan-2— o

. mQtWenqu%&dd[nZGthmY-én3-PYBmmlm50x| sERrEncArbaxapide

3- (2. K
pg'{ngphoxmmw%ﬁ'ﬁbtﬁ?’ﬁ@fl Nﬁanzgggltr;y dphenoxfx]f} N (2

Y Esdd ﬁr%elpyﬁ-fdﬁ%n&éplgmje]thyl]é-methylphenoxy} N-{2 [3 @

methylpiperazin-1 -yl)propylammo]—4 6- dlmethoxy—1 3—pyr|mldln-5—y1}furan—2- .
' .carboxamlde : I
_ 5-{5-[1,1-dimethyl-2- (trlmethyisr!yi)ethyl]-z-methylphenoxy}—N—{2—[3 (N N- o
| dlmethylammo)propyiamlno]-4 6-d|methoxy-1 3—pyr|m|d|n- -yl}furan-z-

carboxamlde . : .
5-{5 [1 1-dimethyl-2 (tramethyisnyl)ethyl] 2-methylphenoxy}—N—{Z-[S-

carboxamlde

yIS| IyI



2(c) carboxam de; 5-{[2-nmethyl-5-(tri
rrethylsHyI)phenyI]rrethyI} N-{ 2-[ 3- (4-nmehyl pi pera2|n

| W%“}‘ﬁ?”&tﬁ?l ami no] - 4, 6- di met hoxy- 1, 3. - pyri i di npgTﬁﬁ%ZP?fimgzmﬁ

2- car boxam de; 5- {[2-met Ryl -
5 (trinethylsilyl)phenyl] methyl N-{2-[3-(N Ndl-

et WM%% AREAMAN i ALATH AR LirfePkypRetyifan-

2§arbb)?armtid1y| 5 (tr|rrethylsHyI)phenyI]rrethyI} N-{2 [3
(nnrpholln

o yI)@%%W%W'n@ﬁ”@%hﬂﬁmwume@yﬂw (Zi%ef- 5-yI }furan

- tr&%eﬁ%%ﬁéﬁmﬂg%% uboxag"d?’)furan 2- car boxani de;

5- {E-Whyb&{rmﬁtﬂyldllymhmyﬁmet&yd}}!&r(ﬁﬂt wnmetmxyphaﬂ

: Pyrlfﬂ'%iﬁﬁ !DWF?%&O‘EWP%’WQF 4, 6- di et hoxy- 1, 3-pyrinidin

2 PR e e e etemne A

dameﬂhmﬁyhgﬂdpghmldlyﬂ-a-b&ﬁmmé -c@rbaxdmideni de; 25

AL ngx@mawgwaﬁmew&p%zm-1-'

3 yl)éﬂ{pg a?ﬂnﬂﬁ]—ﬁ‘@%n@étﬂﬁkﬁx'3—§yrﬁﬁ1rd1rﬁf§t)h}fux%rﬂ-ﬂic)amm% N{

(et By{[Zrme‘lbyleﬁ-l(]iyiln’w‘thy‘leilyl)pf@nul]m@thydrk&{&[%(%ﬁh mi di n-5-

B e Ry Py FEReBITTAe (2.

s

o phsnylarmm)n

© cafbdiahfiiget hoxy-1, 3 30 .

- met hyl |pera2|n1yl met hox y

i bl nmtwmmetnylewﬁ%wmm R A (morp%onm-

RN SR S B o

- PCT5QB24 @W&Q%Pﬁeﬁ&y-s-(trlmethy151Iyl)phenylthlo]-N—[4 e-damethoxy'-(z-
trinet hoxi//i hen f'uran- 2- car boxam de;

QWEUIGF@ﬁW]f‘#ﬁF?%?F%erWWﬂ%noxy] N(2,4,6
36{5‘3515%{0%@ L(Eé:_g?fn)li%{hflgla'dﬂ%\)iH‘kﬁ@ﬂ‘?&}’é1Iy|}bhenoxy}—N-[2-(N—tert-

butyloxyeammympemdimym eamibog-eh Boimethawy-1,3-pyrimidin-S-yljfuran-2-

&PE‘ hyl -4-(trimethyl'silyl )p henoxy]-N(2, 46tr|
ca ﬁd@%henyl)furan 2 carboxam de;
: ho%zrifﬁ%mgxy%- foro- ﬂﬁﬁémwrbwlmh@mwﬂyﬂbhéﬁw}wi{m[w1 3-

imidaz-1-yl) propy?;mlno]-zl 6—d|methoxy-1 3- pyrlmld|n-5-yi}furan-2-carboxam|de .

c (ethylamlno)ethylamlno]-4 g-dimethoxy-1,3- pyrimidln-5-y|}furan-2—carboxamnde .

30

5-[(1, 1-d1methylethyl)damethyISIiy[]phenoxy}-N-(Z 4.6-

-~ trimethoxyphenyl)benzene-3-carboxamide; |

- 5- [2-methoxy-4-(dmethylphenylsn|yl)phenoxy]—N—{2-[2— .

5-[4- chloro-2 methyl-s (tnmethy!sﬂyl)phenoxy] -N-(2,4,6- trlmethoxy-1 3-
pynmldln—5—yl}furan—2-carboxam|de T
5- [4-chloro—2 methoxy—s methyl—3~(tr|methyisslyl)phenoxy]-N—{z [3 (4-
rhethy!plperazm— -yhpropylamino}-4, 6 dlmeth_oxy—'I 37pynmldin 5-yl}f_uran-2- : E
carboxamide; : e - e
- 52~ rnethyl-S (propyldumethy!snyl)phenoxy] N-(2 4, 6—

| -tnmethoxyphenyl)furan—2—carboxam|de



yl)furan- 2- car boxan de; - ,
5-12-net hyl - 4- (trlrrethyIsHyI)phenoxy] N- (2- et hyl ani n
0-4, 6-dinethoxy 1, 3-pyrjm

l ‘ Wq H]G?{OQ;J-W )f ur an- 2-car boxam de ' .. PCT/GB2004/662606
© . 5-[2-methyl -4-(trimethyl si I,%I ) phenoxy] - N{2-[ 3-(4-neth -

yI p| perazin-1 yl )propyl am’fo] -4, 6-di methoxy 1, 3-pyri

et e ey b B ™ M L

; ) b%&@f@ﬁ&yﬁgbﬁaiﬁgﬂ aéﬁnﬁe )-4%5- it pgenﬁncnws-mfdrah 2-

- "46%rrﬁéﬂhlosrydlm rlﬁldlﬁiﬁﬁrg?arﬁﬂldé@m

10

boxam de;

caﬁbcﬁm'rmelehyl 4-(trinethylsilyl)phenoxy]- N-{2 [ 3- (norpho

3 e BB Rt b

m%h[a%gcfﬁbﬁﬁiﬂp tarmnﬁs —H)d—éirﬂléthbﬂm@abyﬂlmiﬁ‘ln{%yllfmﬁrﬁzi .

oxyca yl pi peridi nyl am no) imet hoxy- |

. carb}axaymldm di n-5-yl]furan-2- carboxamn de;

e %Wéamwogywaﬁgg;gﬁg@%ﬁwamm]- 2

bronp-5-{trinmeth

henox I'\I- | ropyl
: am r‘io[)?eb Caﬁr(tru‘qlethylsﬂyl)phenoxy]—N-{?_ f& Flge)

-amli]gethy!)propylam!no)]' .

R TP 2 L 40

5 {%I\Plelg Wm—é (Er(rﬁetﬁyléiIWHBﬂG&P/?M@-anUm-H)G—dmathdmhejﬁ;

- trimethoxyphenyl)furan-2-carboxam de; 15

B pyenn{ltianrév ramr2f0§r O)Eﬁ"ﬂ*é'?hyl 2-(trimethylsilyl)ethyl]ph-

RS - I

eno %Zr H’e(l?y , Izﬁcggﬁthylpro S thXIszlylmr}eEoN}ZN-gnél 6~

o trlmeﬁﬁx?phéwlﬁﬂwmﬁqcatbdxamlde

N : |

o {;Irégtﬁaxégmg,ean M0 A00BHAE5442 PCT/ GB2004/ 002606 13 4,

20

5

-pyrimdi n-5-yl }furan-2-carboxam de;

5 [25-[QHMetWI-Q—P(-bts(tnmehlwIsnlyl)nh)epmmbw H6t2-[3-(1,

'. _'_.'_-'t”ry?méé?%fwcﬁn Zrcéfbd?"ﬁﬂl'ﬂ%xy 1,3 pyrim di n-5-y1}f urar.l.

‘Eq!zbméﬂ‘ml-ﬂe(mméﬂﬁﬁls:lygphmyﬂl%v-mssdlmmwy@henﬁl)furan-z-. . .

V\,hl ch are shown below, respectively

'_caeboz@rmﬁehw 4-(trinmethylsilyl) phenoxy] - N-{2-[ 2- (pyrrol

L %%zé%hﬁ”*?y@%%"xﬁ%h L i s -

| _-'carboxamide |

- 52- methyl—4—(trxmethylsnIyl)phenoxy] -IN- (2 4 6 tnmethoxy—1 3—pynm1d|n-5--, :

e .:_-y!)furan—2—carboxam|de o |
' 5-[2-methyl-<4- (tnmethyIs:Iyi)phenoxy]—N—(z-methy!am1no-4 6- dlmethoxy- g

'1 3—pyr:m|d1n-5-yl)furan-2~carboxam1de . |
. 5]2-methyl4- (tnmethyisnlyi)phenoxy]—N—{2—[3-(4—methy!plper32|n -1-

L _yl)propylammo]-4 6-d|methoxy-1 3-pyr:mldm-5—yl}furan-2—carboxamlde

30

. 5-[2-methy!-4- (tr|methyl3|lyl)phenoxy]—N—{2—[3 (N N-

'd|methyiamlno)propylam1no]—4 6-dimethoxy-1, 3-pynmidln-5—yl}furan-2- _ |

carboxamide
5-[2-methyl-4- (tnmethylsrlyl)phenoxy] N—{2 [3-(morphoim-4-

~ yl)propylamino}-4,6- dimethoxy-1, 3—pyr|mldln-5-yl}furan-2-carboxam1de



5 [2 met hyl -4-(trinethylsi Iyl )phenoxy]-l\l—{2-[3:(1
-i’'m daz- 1 -
JQ&"QJGQ ! am noj - 4, 6 di rret hoxy 1, 3-pyrim d| n- §C¥?d§296ﬁf62606
car oxam de; 5
5-[2-chl oro-5-(trinethyl sil43)phenoxy] - N-(2 6-d
i met hoxyphenyl ) furan-2 carboxam de;

' 5-[% Eﬂéh@wﬁr (thﬁwletfﬁwm)ﬁhéaémmﬁ{m{wlpymam@r)éthyi&ﬁfno] .

hoxy

'4 B-qfmemwas@y(mndlme‘i-bruftmam-?kqwh@:mw]e, N- (2, 4,

yl )HJ@ g‘%"‘# GBTE r&%ﬂyﬂgﬂf@)&yﬁ-l%-{?o[% k?r'%ﬁ%ﬁ si | yI |
W@mﬂ Mé%rﬁaﬂﬁxy 1a@p¥flﬁndin @ylﬁuraﬁrlzfﬁdmm){amlde

inmidin ur an car boxam de;

© 5. [zf éﬁﬁl'dﬂtﬁ-é-((rtmeﬂWtSHyl)mer)ﬂXbee(ﬁ’cﬁc? mﬂhpzypbemsd)fm

_ Zin-1 carboxam de;
%ﬁ’%ﬁ?‘gﬂ { am no] - 4, 6-di mathoxy 1, 3- pyrlmdln 5- yl}furan '

- 2- W%@m-g%tnm&h Isil I)phenoxy -N-(2,4,6- trlmethoxgrphenKll)furan—zé '7

= - 5-[2=chl oro-5-(t(met hylsilyl)p enoxy] N{2-]
Cadi’m‘}*ﬂ,am no) pr opyl ami no] - 4, 6-di met-hoxy- 1, 3-pyrimdin - -

S SRS e A eov Spyimins.

10 'yl)fLEab-& é@'bbkaﬂnfdh n-1 yl)ethyl am no]

2[203':!&&?@%”"taéFll"lqlgilgl%hsenloxyf t‘(%”r%é*lylamin -Ll B- &lmetﬁoxy- .

oI|

. 5.yl }f 2:carb de:
AR AR D IS,
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PCT ECEBQtﬂﬁdrbO@zﬁm&etQ/ls|Iy|§p:k@no&y]-m{2€[3q,4-1@ethylmp@-amn-ﬂA :
yl)pquy[amlno}-tl 6y dlmethloxy-1 3-pynm|dS in- 5-yl?furan 3 carboxam%e s
-5-{2-chioro-5- (trlmethy[3|Eyl)phenoxy]—N—{Z [3 (N, N-- L o
d1methylam|no)propylamlno]—4 6-d|methoxy-1 3-pynmld1n—5—yl}furan-2- : ]

-carboxamlde ‘

5-[2-chloro-5- (tnmethyls:Iyl)phenoxy]—N—{2—[3 (morpho[1n—4-y|)propylam|no]-' '

: '..4 6~dlmethoxy-1 3-pyrimidin-5 —yl}furan-2-carboxam|de

-5-[2-chloro-5- (trlmethyISIIyE)phenoxy]-N-{Z [2-(pyrro}|dm- -yl)ethylamlno]—

4 6- dlmethoxy-‘l 3-pyrimidin- 5-y[}furan—2-carboxam|de '

5- [2-chloro-5—(tr;methyIS|!yi)phenoxy]—N—{2-[3 (1 3-|m|daz-1-

_ ryl)propylamlno]-4 6-d|methoxy-1 3-pynm|d1n-5~yl}furan-2-carboxamlde

" the corresponding structures of whlch are shown below, respectwely"'

a5 (ordered left to rlght)
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mpounds of the i nvent |C§IG€%X#002606

WRHHOIMSHY . They may be in the formof a sind!

enanti omer or di aetereorner2 or a racemate. The
conmpounds, of the invention Hay be prepared in racemc

f
{peoriousliedi s IaTiRLAN A ke | HFY Pk e Torifofa.

su@é’éﬁ%ﬁﬁ’orﬁ& or”dlEtPl%rﬁfarherUF Spamainds may, for

e reso I'nt'o elr enanti oners by

- st aﬁdercbmp@.hrrdstofame swehtiars nayebé @remnedrtndfacemtc form, or
di ast ereoneri ¢ ga I.S

'prerpareem P oBnismoNe R bl e gfsoluton aswil
t@@éegtéosﬂtheerﬁg%é RARHRLALL Heypiror DRabRe HA&Solved into

rnativel ena nmers of the noVel' conpounds
theilayerbmtmwersatted HgndiidC testnnngues clsiuchl asgt dheolfarmation of

aiaTeanErCsae i ol (st wih PRIRRSPI, AR aceoiaved by

otect ed

fra‘ctisnél'tgfggtbnteauortaﬁa%geﬂera@tbntctfemertV@étblaee ”RItfethtNrély athe

' enantlomers of the novel compounds may be separated by HPLC usmg a chlrat

column.
Some compounds of the formula ‘may ex;et in dn‘ferent teutomenc forms

| ~ which also fall within the scope of the invention.

A compound of the invention may beina protected ammo or protected _

: hydroxy ar protected carboxy form The terms protected amino”, "protected

hydroxy" and "protected carboxy" as used herem refer to amino, hydroxy and
carboxy groups’ whrch are protected in @ manner familiar to those skllled in the

~art. For examp!e anamino group can be protected by a benzyloxycarbonyl tert—
o butoxycarbonyl, acetyt orlike group, or inthe form of a phthalimido or like group. '

A carboxyl group-can be protected in the form of a readily cleavab[e ester such

as the methyl, ethyl benzyl or tert—butyl ester. o
Some compounds of the formula. may exist in the form of sotvates for
example hydrates, whrch also fall within the scope of the present mventnon h
_ Compounds of the invention may be in the form of pharmaceutlcally

“acceptable salts, for example, addrtlon salts of inorganic or orgamc amds Such

lnorganic acid addition salts include, for exampte, salts of hydrobrom_rc acid,

" hydrochloric acid, nitric acid, phosphoric acid and sulphuric aci_d.'. Orgenic acid
~ addition salts include, for example, salts of acetic acid, benzenesulphonic acid,
- benzoic acid, camphorsuiphonic acid, citric acid, 2-(4-chlorophenoxy)-2-

methylpropionic acid, 1,2- ethanedisutphonic acid, ethanesulphortic acid,

-ethytenedlammetetraacetxc acrd (EDTA) fumarlc acid, gtucoheptomc actd

- gluconic acid, glutamic acid, N—glycotytarsanlhc acid, 4-hexy|resorcmo| hlppunc

- acid, 2-(4-hydroxybenzoyl)benzoic acrd 1-hydroxy-2-naphthoic acid, 3- hydroxv

2-naphthoic aCId,_2-hydroxyethanesolphonrc acid, lactobionic acid, n-dodecyl



hydroxy-or protected carboxy form The terns
"protected am no", "protected is hydroxy" and- :
rotected carboxy as. used herein refer to a -
(E@H?B‘k §*2and car boxy groups which are prot ect ?&%@230”002606
~manner famliar to those skidled in. the art. For .
exanpl e, an am no group can be protected by a
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of readi |y cl eavabl e ester such : t'he nedgg .
pantﬂghenlcoeﬁlgyrph@spiawtc Ethy((‘l@ﬁl'é@Ph@@ftB) RPBRFRCiE}, picric

a(ég ﬁ%ﬁ%ﬂ?@a tSé’\lﬂi Fggcl{sler lef ﬁh\éﬁﬁgﬁi’éctgﬁ%hc acid, N

 tebdphinalRsEdd, p-mraemeanphorﬁb apidy mds.mortactehetcraweand cbm’e likgy.

be in the form of pharnaceutlcally accept able s

- for lexwithl e - appreciaied sthats seeh i aaltgamrevig fadort gev are.

R S T

exa rocnloric

pr@pt—:dad bytrelactna@ltﬂe qungsqiral wgthaai slitsbie awiglimra comemtronal L
. Organic-acid -addition salts include, for exanple, .= "'
liﬂgﬁmQ% of acetic acid, -benzenesul phonic acid,

10
| -knoﬂmahrtbeadt amd/phbwttwe mﬂpw;n@pﬂmeesas phoni ¢ acr d, 30 °

DenZeAmBEl orAETRGEHARD LS ebdectbl it aﬁratue method.'.

rophenoxy) - ni-c

et hyl enedi ami net etraacetic acid (EDTA), fumari.c aC|d
- gl ucoheptonic acid, gluconic acid, glutanic acid,
N-gl ycol yl arsanilic acid, 4- hexylresorC|noI h|ppur|C‘
acid, 2-(4- hydroxybenzoyl)ben20|c acid, .
-hydroxy 2- naphthoi ¢ acid, . 3- hydroxy- -2-napht hoi ¢ - o
Jacid, 2- hydroxyethanesulphonlc aci-d, lactobionic-acid,-

- dodecyl WO 2005(005442 21 . PCT/GBZOO41002606
- sul phuric acid, maleic acid, malic acid, nmandelic

aci d, met hanesul phoni ¢ aci d; net hyl ‘sul phuric acid,

S muci ¢ acid, 2- naphthalenesulphonlc aci d, panoic-“
acid,- pantothenlc aci d, phosphanlllc aC|d
o ((4- antnophenyl)phosphonlc acid), ‘picric

'“jlpharnaceutlcally acceptabl e, may be used. in therapy

“Such.salts may be- prepared by reacting t he .conpound -
~with a suitable acid in a conventional acid, sallcyllc

rﬁ'aC|d stearic: aC|d succi ni ¢ aci d, tannlc aC|d
~tartaric -acid, s terephthallc aC|d

p- toluenesulphonlc acid, 10- undecen0|c aci d and the

Clike.. It will be appreC|ated t hat such salts, '
,'jprovrded that ‘they are 10 A conpound of the |nvent|on
- may- be prepared by any suitable method manner. known

"-'|n the art. and/or. by the fOllOMAng processes WO

2005/ 0054- 12
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Scheme2 -

() HEr, H,0 o > | Con

HzN\©;°H NaNO, | B_rH_ nBuLi, TMSCI ™ S
s #~." (i) CuBr, HBr S 'thenTBAF._' "

AlMe and RNH;

- . ' _ 0.0 o
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e thenTEAF g
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) tBuOK ' VC%ME {iiiy RNH; and ERC WNHR
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W g B . (m) $0Ci;and RNH; ; -
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d shoul d not bé construed. as limti n? rocess
Ilmumgl i A ipigcassritiligingorimilaneioanaleg el rages aﬁavi conditions

oG8 SR BRT B4 o SBETR e

invBhtibgr es of final products or internediates obtained

can be separated '
- Any mixtures of final products or mtermed:ates obtained canbe separated _

~on the basis of the physmo—chemlca! differences of the constltuents ina known _

~manner, into the - pure final products or mtermedrates for example by :
_ - chromatography, distillation, fractional crystalhsatlon or bythefo_rmatlon ofasalt -
if appropriate or possuble under the circumstances.

The activity and selectivity of the compounds may be determlned by any

. suitable assay known in the art.

The compounds of the invention may be used in the treatment of

V-numerous allments conditions and diseases mcludlng, but not hmlted thereto '
cancer, endometnoms uterine rnyoma an ovanan disease, a mammary cystic
~ disease, prostatic hypertrophy, amenorrhea,‘pr_ecoclous puberty, premenstrual B

syndrome, a sex-steroid-dependent - pathophysiology, benign pro-'static

20

hyperpiasna Alzhelmer's disease, HIV infection, AIDS and dlseases caused by

| . thyrond malfunction, or to arrest spermatogenesns

The term “cancer” as used herein refers to any disease or condition

_characterised by uncontrolled abnormal growth of cells and includes all known

types of cancer, for example cancer of the bladder, breast, colon bram “bone,

“head, blocd, eye neck, skin, lungs, ovanes prostate and rectum; dlgestsve _

gastro:ntestlnal endometnal hematologrcal AlDS-related, . muscoskeletai
neurolog:cal and gyneco!ogrcal cancers; lympomas melanomas-and- leukaem;a
In therapeutlc use the active compound may be adm:nistered orally

o rectally, mtra—vagmally, parenteraily, by inhalation (pulmonary delivery), topically,

ocuiarly, nasally, or to the buccal cavity. Oral admrnlstration is preferred Thus,
the therapeutlc composmons of the present lnventlon may take the form of any of

~ the known pharmac_eut:cal composutlons for such methods of admm:_strat_lon. The-

: _ " 'COmpoaitions may 'be"f_or_mulated in a manner known to those skilled in the art so

astogivea controlled release, for example rapid release or sustained release, of

‘ the compounda of the present invention. Pharmaceutically acceptable carriers



on the basis of the physico-chenical differences. of
~the constituents, in a known nanner, into the pure

W(fhf(}%oﬁﬁ?dUCtS or internediates, for. exanple ﬂQf}’r/GBzooyoozaos

- chromat ography, distillation, fractional
;fc‘r-yst allisation, or by the 250rrrat| on of a salt 10 if
.. appropriate or possible under the circunstances. The

suﬁ@blevfbtus@nﬂbmloemposuﬂoﬁscﬁreWeﬂ kenownd tressariehéeompositions -

det er m ned sui tabl e assay known in the a

of the laaﬁﬁmcu@asbfsorﬁtﬁ@ Oril-8RY By weighb et &C@Melq?"ﬂ@@nd The
- _cohf %%Sa:‘@sg Io?}itpe gH@Eﬁfb s?‘% g{%ﬁﬁ?aﬁrytg %Eéd! %%ﬁp%gsage form.
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|ng, ereto

‘Prefurably, aemitaost comprises meeamtwe imgredient i eman amaun’mrf 1-500 mg.
di sease, 'a mammary cystic di sease, prost

Theygrsipiepmysedifdhpianaiation eidbess 99"}5%5»0{19 ‘re the excipients

Lryal  syndrome, a sex-steroid- dependent
knghﬁhopﬁyé#glogy, beni gn prostati ¢ hyperplasia,.

Al zbnqjdm'ephate @bmgesieveilelinday ibbedéterminedl tﬁgSaa;mwtablmme&m .
cause ctio \! E
ondtnden S 6ok L ot i B ppecic

B T

thea bttivihyowahthet ggmé[cafommmw emipboyeel énp ge chodye weight general

adder reast

el Save Hieh R bt adifisietirareius of BRawris Al e 8 Eipretion,
dr SSﬁIUuYeﬁlon Qﬂ?ﬁ*ubcﬁe%ﬁﬁl oAk, dn%%@ﬁdér?bmg treaStment

emat ol ogi cal ,. Al DS-rel’at ed, nuscoskel e

B ‘neuCsirogesitions fat- cggahedmlmgﬁrafmn et pesferrenyaasopesitions of the

sk i
BRSSO e Bofpin. o
_exéz&b[éltétﬂ@isn@éﬂasuleﬁ rQﬁuI@éabj(r)an ind adjwéws @Imoily suspensions..

(pul nonary delivery t opi cal ocularly, nasally

. Thgrphamafgugg@ic%qmmm@ coujaamngdhe rﬁcgwe é@gr@ﬁilq@ may be ina

" forﬁ}si&r#lg fhr of e fo‘i‘%ﬁaﬁ‘g)ﬁ et% ‘fs Cf Ibkgrﬁé%%faq%l%us or
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i nvent1oh or m

: ":onl;krymwpepb@raspdmpbmlaﬂe pomdesn bqu;ranﬂtas sanmmsamtshdnasd afr soft

adm' ni strati on.

_ 0si tj.ons at ed in o
 capsUlain®F SUARNOE SIS RRPPEUANS NS, {0 ! asSipay be
préfiaféd Hl@@'tbeé’n ?’r’neﬁﬁéﬁ er n AR &t f@Plit hilrkAs&ure of

I sustaln rel edse, e compounds of the present _
phamvaeitinel c@haoahoesgtamh:kmqh aaoppsitibne AU COrdain Qe or more

2005/ Q05442 _PCT/ GB2004/ 002606 25 .sui t%blﬁnrg{gé%ﬁ%eﬂaoounng-

ht of active conpound conposji tions of the

| ‘phamm&utmaﬂhﬁ@ggéhémﬁpaiﬁt@hl@Pﬁﬁ@@atlﬁn&nT@bletﬁ)@%‘éélmfbﬁﬁP“VE o

S8R R SRR BB Rt oot gnppents

~ whighegtel éhlttéb% o eRAfrRinupictafe bheBRts OTPRSE Wxeipterts endyhbe, for

~excipients  known in-the art.

 example, inert diluents, such as cak:ium carbonate sodlum carbonate lactose -'

N 'ca!cuum phosphate or sodium: phosphate granuiatmg and dlsmtegrating agents,

. 30
| _agents, for example magnes_lum stearate, stearic acid or talc. The tablets may be

for. example corn starch or alginic acid; binding agents, for example starch .

gelatln acacla mlcrocrystalllne cellulose or polyvinyi pyrrolidone; and lubncahng' '

| uncoéted or they may be coat'edby known téchniques to.delay disintegration and
. absorption in the gastrointestinal tract and thereby p'_rovi'_c_ie a sustained action
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Appropriate dosage |levels may be determ ned by any
suitable method known to one skilled in the art. It
\V¢%&$mpq4ynderstood however, ‘that the specifi ’néﬁﬁﬁumnam
el tor any particul ar patlent will. depen a
variety of factors includinggio the activity of the
speci fic conpound enpl oyed, -the age, body wei ght,

\%n%?rlaﬁgerh@@r]:éd“ F%?’bxa‘flh[% {uﬁ§ @élaf%t@hér égéh%.glycerw

mnistration, excretion

- monobicanstean mwér)tllﬁasteana&elnuay béemmoymdsease under goi ng

ment nposi tions f

br o1 EPIBaiOTRIBE A NS Y A he De iR atie OfS HAtH oslana capgules
whBf {I@Q%ﬂ?&r@‘r%&%h (sOiRed @it %apmeﬁdsmﬂl &t @7 example

exa ets, capsu es, granules, syrups
caﬂoﬂrracaﬂ:o:umateqrcajmllm pbe@wﬂemrskadﬁme Qo e aaﬁtgaiatualcapsules

wharS g afvedteatsns 1§ st with afSr ol 85 i ﬁgrexampse
é%tﬁls!;%&.a%ﬁnokeﬁﬁaﬁs ~aqueous or oily:

suspené per si owders or granules,-
enul Agoesys Isuspiemmorﬁofcontatmtbel agliveomatsriakpsn cadmixture with-
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" - reaction heated at reflux for 1.5 hours. T_he res_ultlng solution was allowed to cool

30
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" Trimethylsilyl chloride (2.5 mi, 20.05 mmol) was then added and theresultmg
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o _Ra-nb bi{ng: M%,ag%ﬁ gﬂpn LEL e&éw[,emméﬁ @éimuﬂutlas H?- 457

|r a roon1tenpera ur

reactlon

~ (MHYil analysis by TLC i nd| cat ed conpl et e conver3| on.
g 0 2.

004/ 002606 32 -
X -1 3- '

The

Fol ugr gn__

g | and B. R
| _Q.Mﬂﬂ% chl or omet hane-net hyl " al cohol ). LCMB Rt =

o B s AP oS eSS A .

: --_thwre;eqelmt:hlomndth(ahel\memwblml)t hemS R Hr4a5eﬁmutes miz =

. 25.

30

: ueous SOdI um.
sToMH). T

- Example 5: 5-[2-methvl-5-(tr:methvls|lvl)phenoxv]-N-

{2-13-(4- methvlplperazm 1-vl)propvlammo]-4 6-d|methoxvpvnm.dm_5_: o
yl}furan-z-carboxamlde -
This compound was prepared accordlng to General ProceduresA and B.

-Re=0.20 (e:1 dlchloromethane-methyi alcohol conta:nmg 1% 0. 880 ammonia
 solution). LCMS Ry = 4.61 minutes, m/z = 583 (MH").

Example 6: 5-[2-methyl-5- (tnmet_hvlmIvi)phenoxy]-N- '



5

bi car bonate sol uti on. The organi'c extracts were dried
(magnesi um sul phate) and concentrated under reduced :
WORHEHHEE and purified to give the required . 5c@nndaumomm6
- Exanmple I -: 5-12-Methyl -5- (trlnethylsllyl)phenoxyl
(2,4, 6- trlnethoxyphenyl)an3&|2 car boxam de This.
conpound was prepared according.to Genera! Procedure

| 2, N@dm@emla}ninmamhepwmétmmpvnm 5-

=456 (MH}). "io Exanple
imeth I'sil 1 henox -N

ﬁ‘”ﬁ%‘:é%f@ounﬁvasleﬁé 14 Bheprr S8 BeHe ‘%%ne#?{m“ﬂf |
0. E(D os&:ﬁ udiehldromethane- rﬁétl‘(yl élcd:hcghtomiatrﬂmj el €.850 ammonla

o 98 t m,z 458 M) 157
SO?B%e Ile‘:):'@""S BM’—@ %mmteg._ra$$§§§dw §S| I yI ) EJhenZnyl

tixyt,_

{ga‘ﬁdm@nﬁmlm vemepalarﬂ:m%-dfméﬂmxv-m 3-Byrimialin- B
1.1 h etr, Ieun}ethyl acetate).. LCVB Rt_ 4 69
' 2:chrpp¥amide (M4 . 20 Exanple 4:

S wagIpvsﬁgmaﬁcwadxr@wmawp;écé&&esA ands.

5 42- et hyl - 5- (trlnethyIS|IyI)phenoxyI
f243- (4- met hyl pi perazi n-
.-yl ) propyl am nol.- 4, 6- di met hoxypyri m di n-5
- ~furan- 2- carboxan1de Thi s conpound was prepared
- according to_GEneraL ProceduresA and B. 30. Rf = 0. 20
(9:1 dichloronethane-nethyl al cohol. containing 1% -
0. 880 anmmoni a solutlon) LCNB Rt'= 4.61 nlnutes mz -
583 (MHO). Exanpl e 6: : S
- 5-("2-net hyl -5- (trlnethyIS|IvI)phenoxyI N MD o
20051005442 PCTI GB2004/ 002606 - 33 "12-13- (N, - N o
N—d|nethylanlno)propylanlnol 4, 6-di met hoxv-1, 3- pvrlnldn
in-5 xl')furan-2-carboxam de ThIS conpound. was - - - -
prepared .according to General Procedure A RF =. 0,40
- (9:1 dichl oronethane-m et hyl - al cohol contalnlng 1@6-;-
'0.880 anmoni a-sol ution). LCVS Rt~ =5.36 mnutes, wiz =
528 (MH). - ‘Exanple 7: ' _ .
'5-42- et hyl - 4 (trlnethyIS|IyI)phenoxyI




.{_2_-f.3-(rmr phol i n-4-yl ) propyl am nol - 4, 6-di met-hoxv-1, 3-p
vrim-din-5. vl)furan-2-carboxanide This conpound was
_‘prepared according to General ProceduresA and B. .
“"Oéﬂﬁq{)s‘ 1. A conpound of- fornula (1) or fornﬁFJ’({lizfﬂmozmﬁ-
. Wherein PCT/ GB20041002606 s -(CH2).,,-, -C(=X)-, -0-
"S(Q . m-, -Q(=X)N(Re)-, -CQ(Rb)z- Q(RO)=QRD)-,
‘ ) CH( Rb) E is opti. onaI |y present and is -(CH2)n-,
)- (CH2)nN(Rd)- or “N(Rd)(CH2)n F is -C(=X)- or
17N Wbocaguhé of f&RaIa | l)or?ﬁrﬁﬁﬂasll)'(w) N(Rd) - or _
J is optionally present and is -0-,
o -N(RC)C( X)- -Q=X)N(R) -, -S(Om WD 20051005-442 34 15

y.cycloal gyl ene, cycl oaI kenyI ene, _arylene, =
| t erpCycy ?Péka/ge o-Expr€ L og] Ryl ene . of |
~ heteppary of V\hlc (SN9% i Anar Ty stbstituted
. Z e\R Lis ydrogen hal-ogen, - - N(Rf) 2i cycl oal kyI -

cycl oakkenyl, aryl, ~heterocycloal kyl;, N
heterocycloalkenyl ‘or. heteroaryl, any of mhlch is U);
nal |y substltuted w th Ra, C(-X)CRd -OH, -OR,
N(Rb)(R) -S(O mM\(R) (R) or 20CN N(R)S(O)m
--N(RE) Kés opti-erally - present and is
e otlﬁiﬁ@Iﬂ y. " etik“ygih_ Rb. oI i s each -
he Saae et f ferent and hydr ogen, hal ogen, _
_ - Iggyl, hydroxy, al koxy, al koxy-(CH2)nC(0)2Rb, S
=0-arylT™ C.(=X)R - -CN, -N(R C(=X)R, C(=X) N(R) 2, . (")_—-- '
S S(O)2N(R)2 or -N(Re)2 eacthlsthe sane or S
5 wﬂgré;herent and is hydrogen or al kyl; WO 2005/ 005442
: henyl : R.isy

o R Ee B iR, - k;ﬁ(o)myc(ﬂggﬂMR . 'Q(Ry)lz*aggﬁi) ECR)-
- CHIRYEAR")- - |
E is optlonally present and is (CH?,)nr -N(R")— -(CHz)nN(R )- or.
| "'-I\I(R‘*)(C:Hz)n : -
10 . Fis -C(-X)-or-N(Rd)-
| . Gis-(CHa), NR)-, -(CH2)N(RY- or N(R")(CHz)n,

- J is optionally present and is -O-, -N(Rc)C(‘X)- ' -C(“X)N(Rc)' 'S(O)m S

”—---N(R°)S<O>m-, -S(0)uN(R®)- or -N(R%)<; a
K is optionally present: and is alkylene op’uonaily substituted w:th Rb or K is EE

' 15 __"-'Cyctoa[kylene cycloa!kenyiene arylene, heterocycloa!kylene heterocycloalkylene o

-or heteroaryiene any of wh:ch is op’uonally subst:tuted WIth RE S
"L is hydrogen, halogen -N(Rf)z, cycloalkyl, cycloalkenyl ~aryl,

B heterocyc!oalkyl heterocycloalkeny! or heteroaryl, any of which is optlonaily o

‘ substituted with R®, -C(—X)OR" -OH, -OR° —C(-X)N(Rb)(R") —S(O)mN(Rb)(R")or |
a0 .-"-CN; o :
| . . ~each REI is the same or different and'is'hydrogen halogen, alkyl, aryl_,'_ .
) __hydroxy, alkoxy, -aIkoxy-(CHg)nC(O)gRb -O-aryl,. -C(“X)R“ -NOz, CN,
- NRICEXIRS, -CEXNRY S(ORN(R)z of NRY SR

e ‘each R is the same or different and is hydrogen or elkyl



10

i5

20 . - |
| 2. A compound accordlng to clalm ‘1 whereln Y is -SI(Rc)a, -alkyI-Sl(R°)3 or

- 25

30

'_ . cycl oal kyl or aryl optionally substituted with Re;
- each Rd is the sane or different and i s hydrogen,

wo%lﬁ’&m?fz aryl optionally wth Ra; 5 each Wiggridioo1/002606
or different and is hydrogen, al kyl; or Re is

aryl or heteroaryl, eitherggpf which is optlonally
"substituted with Ra; each i s the same or different

RS g AR ity

'cyblotaﬁ{womkyi opﬂohalesuﬂ:stih&edmRﬁ dlfferent and is
~oxygen or, sul phur; 10 Y and Z ar ?Wt he sa

Y faacaive nermasie gt fiffegai smetss PAIRsEh Ay gy eyl optionally
soxy, alkoxy, -CN, -N(Rd)G(=X)R - =5 NCRe) (Rd).

Wl ' Re,  N(R) (Rd) S(0)2, -S(0) 2N(Re) (Rd) -N(Re%

- Si (Fch, R® @ the s&né %)thfaepﬂ an@ﬁs hwﬂdgpn au@ktortlﬁ isdaryl or

heterageizeitinr of whith isptoarly stiositviesr il Bond are sach,

21 VIR 97 1osdib BF BfsV A € hBRlochf oriik ol N-R'taken

:_optlonally ed wth mlstes_ame-or

_ to@bthéefc&m hoﬂodooy&ldhikw, rmtemcyalodlkeegbcbr imetesoary same -or

di ffer and is “the ‘provi sos that

at ¥ bﬁw@e&a“}e 8h 'ﬁfr%raﬁénigééyaee.orﬁe Ut 6m and |
| tha‘v éH& ﬁé’%gm%‘%ﬁ ﬁffé}’en?éﬁ@ét@@a@w hwo?ehghoo@@ndaikyr

20 or .a pharmaceuti cally acceptabl e

- hydmryounélkaxy,or Gy teNaRdaCfﬁmR"merca.—aﬁ)mRs)(R i (RHO)mR®,

NS IR RO i SR SRR Bt sty

| subﬁltoké@wlthﬁ' & -CPafi? opﬁokﬁ@llyawb%hmtoa wih Ry pr ecedi ng

[aim -wherein Z.is hydrogén, Si(R)3, -aIkI-Sl I'h‘?
i &ipgs hansyénate the keme . dlﬁecoﬁp@oﬂoaﬂeo eaéhaa efie or

s el Al AR, o,

pr eeedhing ict® samwloridiferefeandisdd,kybr 2i7and\ conpound
according to any preceding claim wherejn D is -0-,
- S- egehnigitbe sagme o @i ﬁ&dd%goﬂd?nﬂf $o any -

R o Sy LA 0%6%‘%@?%%;“ o

N thamieo edimppuridadogs néteoamprise & N-Nei@le. bond :

oor a pharmaceutically acceptable salt thereof.

._ hydrogen L _
_ 3, A compound accordingto c!a:m 2 whereln each R° is the same or dafferent
" andis alkyl. - TR A
4. A compound according to any preceding claim, wherein Z is hydrogen |
_ -Sl(R°)3, —alkyl-Sl(R°)3, -O-aryl, halogen or alkoxy. | s
5 A compound to claim 4, wherein each R®is the same or d|ﬁerent and is
alkyl or phenyl. P .
6. A compound accordmg to any precedmg c!alm wherem Ra is alkyl .
' __halogen or alkoxy S R .
7. A compound accordlng to any precedlng cialm whereln D is -O- -S— or -
CHo-. -

8 A compound according to any preceding claim, wherein E is absent.



10 A conmpound according to any preceding claim

-wherein Gis -N(Rd)-. 11. A conpound -accordi ng to
claim10, wherein Rd is hydrogen. 12. A corrpo

W%e%%a Y to any preceding claim wherein aﬁ‘aT’ﬁBé‘?”é’(’”%"f

5.absent, and L is hydrogen Br -N(W2. 13. A conpound .
according to any of clainms 3 to 11, wherein Jis -NH,

K is_ al kyl ene and i.S hetero cIoIkI '
conp&ﬁm“é A5Gy 'nstarﬂnymr@%%mg r%aﬂf @.-9(0)- -

[ L cuticho ke e b A

_ 1¢onpautampound dicuding taro}amfm;lvmerema tsoh)ﬁd?pgwhlerel N

a5

-3 [ 2~ et hyl - (trlmst

o plzgnylene

| | 18r ec@d?ﬁ@pggagn%:cﬁlﬁﬁ?%%ﬁ; qﬁ@népgggiil@ddg‘ﬁé-ﬁr ?"@ﬁ%ntf anHyK are
A e AR L2 6™ Compound agcor di

ional'ly s A compound accor di ng o
180 cnaaamﬂdundfxeemcedmg&or@’nymﬁ claismebb ttd t1dt adhetein bis -BH-, Kis

ol bl B R BRITBAB L 0F 11 om al Koy and hal ogen.

149. A eam@uﬁa a@s“o@am nﬁb téPllyCFéfc@glngn%id;ﬁlCt\ﬁﬁelfeit@rng 1is
ha@rmﬁm&enyl ) f ur an- 2 20 car boxani de; -

15, AT AR A ISR e ArBapdhd™

'1@ [ 2A"@c§t’ﬁﬁbur5d (dcbbffﬁﬁ@ycbsérhw lof Rimex Y] toN § 2wherein ng 1is

ti met hoxy pyr| m diri-5- yl )furanr2 car boxam

4 %ngﬁﬁébwgg(éédfﬁahay elln){/l bl@%gﬂwkf%('%ﬁﬁggemlﬁﬂbnz is_- ,

pﬁer@yéme’ﬂ ﬂyrmldﬁemé or piyEdingiare bny afiinthich is optionally substituted

= @ryl p'gg:]qﬁLdlacctoFthHg ttc;] %Ilalsr{m l‘1¥| wﬁerelr? >I%lng 2 Ié sul[)stlt&ted 1, E or3
-tlr%ﬁ%%,gglﬁr%g‘é)lgggﬁtg%ts“béna' FRLOGKY o &ﬁ@yédtri‘hdéébh:’ OY:Eﬂirfré'ﬁ@é‘ and

: séleft2drfaim allkdixy (and mmgguh.su l'yl') phenoxy] - N- { 2- [ 3- (_N N -

20

iR ar o) propyl o ol 4 gy By 1 S-pvrimdin.

S5 = [Zsmwhy;smmaﬁyiew;ﬁmehbmhnqwhm%thaxww@m

cqxbppam@a.am no] 4, 6- di met hoxy- 1 3 pyrl m di n-5- y'}furan

PCT / % 8’@3@%@5&%@@%@@#@@ 9954 & Qﬁ I%é?hoxyphenyi)furan—z- |

carboxamlde

5-[2-methyl-5- (tr:methylsliyl)phenoxy]-N—(2 4.6- inmethoxy-1 3~pyrimzdsn—5—

= 'yi)furan—z—carboxamlde

- 5- [2—methyl—S—(trlmethylsnlyl)phenoxy]—N—(Z-methyIam|no-4 6-d|methoxy—

o1, 3—pyr(m|dm-5—yl)furan—2 -carboxamide;

5-[2-methyl-5-(trimethyisilyl)phenoxy]- N-{2 [3-(4- methyip:perazm—‘l—

' y!)propyiamlI‘IO]-4 6-dimethoxy-1, 3—pynm:d|n-5-yl}furan—2-carboxarmde -

5-[2—methyl-5—(tr|methyfs:!yl)phenoxy]—N—{2 [3 (N N-

dlmethylammo)propy!ammo] -4 6-d:methoxy—1 3-pyr1m|d|n 5—yi}furan-2--

o carboxamide;

B-[2- methyl-s-(tnmethylszlyl)phenoxy]~N—{2—[3 (rwrpholln-tl—

” yl)propylamin_o]-4,6—d:methoxy-1,3 -pyrimidin-5-y{}furan-2-carboxamide;, |
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- 15,

20y

25

car boxam de; = 5-1: -
2- met hoxy- 5- (trlrrethyIsHyI)phenoxy] N-(2 4, 6- trimetho

- W(%%F &ny{z)furan 2 PCT/GB2004/002606

hoxy-5-(tri net hyl S|Iyl)phenoxy] N
(246t|rrethoxy13py(mc137n . 5y|)furan20a
rboxa mi de;

L e wr@s@mmwamm—

'4 B%rﬁeﬁrdiynﬁsfp%mdm-5-yl}furan—2-carboxamide
. .5-[2-meth t.h IyI)peox%/}5
N { e o NS BRI AN L ox 1 -midaz-1-

v PRl SR NS il e wbggara.aeé m

)Dropy
- 3- D)B-Lzrbﬂmm&&mmémm Bp%@@rrdxyﬁammdlrﬁethoxyphenyl)furan—z
5 [2 rono-5 (trlrrethy si I yl')phenoxy] N-(2
aRaXesRidsheny! ) f ur an- 2 caf'boxami de;

Xyphe?ﬁ%c?%&@n car Ibﬁ@ dc‘)@i‘ ?%‘X k- Mﬁe%gé%ﬁﬁén%fd?sn.z- '

canm:-tam:siej yl') phenoxy] - N-( 2, 4 6-ti met hoxy 1,-3- pyri-m din-

3 periblerin e b R B i thoy%wrw amigins-

yl%urfaé—%@é’rb% ‘éﬁ’{(?é)l)(?rg]t ﬂ;l s'lrl'y.l ) phenoxy] N-{2 [3 (4

net Iﬁfnasbﬂqm-éz(ﬁmewiaﬂmemxg] M(%mtmﬁamm;@dnmethoxy- .

1 %Ppémb‘i" rﬁiﬁgﬁ"(?q %n‘}eetr Ol %ﬁl ) phenoxy] - N- ( 2- net hy| ani-no

d mat[%I_H%hmm‘!;y (trérmié @W)ﬂ%noxg]-N-{a? %3 (4-

| am no) propylani no hoxy r|md|n '

| metBylp:qa'rezlamnizrqpalamng]ﬁ.@edlmthoxy# 3-Pyrlmldm-5-yli;‘ ran-2- -

: Ybﬁc)x%r ]l am no]J - 46d|methoxy13pyr|md|n5yl}furan'
ca ’xam de; -yl)ethylam no] o
| [ Z- [Qtiﬁrﬂimcﬁs((trim Ismyﬁphado)@pmmcmm.z [ 2- (pyrroll =
d|n15 - br ono- 5- trln‘Eth|Sl|%4g -
_dlm@tby]anmnpmrpeylemla@bﬁ@ gimet yrtsmaiﬂmérm}isésan12-
Hgédl n-5-yl }furan-2- carboxami de; .

o -caﬂ?c?%ropy’l am noJ - 4, 6- di met hoxy- 1,

pﬁp[QFbrdrrm-S-(yir}]étthymstmdxg}eb.lﬂz}[@-(rﬁﬁrpholm—4- -

- B@Wt r'aéivg'rﬁ“éthoxy ti{%{/l‘sl'mw 02 }rf\ffrt.]lr ¥ H-Brbdxdmide: et h

- > [g'[btﬁgﬁ‘osﬂ({ﬁm%?ﬁ“y%ﬂéﬁ&Ppﬁﬂ@pﬂ—(ﬂyﬁoﬁdlrﬁ-@/ibet%ylammo]. I
- ':4 6“d'meth0XY-1 3-pyrimidin-5-yl}furan-2-carboxamide; . |

-[2-bromo-5 (trlmethyisnlyl)phenoxy]-N—{2 [3-(1 3 :mldaz—'l-

; yl)propylamlno]-4 6- d1methoxy-1 ,3=pyrimidin-5-yl}furan-2- carboxamlde
- .. 5-[2-methoxy-5- (tnmethylsnlyl)phenoxy]—N—(2 6- dimethoxyphenyl)furan—z- S

o carboxam;de

30

' 5-[2-methoxy-5 (tnmethylsn!yl)phenoxy] N (2,46 trlmethoxyphenyl)furan.z-.: . e
S carboxamude : _ _ S I
- E{zmethog-5- (t“methvlsﬁyi)phenoxylN(246—tnmethoxy-1 3-PYr1m=d|n- S

-yi)furan-2 -carboxamide; . -

1 3—pyrtmsdln—5—yl)furan—2—carboxamlde

- 5- [2~methoxy-5—(tnmethylsulyl)phenoxy] N—(2-methyiam|no—4 6-d|meth0xy- U |



1, 3-pyri midi n-5-yl ) f ur an- 2- car boxani de; W 2005/ 005442

PCT/ GB2004/ 002606 38 5-[5-(ethyl di nethylsi |
W%E‘}O\@ 4154 hy! phenoxy] N-(2, 6-dimet hoxypheny'Mﬂf;ﬁ?oouoozsoﬁ

oxam de; 10

. B-[5-(ethyl dimethylsilyl)- %,{é;et hyl phenoxy] - N-(2, 4, 6-
Strimet hoxyphenyl ) furan- 2-cdrbo

xam de;

(52[ ‘5‘5 '&e E;G%ﬁ%h%ﬁl)ﬁ%ﬁ”ﬂﬁ&@h%eﬁ_(ﬁ %eMylpiperazm -

| y'@ %@W% h@l ar et h%??e'y?'py“m'd'" el fﬁé%%'%carkf)((azm"jngt hyl

am |5+{2-m€ﬁho>1555 (trimethylsilyl)phenoxy]-N-{2-[3-(N,

d@eﬁ tlhox FBM%F'PE’%&:Q'I“%&M]CW%HZ cajl b_%l\fm]uran-z
ce{rﬁg‘:&é)mfcﬂa met hyl pi perazin- . -

propyl ami no] - 4, 6. dlrreth'ox 1,3-pyrim
i di r6—52—mqthQx_\,aﬁ-(&m%thbl@ﬂﬂDphm;oxﬁ]—{VQ{thét-(Iﬁm{thhrQ14r|

R BB S b Peb SRR caponpces

I n- 53 ;s Iéth?ﬂﬁh@thgf@il?lmém%ﬂ%no&gi Rr(am-hmm@whenynfuran-

henoxy] - N-{ 2- (morphol

L 2-paolm<aprydam no] - 4, 6- di met hoxy- 1, 3- pyri ni di n- 5- yl}furan

10

© 15

s [?@fﬁ@%ﬂﬁ%ﬁ%‘%’ W“f”‘é"m%ﬁ’e@om N-{2 13- (N

trzMetho phen furan—2—carboxam|de
di rreth |I2y met hyl henox {1 ){ %4
qy(eﬁ ylﬁlgnspﬁhy :Iy! methylphenoxy -N-(2,4, -tnme ho; y-'l

: _..pﬁkﬂlaf %yl))ﬁ.u%]a-@l:ar%oﬁaﬁfd@t hoxy-1, 3-py(ni di n-5- yI )furan

car

di m—[ﬁ‘(ﬁh}'MW?MYWMGiWM@W&Wﬂ?ﬁaWOﬁ%I n |

 ageftget ?’r?r?mrﬂlgtm%w@fw@ngz behREFIdienoxy] - - {2-[ 3 (1o

o A B R PSR e L AR R Sty 'gﬁg%%“""-

' y!)p;@p;ﬂamﬂ'm]—daﬁtdimaﬁtdwms-nyrlmldln-s-y!}furan-z-carboxam:de

s
' 'tnmethoxyphenyl)furan—Z—carboxamlde i

5. LAk B e R R R iyl pheno

oy ﬂwrsﬁﬂmﬁegﬁg@&;m@bzmh~5-vf}furan-z-
.20

pyrl m di n
CEEEDOB@T["@Q, 2-di met h. yi propyl ) di net hyl siiyl]-2-nethyl phen.

Ol i BN é‘ﬂﬁﬂﬁ’&“ﬁ%eno_' :

'y!)pYEapy}hmﬁ'ldr]rtﬁe dimethoxy-1,3-pyrimidin-5 -yl}furan-2—carboxam|de

th 1- yl a
L ?Fm%{éf [{Egzrﬁqzni;qntnylgﬁowl)damethy:snyl]lz methylphenoxy} N](.?% Py
: dimethoxyphenyl)furan-2-carboxamtde :

5-{5-{(2,2- dlmethylpropyl)damethyISI|y|]-2-methyiphenoxy}—N—(E 4, 6

o 5-{5—[(2 2—dlmethylpropyl)d:methylsniyl]—2—methylphenoxy}-N—(2 4.6-
trlmethoxy-‘l 3-pyr1msd|n-5-y!)furan-2 -carboxamide; o -
5{5(2, 2- dlmethylpropyl)dlmethyIS|Iyl]—2-methylphenoxy}~N-(2— .
methylamino-4, 6—d1methoxy-1 3-pyrimidin-5-yl)furan-2-carboxamide; - '
| 5-{5-1(2, 2-d'imethy|propyl)dimethyisiiyl]-z'-methy:phenoxy}-N-{z 34

B methylpiperazm 1-y[)pr0pylam|no]-4 6- dlmethoxy-1 3-pynm1din-5—y[}furan—2—

' carboxamlde



. car boxam de;
5-{5-[(2, 2- d|nethylpropyl)dlnethyIS|IyI] 2- nethylpheno

Cét 2-[3-(4 S
W ﬂg,qéfﬁ no- 4, 6- di et hoxy 1, 3- pyri mi di n-5-yl )FJ(%Bzeguoozsos ,
ar boxani de; WD 2005/ 005432 33CT/ GB2004/ 002606 - 39 o

.__‘;car boxam de;

e AR ey RHRREN-E O |
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