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25 response to GnRH is greater than that of LH. Once puberty begins, sensitivity
to GnRH increases, and pulsetile LH secretion ensues. Later, in puberty and
throughout the reproductive years, pulsatile release of GnRH occurs throughout

the day, with the responsiveness to LH greater than that to FSH. Pulsatile GnRH
release results in pulsatile LH and FSH release and, in turn, pulsatible
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higher than those of LH.
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25 spermatogenesis (e.g. ee male contraceptives), and for the treatment of male sex

offenders. GnRH antagonists and agonists have been shown to have utility in
treatments where a reversible suppression of the pituitary-gonadal axis is
desired.

Conventionally, androgen deprivation has been the most effective

30 systematic therapy for the treatment of metastatic carcinoma of the prostate.

The prostate gland requires androgens for normal growth, m'aintenance,-and

function. Prostate cancer and benign prostate hyperplasia, however, are
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compouhds by silicon, and monitoring how the biological properties of the
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Summary of the Invention

The present invention concerns small-molecule non-peptidic GnRH
antagonists that may exploit both of the above-described mechanisms of action.
Such non-peptidic agents may have advantageous physical, chemical and

biological properties compared to peptides, and may be useful as medicaments
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Conpounds of the invention may act as GhRH

ant agoni sts: Accordingly, another aspect of the

|nv%nt|on is the use of a conpound 'of formula (1) for
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Another aspect of the invention is a pharmaceutical composition
comprising a compound of formula (1) and a pharmaceuticélIy‘acceptable diluent
or carrier.

Compounds of the invention may act as GnRH antagonists. Accordingly,
another aspect of the invention is the use of a compound of formula (1) for the
manufacture of a medicamént for the treatment or prevention of a disease or
condition associated with GnRH. The compounds may have. utility in the
‘treatment or prevention of a fertility disorder, Alzheimer’s disease, HIV infection,
AIDS, fibrosis, endometriosis, uterine fibroids, uterine leiomyoma or cancer (e.g.
leukemia). ‘

The compounds fnay have a better biodistribdtion and tolerance to
degradation by bhysiological enzymes, and thus may be pharmaceutically
advantageous over peptide compounds.
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meaning.

25 The term "alkynyl" as used herein refers Ato an optionally substituted
straight or branched chain alkyl moiety having two to six carbon atoms and
having in addition at least one triple bond. The group may be optionally
substituted with one or more substituents, the substituents being the same or
differenf in each occurrence and selected from hydroxy and the like. "C,,

30 alkynyl" has the same meamng

The term "alkoxy" as.used herein refers to an optionally substituted.

straight chain or branched chain alkoxy group containing between one-and six
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The term "heteroaryl" as used herein refers to an optlonally substltuted

aromatic ring system of five to ten atoms at least one of which is selected from
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benwﬂdxyy@aphneaﬂed ¢arbbxy 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-
butoxycarbohyl, 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 suph
as the methyl, ethyl, benzyl or tert-butyl ester. A hydroxy group can be protected
by an alky! or like group. ‘
Compounds of the invention may be in the form of pharmaceutically.

acceptable salts, for example, addition salts of inorganic or organic acids. Such
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internedi ate used in Schenme 2.] It will be understood

that the processes detail ed above are solely for the

purpose of illustrating the i ntEnti on and shoul d not

be -construed as limting. A 5 process utilisi nt% )

si m | ar[lmrthanStheroes akagenSehemel/ brdepisiai thieoAgntkiRsian of 2,4,6-

o EETARORRETATE: 0 IRV UR RSB of 11 nal -

productg, af pk %@%E&g&%ﬁﬂ%ﬁ tﬁ@?ﬁéd&%@ﬁ ﬂﬁtd?léd%ﬁﬁﬁbaéré%olely for the

on the basis o ysi co-chem cal differences o

t heurpoBs tof tillLesitasingithe kmaemtionranthsiquld mobbe lvengtrued as limiting. A
final products or_internedi ates, for ex rr;ple‘(w. 1& ‘
cmr@ﬁﬁ%gilkﬁiﬁg,S'rﬂil%rtci’ﬂ%ﬁ'@%?\‘;‘s W@f‘[so‘?ﬁfﬁo conditions known to one
Crys i sat f i : i f , tion.
AR08 PO 4 PyRhe e QIR et ciliaid e puenton
acti vi t xnqRfixtardsasting] pnodattstdréntennpdiatebobtainedean be separated

determ ned by any suitable assay known in the ﬁrt; L
seen thebasisapfithe physidoaghesmical diffieeriicesgidhe constigignts, in known

25, 145-162. 5 Th he. i .
25 sahrar Lo, M R FHBPEBES, HErigHRRALEE Y Bampe by
ai LR ogeRhe HisansticH) drattispasastaliebtion e, byfotmation of a salt if

limted thereto, cancer, fertility disorders, HYV
i nhppropoiate oF pSssiblezinrdarghe sircding Sfi brosi s,

oL ThaSBvitta gl BB LU P ) BRBrRda by any
an¥ui?’ét§lélac1%§39rkn%Wr‘\dihtth@”art;zééé hor éﬁérﬂf)ie§ adlllay et al, Neuroscience,

uncontro abnormal. growh' of cells and includes
al 198 % 145p82. of cancer, for exanple cancer of the

D e e Samou b vl BB iy, B8 o 193, rpetment o
bR AT 8PS copiomelqpeases nluing but ot
nelimitedgineadtoaeingyn efentilityi disbraeasc el ; infeationaAIDS, Alzheimer's
neld?s%%gg?ib?gs?s,le%%lézrir?ernig'sis, uterine fibroids, uterine l‘eidmyoma and the like.
~ The term “cancer” as used herein refers to any disease or condition

characterised by uncontrolled, abnormal growth of cells and includes all known |
types of cancer, for example cancer of the bladder, breast, colon, brain, bone,
head, blood, eye, neck, skin, lungs, ovaries, prostate and rectum; digestive,
gastrointestinal, endometrial, hematological, AlDS-related, musgoskeletal,
neurological and gynecological cancers;'lymbomas, melanomas and leukaemia.
The term refers to both solid and liquid tumours. |

In therapeutic use, the active compound may be administered orally,
intravenously, rectally, parenterally, by inhalation (pulmonary delivery), topically,
ocularly, nasally, or to the buccal cavity. Oral administration is preferred. Thus,
the therapeutic compositions of the present invention may take the form of any
of the known phafm‘aceutical‘ 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



25 The termrefers to both solid and liquid tunours.

In therapeutic use, the active conpound may be
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that the.s i fl .1.0,.das A ' . . ‘
Spob S GRBIFLSAE PR IFlrFHEp PLLBSS BbfihBiation, et o
i ngl&diiBe, tdiagasbmpinationf ahbiethepeeléiity oprtheudibease undergoing
enpl oyed, the age, body weight, general health, sex, -
di geatmente of administration, route of adm nistration,
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1508 e GRSt ORe 0 SSRTRAR B Are BrhiBREHFbbdHons of ne
- ok \Rirfibnatd theRd &rdilirevrdifarRiRbaticSidoeesTar SUth @dminitration, for
the 1nvention and there are known pharnmaceuti cal ‘

f oesampte tahlets, agpsulestgranuies, syrops a@fdaaqu@ptsamﬂ Gityssuspensions.
c o EcE g i alfidn EPORTHE 18 ffiv indredient may be in a
Co?c%rzrj%?iélﬁ‘?ol%q@r 8l L¥8, {0 PxaHiRa tadRbIdLS, Irbcifes, fl@ZéNnges, aqueous

sui or oral use, for exanple, as tablets,
20t r ot ludly  suspeasipes, dEpeesibe poOvdersodn graguigse esiyaions, hard or soft

di spersi bl e powders or, granyl es, enul sipns, hard or
SoREpsklegs of CTURS 5SS (roBPPRIIPES TnHIsS! [ oRtel use may be
i n A d RAGPRt8Anacse el ik hfanufacture of
anﬁ%@?&éﬂ%ﬁ%}r@q g@t%ﬁm??%for ‘the manufacture of
phayhameevéibed compositionspaisd sachicsmpbsitionp asay Conteimenye or more
contain one or nore . L ) . .
agents selected from the group consisting of sweetening agents, flavouring
25 agents, colouring agents and preserving agents in order to provide
pharmaceutically elegant an‘d' palatable preparations. Tablets contain the active
ingredient in admixture with non-toxic pharmaceutically acceptable excipients
which are suitable for the manufacture of tablets. These excipients may be, for
example, inert diluents, such as calcium carbonate, sodium carbonate, lactose,
30 calcium phosphate or sodium phosphate; granulating and disintegrating agents,
for example corn starch or alginic acid; binding agents, for example starch

gelatin, acacia, microcrystalline cellulose or polyvinyl pyrrolidone; and lubricating
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pharmaceutically el egant and pal at abl e preparati ons. -
Tablets contain the active ingredient in adm xture
with non-toxic pharmaceutical | J2acceptabl e excipients
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par I'nor olive oll". "Aqueous suspensions contain the .
acietreylcsiiudoseal Hydroxypropyimethyldallilosex cbpdiem salginate, polyvinyl
suitable for the manufacture of agueQus sus ' . :
Su¥Tolidane, b EegReath Spg M geatErdisPeRlid &l Uiy agents may
sogj Y l&di , d ti
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I OXypropy ose, sodi um al gi nate,
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acaci a; dispersing or wetting
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2 SRS b LR S LR o oo o
Foaﬁ%ﬂ%ﬂéh@r?ﬂdﬁd?im ?pa@tlﬁaleﬁttlyersem%brweddfeom: fatty acids, for example
hepobougebyIRyiceRabRFBATERGPISaR: dBRdeAdERYS SUBRERAIRRS may also
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Fo B Y B BTSSR0 & e
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one  or nore preservatives, for exanple ethyl or .
n- pndpyie @-more sweetening agents, such as sucrose or saccharin.

Oily suspensions may be formulated by suspending the act‘ive ingredient
in a vegetable oil, for example arachis oil, olive oil, sesame oil or coconut oil, or
in a mineral oil such as liquid paraffin. The oily suspensions may contain a
thickening agent, for example beeswax, hard paraffin or cetyl alcohol.
Sweetening agents, such as those set forth above, and flavouring agents may
be added to provide a palatable 6ra| preparation. These compositjqns may be

preserved by the addition of an antioxidant such as ascorbic acid.



hydr oxybenzoate, one or nore col ouring agents, one or

nmore flavouring agents, and one or nore sweetening
wag®ansse2such as sucrose or saccharin. 25 G | yPCT/GB2003/005015

suspensi ons nmay be fornul ated by suspendi ng the active

ingredient in a vegetable oill%for exanpl e arachis

oil, olive oil, sesane oil or conut oil, or in a
mneral_oil such as liquid paraffi e
suspendPiSRETSIRIG ROMNEES W%gr#’%l%%@& Epé&q@pgr@gpn of an aqueous

S\%@gggﬁs@ gentaém{ﬂw %H oQTde%%té’dtlv@hﬁngent in admixture

Suc ose set forth above
f'vﬂ’t’rplélmgp@@ﬁfgt Dr MWELing. agentadsiexpeminmg @gatt and one or more

pal at abl e oral preparation. These ¢o ons ?
prmeeemva§ ﬁw&ahéoﬁw%ﬁm@g HAVAHING n SH{O%'@S@%& s may also
or b| C z{m d. WD 2004/ 045625 PCT/ GB2003/ 005015 13
e powders and granul es suitable for

pr epar ﬂh@ph@fmmm@umoﬁwsm mvientibh mayowso bem the form
of water provide the active ingredient in admixtu

widftoibirsvatarremulgions. e difyphasa mayshes am%@olagvélnfor example

F1elu@ioH At 2Bt ot gL JoRHyRAPLE IRURE BRI or mixtures
Pr &Spidke. Téﬁltabfé; gﬁa%ﬁym@abgéﬂa’nﬁéytbeoﬁéméw Becurring gums, for

i nvention nmay a nthe form of oil-in-water
10 enapasnplesgurit iwama or glmasteagmpnﬂ'e r@tur@@lytcm@uglr@g phosmhatldes for

O (e el T ) o R EARl vty
Suér'ic?lrl"{‘e%tsqghﬁ&ér}’d f%@%ﬁg@%o%aﬂ%@hébbété% Ebmidensation

& gum acaci a or gum tragacanth
nqbrlw@btsy ofccher sa@ mwbalhaﬁstehss wﬁforethgienq)l@(l@@yéor example

bean, lecithin, and esters gart esters deri ve(ii t
romivpureipyeoeascriian monce atBan Wi GEauSias” Biayise contain
densatlon products of the
15 {’\gé%t%ﬁ ?'q&lﬂ 2§§rlﬁeﬂ§@tghyl ene oxi de, for exanple

IOOI yoxy 8yiyseamel elixirs mayrbefonolated with EWeemmuhga@mis,rfayexample
al so contain 15 sweet eni ng{gand fl avour
f

Sy obperainBranyane D) SRIbHer RuSHERSow SHUa TRTWRlings may also
gg&gﬁt?m L Yenfiiatm! & pr% \Ri an rﬂ%%hﬁﬁgma‘%yc{b‘i’éurmg agents. The

or 'sucrose ornu ati ons
C Pﬁéﬂrﬁh@bdl@&%@ﬂﬁbsm@n@I‘rﬁﬁyebfe/mttheéomm of & Ismrdenmjegahmjaqueous
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25 Dbutanediol. Among the acceptable vehicles and solvents that may be employed

are water, Ringer's solution and isotonic sodium chloride solution. In addition,
sterile, fixed oils are conventionally employed as a solvent or suspending
medium. For this purpose, any bland fixed oil may be émployed including
synthetic mono- or diglycerides. In addition, fatty acids such as oleic acid, fihd
30 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
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tol uene, and mxyl ene.were dried and purified. -
acwereiusgdfor tea egalyses. 2,4,6-Trimethoxybenzamide was prepared
according to F. Effenberger et al, Chem. Ber. 1968, 701, 502-511 and
25 isolated, after recrystallisation from methanol at 4°C, as the methanol-solvate
mp 187-188°C. Anal. Calcd for C,,H,;NO,-CH,0: C, 54.31; H, 7.04; N, 5.76.
Found: C, 54.2; H, 6.9; N, 5.8.

All '"H NMR spectra were run at 400 MHz using CDCl,. LC-MS spectra

were run using Conditions A1, A2 or B:
30 Conditions A1 and A2; mass spectrometer - electrospray source operating in

positive and negative ion mode. System running at 1.5 mI/min, detection -
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pl ates (Merck 1.05554) were used for the TLC
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according to F. Effenberger et al, Chem Ber. 1968,

101, 502-511 and 25 i sol ated, ter recrystallisation
from net hanol at 4C, as the nethanol - solvate

187-188C. Anal. Calcd for Cl
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'PCT/ GB2003/ 005015 15 node was through a Hexa-pole

‘ronetry detector and a Di ode- Array detector

for fs BN ARRs trBfictdr | slev@dSpra Iseancen gpératimg in
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S Joe B heire Wit bliss bay d5teetion eBISRPER FES detection.
pOSi ti W\ﬂag@g ﬁﬁ%gé‘tq p%bfé'?t 1 RS ddid Bidaed alB)2adetonitrile

m/mn ESI source with inline

DWW©t1@£tfbmlcwwbs&ﬂEd( ELS detection. Mobile phase:

Acé Water with 0.1 %formc acid added, (B)
tashientile '10 with 0.1 % formc acid added.

di e Td foomw YA 98 0.00 2.0 95 5 0.50 2.0 95 .
@64%'\,26()”% E150020595 5.50 2.0 95 5

Cqbgcm 2 bunaggp C58(2) 30 x 4.6mm Internediate 1:
2,4,6-Trinmethoxyaniline 20 Method A Bromine (8.16 g,
51050m’21|0) wB8 addled dropwise at -5C within 5 min

450 20 5 95
500 20 5 95
550 20 95 5
.Column: Luna 3y C18(2) 30 x 4.6mm
Intermediate 1: 2.4,6-Trimethoxyaniline
Method A
Bromine (8.16 g, 51.1 mmol) was added dropwise at -5°C within 5 min

to a stirred solution of sodium hydroxide (9.86 g, 247 mmol) in water (83 mL),
followed by the addition of 2,4,6-trimethoxybenzamide (10.0 g, 41.1 mmol) at
0°C in one single portion. The resulting mixture was allowed to warm to 15°C
within 2 hours and was then stirred at 20°C for 3 days (change of colour from
colourless to dark-brown). The mixture was cooled to 0°C, sodium sulphite
(822 mg, 6.52 mmol) was added, and the mixture was then acidified by the
addition of 12 M hydrochloric acid (to pH 2), followed by extraction with ethyl
acetate (150 mL). The organic phase was discarded, the pH of the aqueous
phase was adjusted to pH 14 by addition of a 50% aqueous potassium
hydroxide solution, and the mixture was then saturated with potassium

carbonate. The resulting pasty precipitate was separated by suction filtration,



to a stirred solution of sodium hydroxide (9.86 g, 247
mol) in water (83 nL), followed by the addition of

WQ 20048436235 net hoxybenzam de (10.0 g, 41.1 nmol ) PEL/GBR@3/005015
in one single portion. The resulting m xture was
allowed to warmto 15C 25 withipn 2 hours-and was then
stirred at 20C for 3 days (chaﬁge of colour from
colourless to dark-brown). The m xture was cool ed,t
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rgani ¢~ extr were tonbi ded and dried over

10 anbkg @r pug.Gadi s sul phate, and the 5 solvent was ,
renoved under reduced pressure (rotary evaporator, 200
mbMethodB The dar k- brown residue was purified by

bul b-t o by b di stillati | | ‘
T0- 18007 SNGORYORb AR sYOHSF (S48 mERF B HhbiFof HCh was
18%’(%:&&%;%3@ £ 20ogkigHs 40irsinuee s tb. BStagsiuim Bernmamganate (12.8

wh crystallised at 4C n‘g 29-31 C. Anal. Calcd
f og, €DBIBMOY: (tenpewte® insreagel End\heresyltingghlaringgas was

10 58.9; H 7.0; N 7.8 .M . ri ~

16 achaesse b¥oush fistirigdsolundbal RaSein Ay ol (S 560 mmol)
dr pRyLee (860 #0G idebi. AftéP tHE Bediasn o t hgdsidaaric acid was -
per manganate (.'12.8. g, 81.0 nml) (tenperature ]
i ncomphatd, theesidual chlotineigas was passad e thagqyeous solution by

Py arurearh B85 3585 S5 S ERISS. ks Py B33t on gf 2,4.6-
Al {rﬁfetbgﬁy?t%ﬁji‘én%iea é@é 7 heodySrRaNhoniC ifehé siste portion. The
conpl-ete,’ the residual chlorine gas was passed into

20t hmixtgrewas stioleat atd)f Cofpr adurther 6 Jonrg asddiner ah2Pde fars12 hours
m nutes, followed b

' (ahaGi ST B ColRiriEsg (o S0k Riror). Joled hy g addition of
;LEEMERPSORERB (1215 RTINS 29 45 PO BRI TS mixure
was stirred at 20°C for 15 minutes, the resulting precipitate was separated by
suction filtration, and the filfer cake was washed successively with water (100
25 mL) and diethyl ether (200 mL). The filtrate and the wash solutions were
combined, the two-phase mixture was shaken thoroughly, the organic layer
was separated, and the aqueous phase was extracted with diethyl ether (2 x
200 mL). The combined organic extracts were dried over anhydrous sodium
sulphate, the solvent was removed under reduced preséure (rotary
30 evaporator, 800 mbar/40°C), and the dark-brown residue was purified by
bulb-to-bulb distillation (Kugelrohr apparatus, 110-140°C/0.1 mbar) to give

2.4 6-trimethoxyaniline in 38% yield as a colourless liquid (13.9 g, 75.9 mmol)



(change of colour fromcol ourless to dark brown),
followed by the addition of sodiumsulphite (12.7 g,

waQm4momweky at 20C in one single portion: The nPEL/GB2003/005015
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was stirred at 20C for 15 mnutes, the resulting
preci pitate was separated by i}lction filtration, and
the filter cake was washed succCessively with water

Sie SrABHS SO RL AT GBS 1 LorfiAeaaIctiTer CaBibiis . 59.00; H,
mz(i#gt\ejez%a ggbﬁnct Beroyugh! 4.\ the organic layer - was |
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extracts were dried over anhydrous sodium sul pha

t he solA@rv atbereakaoiitian oh bydragenudieri¢e £z amal, (%Pem@ﬂol of

‘?Sg%&@aor 8880 A SO ) 20k e o oPfrit¥ediate 1(5.34

( @9% W@T@ﬂ%méﬂ&ﬁé@@ PLL dFRPdhe hikt@ieRas shaken

r|rre hoxyanlllneln A)yledasacolourless
| iisrisifly dricBtHrgkept undlistonbled a2 Cder 04882 %formation of a

kel et SAUAVBE g e on
mRre
7&%‘%%@"8 tt\ﬁéils'c:)gé’(gg gy%ucﬁé %g)r(é;g)rprm?ansg\@'gly ﬁ';@gﬁt%¥|,ether (20

A I%L)V'aﬂdl@rl’ f@gn %L;ﬁ (0oon n‘gbgméﬂgﬁgehhmhﬂsoam dive(ths.thlendgmpound
0 was added dr opwi s
< CinedA Yisifias  ROIGbrIPRS SRS éoﬁq 55575, 25 Gamolmpy241-

o BT B T RS BLASB AN 4308, 6.38. Founa

hogr4gf20Hrg3qq ®B. a precipitate). - The m xture was
t heh kept 'undi sturbed at 4C for 16 hours, and the

printexmediate % di. 2-Bislethyryldimethyisilybethane  washed
vvlth d thyl ether (20 10 nmL), and dried in vacuo
(OG & 20C, 4 hours) to give the title conpound

98% I I
" S0P e S S A ot

C96héﬁi m 108849144116R. 6. 42; N, 6. 38. Found c,
49. 2:. H, .3; N, 6.3. Internediate 3:
1, Mesh@ql& hynyl di met hyl si |yl )ethane 15 . Method A

Thi

cusamot 8 TRR G BT oA SR SRRENg (121 B, 562 ol

A Q&)éﬁhﬁf @céi lide 2300 § 0f Bhordsisoepérydion lof NaGt Gldrie xyen21(mixture
J of |somers) 1.12 mol of NaC=CH), and tetrahydrofuran (360 mL) was heated

under reflux for 3 hours. The mixture was allowed to cool to 20°C and was

then washed with water (2 x 450 mL), and the organic layer was separated.
The aqueous wash solutions were extracted with diethyl ether (2 x 300 mL) in
the same order as they had been used for workup, and all organic extracts
were combined and dried over anhydrous sodium sulphate. Most of the
solvent was removed under reduced pressure (rotary evaporator; 800 to 100
mbar, 40°C), and the remaining xylene was then removed by vacuum
distillation (30-50°C/15 mbar) using a Vigreux column (40 cm). The residues
from four identical runs of this preparation-were combined and diétilled in
vacuo (Vigreux column, 40 cm) to give 245 g of pure 1,2-
bis(ethynyldimethylsilyl)ethane (75-77°C/20 mbar) and 126 g of a lower-



20 sodium acetylide (300 g of an 18% suspensi on of

NaC=CH in xylene (m xture of isoners), 1.12 nol of
WONaB+TH25 and tetrahydrofuran (360 nL) was heaP@GB2003/005015

under reflux for 3 hours. The m xture was allowed to

cool to 20C and was then vvash%g with water (2 x 450

nm.), .and the organic |ayer was! eparated. The aqueous
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essi vely was sat urat ed aqueous anmon
Cfécﬂverdafva@kemooed uBder nedyceal prassuse dptaryusperator, 800 to 150
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|nt e sanme order as they had
20 be@rﬁdéﬁ@ﬂuiwr Smirkites, fczudwecbtn;gwtramnftrwdn@ nistuse. The filter cake

Cort el ST S ambiglous spd AR NS Al vere
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and was then kept undlsturbed at 4°C for 2 days (formation of a crystalline

precipitate). The solid was separated by decantatlon and recrystallised from

25  boiling n-hexane (720 mL, crystallisation at 4°C over a-period of.4 days). The
product was again isolated by decantation and dried in vacuo (0.01 mbar, 20°C,
4 hours) to give 112 g of a yellowish crystalline solid. The mother liquours of the
crystallisation steps were combined and concentrated to 250 mL (rotary
evaporator, 300 mbar/40°C), and afurther 17 g of the product were obtained by
30 crystallisétion using the same method as described above. The title compound
was obtained in a total yield of 82% as a yellowish crystalline solid (129 g, 629
mmol); mp 64-65°C. Anal. Calcd for C4HsBrO5: C, 35.15; H, 2.46; Br, 38.98.



n- Hexane (1.1 L) was added to the residue and the
resulting m xture was heated 20 under reflux for 5

worRowines2s f ol | owed by filtration of the hot nm RCTIGB2003/005015
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The filter cake was washed with boiling n-hexane (160
m.), the filtrate and wash SOli ion were conbined,
and -the resulting solution was“allowed to cool to 20C
within 2 hours and was_ then kept undi sturbed at 4C
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dried 10 (sodium sul fate) and evaporated under reduced
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m ﬁhbttaﬁe whBtstireeldatatl0°G (133 ol a further 3 hours, followed by
5- (but nvl)-2-furoate t A A 0. 68 . .
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(temperature increase to -20°C). The mixture was stirred for 2 hours at -35°C
and kept undisturbed at -20°C for a further 16 hours, and the cold (-20°C)
mixture was then added to a cold (0°C) vigorously stirred emulsion consisting
of a saturated aqueous ammonium chloride solution (400 mL) and ethyl
acetate (200 mL). The resulting heterogenous mixture was stirred for 30
minutes at 0°C, followed by filtration at the same temperature. The filter cake
was washed with ethyl acetate (2 x 100 mL), and the two-phase filtrate and
the wash solutions were combined. The organic layer was separated, the
aqueous phase was extracted with ethyl acetate (3 x 100 mL), and the

organic extracts were combined and then dried over anhydrous sodium



-40C (5C;, tenperature neasured within the flask) to a
solution of Internediate 4 (70.0 g, 341 mmol) in

wao edopakssels of uran (1.0 L). The resulting 20 m RECTIGB2003905015
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The product was again isolated by decantation and
dr Method Bacuo (0.01 nbar, 20C, 4 hours) to give 34.2

0, o o2, & uEGHEHE BRI U 8 62856 P B Biphvcroturan
t herige! Q’c?@'i) \)@%%stﬁg%ﬂﬁ%emﬁé{;eﬁ 8HYE66|cRItES35IPE. (erhiﬁrwas added

evapor'ator, O, and a further 3.480f t he ‘
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FoufRbl) Werd addedidonSedutively and stirring was continued for 1.5 hours. The

resulting mixture was then treated with saturated aqueous ammonium-chloride

25  solution (25 ml) maintaining the temperature below -30 °C befére the mixture
was allowed to slowly warm to rooh temperature. The resulting precipitate was
removed by vacuum filtration and the solid washed with ethyl acetate (3 x 20
mL). The aqueous phase was separated and extracted into ethyl acetate (3x20
mL) before the combined organic phases were dried (sodium sulfate) and

30 evaporated under reduced pressure. The tan-coloured gum was purified by
chromatography (silica, ethyl acetate-petroleum ether; 1:9) to afford the title
compound as a paie yellow oil (944 mg, 55 % yield). '"HNMR37.13(1H,d, J
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?etgge/{‘)"gax%n'e% g% W\()_Tx,nﬁé @I’e% f¥ctiBhE %NE?% REHbeH, the solvent

mper at ur e o avol d ating o

20 CD%(;G@)ribml uhdemnrduricedepres sured(ibtarg revaploeatodr 35(p>|togl 50 mbar,
funnel containing this catal yst was separ at eg:lfro

‘r A0, AQd the ersidignwas drigddn Bacup @ AL mbanned G, digun) & Give 11.1
21 PnBy el GV ViR e SRERETT riar® g5y, 8 product wes

TherysaliNest at@®°C over a period of 7 days and then isolated by decantation,
washed with cold (-20°C) n-hexane (70 mL), and dried in vacuo (0.001 mbar,

25 20°C, 2 hours) to give 6.83 g of a colourless crystalline solid. The mother liquour
was concentrated under redueed pressure (rotary evaporator, 300 mbar/40°C)
to a volume of 25 mL and a further 1.28 g of the product were obtained by
crystallisation using the same method as described above. The title compound
was obtained in a total yield of 39% as a colourless crystalline solid (8.11 g, 21.8

30 mmol); mp 75-76°C. Anal. Calcd for C,oH,50;Si,: C, 64.47; H, 7.57. Found: C,
64.2; H,7.7.

Method B



renmoved under reduced pressure (rotary evaporator, 20
nbar/ 40C), and the residue was purified by col um.
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| ength, 65 cm silica gel (15-40 {pm Merck 1.15111),
425 g; eluent, ethyl - acetat e/ﬁ%hexane 5:95 (v/v)).
The rel evant fractions were cofrbi ned,, the sol vent 20
was renoved under redu gﬁ%ressure%rg_r ot ary eva or at
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VRS L6 QRE ETHd P RBioHNWaE el 8demighipaterd BSstiond solution of the
evaporator, 300 nbar/40C). to a volune of 25 nL and a

f unatdipst (0. qui;%c)ﬁn rhylene (R mi)was agded drrriwise over a period of 4
S B B T LB SR rcor e
yi Fﬁég Lg% aé%m%)eé bg_gbﬁ}r'ﬁﬂ\ &%nf‘dtd?ﬂa@hkl'(élﬁcé @ty ac8tatd-petroleum

75-76C.  Ana
C%ilh’é@GB‘EE)ZD afforé thetdesirgd matetial Kol g, €5 %(yzueld I NMR 57.30

mcthursa e A el a8 g U, G273 540 40 G819, 391 3
ewggﬁ(geﬁ v\fﬁg roge% ?% ?1? nutszréhmg)(;zfdoﬂﬂ ~(s$5 LC- MS

be(lomdh&ﬂ@ﬁ) tR}zr@QDuwnutei;er an inert at m)sphere To ‘ ,

,tlrl |ng ;.\.' SS Padde o Y ":. QI ald 6.7,8-tetrahydro-2-

m Xyl eSé Lv Halso purged wi th nitrogen

béMMﬁMpum over 9 hours. The

rem L Avas heated overni ght before a second sol uti on
catalyst (0.5 mol%9 in mxylene (25 m) was

added dA opixturesef voater (48 pk), meihaimol4 148 o) spotasgium hydromde (6.90

L S P G e
hfrﬁpﬂt M@?Q%s&ﬁ} Pls‘églt{t yJI'hé‘Cn?gﬁIr@ Wad "tf?ér?lé'f”rreﬁoat 0°C for 1

t'o af ‘desired materi al

25mute, el’onJwedi Ptbde%ilﬁdn Bf)dlchibrbtnetbang(ﬁnzm aAd dM bydrochloric
3 3 Hz),

aad (e adp.pst §q a q-l 9@1 ( §he| reggltmg t‘gg Fﬁ@Sﬁ r&ggdredl_v%%stlrged at 0°C
’ng)f’ rﬂﬁ‘ﬁ@:{ 3&? rfeer nez? c epel\’@'thérc%‘ Hithd:88STHR ord&nic phase was
S- ééﬁ’aréte'a thSafesdamel/by wab ektrdictsd with dichlodnethanéy8ix 50 mL),

O_ -
and the organic extracts were combined and dried over anhydrous sodium

sulphate. The solvent was removed under reduced pressure (rotary evaporator,
800 mbar/40°C), and the solid residue was dried in vacuo (0.01 mbar, 20°C, 1
hour) and then dissolved in diethyl ether (140 mL). The productwas crystallised
by vapour diffusion of n-pentane into this solution at 20°C over a period of 14
days and was then isolated by decantation, washed with n-pentane (20 mL), and
dried in vacuo (0.01 mbar, 20°C, 4 hours) to give 3.42 g of a colourless
crystalline solid. The solvent of the mother liquour was removed under reduced

pressure (rotary evaporator, 800 mbar/40°C), the residue was redissolved in



15 napht hyl )methyl | -2-furoic Acid Method A A m xture
of water (48 nlL), nethanol (143 ni), potassium

whyanosdede (6.90 g, 123 nmol ), and | nt er medi aPE&r/GB2003/005015

6.(4.34 g, 11.6 mmol) was heated under reflux for 20
m nutes (sl ow dissolution). Thg,m xture was then
stirred at OC for 1 20 mnute,“foll owed by addition of

2@?&'53{ Shes (BBl bng & fidersedh eGP ik Sl Wi, dftained by
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3_!] Et was renoved under reduced pressure (rotary

e pf ator, 800 nbar/40C), and the solid residue was:
gﬁ,' acuo (0.01 nbar, 20C, 1 hour) and then

dIS SO |n di et hyl et her (140. nL). The product-wa
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{ k) nesi aadar ppuasensbaohvaRiassoklion (A HeRBIAMES and the
( 20‘%‘;% @gg r‘é%t%f tfgpeflu& %P% L(FQ t%*or’ébﬁém 2é?)q;rcef‘ltrated in vacuo.

our St alli ne
soizfler (ﬁﬁnﬁpwg@dd@ﬂ tidi@remehesulltmg voiiureass asidiied with dilute
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B T PSR ot pbeg e e e

Obﬁe@lueea O;Snéssgremsd alffor¢ al taon sotid wmtﬂneuaarmrmeuhmw flash column
descri be bove. The title conpound was obtained .

t othabmategrephly (siiva sth asetalerighs pelrplpsiy | 19 ﬁen?én'm 1% acetic

@éb%gg&(grd?t@e%l%g MRehiolyT2 Aflse %SE)" 3INMR57.32 2 H,

nbmi,oﬁggl\(ﬁttlm B=B05 fiz ?cs gsl(ter o, Jﬂtsezc Hzph:ase (2 H 2002.29 (3 H,

mmol ) i n ethyl al cohol

agsipdusi $4)d:H s Gu26r(6>H, %) ansl O f(i,ls)M L@-M@dﬂﬂ.ﬂﬂltm AR, =
t he m s%,gbeﬂhg,utorefluxfm 2 hours before
cuo. 10 Water (25 nl) was

bef &9 r@ %?rtrf‘

' extract ed
;Y| mzmm_ﬁn_xzme 4, &-tﬁmmhbxvmwﬂbmmm

extrac1 s were dried (sodiumsulfate) and evaporated

unbethodddluced pressure to afford.a tan solid which -

was pur IABS%I uftlloﬁsol? trﬂ%&ﬁﬁbluminium-intoluene (5.00 mL, 10.0 mmol of

AlMe,) was added dropwise at -30°C within 8 minutes to a stirred suspension of
Intermediate 2 (2.20 g, 10.0 mmol) in toluene (20 mL) (dissolution of
Intermediate 2, followed by the formation of a precipitate). The stirred mixture
was allowed to warm to -20°C Within 25 minutes and then to 20°C withina 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 Intermediate 6 (1.86
g, 4.99 mmol) in dichloromethane (20 mL). The resulting mixture was stirred at
0°C for a further 1 hour and then at 20°C for 3 days (quantitative conversion
(HPLC control), change of colour from colourless to black), followed by the

addition of a half-saturated aqueous ammonium acetate solution (100 mL)



chromat ography (silica, ethyl acetate-light petrol eum
1:9 containing 1 % acetic 15 . acid) to afford the

walemuoed2sat erial (112 ng, 56 %yield). 1H NNR)@T/GBS(RB/OOSMS
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(2 H, I\/p,'?.lO(lH,dJ 35Hz) 5.98 (1 H d, J
= 3.5 Hz); 3.89 (2 H s), 4_|3H s); 1.01 (4 H
)026(6H s) and022( LG M
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| nt s mgﬂaﬁq%éqif@(r%‘éz%ssthte? f%ogbéérﬁ %@ela ﬁ§r{’\§filﬁj{gﬁf‘e P%?If %rgamc extracts

( disreatarhbiredodnd Yribdt@eneEhngteou, sédilosaibhaie,t the solvent was
formation of a precipitate). The stirred _m xt o
alrep\ygdiundgareducsd me@%ﬁ(wﬁv%awm%@%%lg@mﬁﬁ T 40°C), and

orde St 140, 8F e, dprk itk VISR, 8w Plffed by column

agpeematigraphs fcaumP@iambiair e, m@mmomumﬁ léngtra 80 cmr silica gel (32-
solution of Internediate 6 (1.86

dlﬁanuag A5 ARAEO) 5 e S BELAESAS A RO ﬁfééﬁ (VIv)). The
£ aeloy2g Haciigns (L, dtou destsieintfihe 23tas 1) 2k, £%:42) were

chamsisingl, halseifertt WeRre@bosd Lrgsr rb@lubé@@f@ssufr@h‘oﬂ%@@vaporator
by the addition of a half-saturated aqueous anmoniu

adiﬁ(htbd Sbmbar ot °Cloandihe regidpeorasdred & vacuo (0.001 mbar 20°C,

T hBRBcRNa e feisof B 5wl iy e proiRb i A liseg and then
Fer Kélﬁée@ﬁ%hﬁéfétl{y'i elhe%%mniL fdrfé%ch' dr?é&t&ll%aﬁaﬁ (¥&FiBation was

uti ons were nbi ned he or gani c ayer was
srmmsaagdtoaamhlmcmupkmte d:swaltu@onl xopstakisptiorre4°C over a period

22%?12%%9 %@%QHE?;“% 2P Eoye BBl Rishdrs Svelaipe soiid wes

IQ?&P G ArRAtIR M adhed ithOf Rt S MROT Sand’\ﬂﬁéd ln vacuo
I'ned ried over anhydrous sodi um sulphat e,

so(lomnt mlvas 20°e)mwm4rs|m@ve ¢ digog df tb'teetﬁlammnpomdar'lghe solvent of
evaporator; 800 to 80 nbar, 40(% \%& t%a 5]3 02

(4he eprapingdaPtnes IRHOWS Was e ?Y?d J! e9 G5y brown oily
j+rBHUc \ﬁﬂfc fy@@ﬁsélol‘:t%é@ﬂoﬁi ?\%ﬁﬁfgt ez @Q?rm ) to.give a further

cn SitllcCa

0288 g 2>'$G:h€ d@ut&hmatmdin [®6t5a,8¢ﬂ-peh’exmthy55 B4disila-5,6,7,8-
(v/v) The relevant fractions

adelrs ma-a@amwmnateywm 5 airasioxgphggylfuran-2-carboxamide
CONRL Rtlinddip. S t%@ﬂ% 8adidPY B10UREEE chyRMIAE solid (2.16 0, 4 12
prvé‘g%a T a @ orator: s ) v
mmol); mp 139°C. Anal. Calcd for C,sHssNOsSiy: C, 64.21; H, 7.12; N, 2.67.
Found: C, 64.2; H, 7.1, N, 2.7.
Method B
Solution a. A solution of Intermediate 7 (1.00 g, 2.79 mmol) and thionyl

chloride (6.85 g, 57.6 mmol) in dichloromethane (9 mL) was heated under reflux
for 5 hours. All volatile components were removed in vacuo (0.001 mbar, 20°C,
1 hour), and the oily residue was redissolved in dichloromethane (4 mL). -

So/utibn b. Intermediate 1 (572 mg, 3.12 mmol; freshly distilled by bulb-to-bulb



350 to 150 nmbar, 40C), and the residue was dried in
vacuo (0.001 nmbar, 20C, 1 hour) to give 2.77 g of a

whewwo4med . The product was crystallised and tPEnGB2003/005015
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recrystallised fromdiethyl ether (54 nL for each
crystallisation (sonication V\a%%‘ necessary to achieve
al |sati on at 4C. over a

st fatiomcdEeg &Y m?grﬁteh@%),?&y' e 1685 Fhefl "5y 0” nthol), ana 4-
ﬁﬁdﬁ@%@@gém@)@g@& Y\% % B- PEDL 3R (57 Nhhol) akbrar ld%éolved in

4 hour's) to give 1.58 g of
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not her |iguours was rermved to
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| %.Lﬁt;ysdéfcuaegé'i’gt& G Tobouls: o bwied q@ sidifonpt JPBldzoTethane
(%@mff)aiﬁ% 303015@%6 i@@@on &@%ﬁkéﬁ%&\fgn@ 94 @(‘%ﬁ%@gs acetic acid
Csogﬁ]ﬁj(m'ﬁmﬂa %%lf—d&tur%t&? aquésuyebdign r@drégerH;aroﬂtate solution

hod B Solution a. A solution of
| (2@ mteolaad wa?er((le(mL)g The organighayer ayas Qema@aggd and the aqueous

Chh bt it e U B AT ) o same

h 5@&%9"?%@ bEEARISEH fbf‘vvéﬂ&w) THe &@bn@@(tracﬂ@@ere lcombined
our

the oily residue was redissolved in
diggl Omedmbarwhydrmds) sodiuimusilphate, the selvasdivasremoved under

Vs doa pifsases BererBrsU P ibbaggR), Bhhd Gsiletvas aried
di; ﬁeﬁéb%%bﬁeq) ﬁﬁ %6)20) eyr &g H’ﬁnl%t%l\ﬁ éﬁh t?ﬂeiho p‘rhﬂ@H) by column

no) pyridi ne
/ iebmavayraploy ewwjmeaﬂnameted; 3 bloor; mﬂlmaimgﬂ;’b. Gﬁ_c;m silica gel (15-

bt TR ET Sl S8 . e
|

P BBt Hebridh (PLES S Scetatel mhiBkane BN (G). oK) £10.42) were

O(éd‘n%nédfthétsbﬁlfenu&as mmut/ed under redened prexs0ré (rotarg evaporator;

h follo ddi t £ dichl th 0 oo
350 (oS0 IR 4016 BN S WESHBI e vechog Oy mor, 20°C

4 gflﬁ 3;@&&&%@?&8% AUiHEARA vf]e?sgdlﬂlﬁlve&m disthyl ¢ ether (5 mL). The

eous sodi um rogen car

SOdrHHU@f‘ cARt4IRSedriom el rewmiliéng (sammuh)at PRewithgahidays, and the
| ayer was ‘separated, and the aqueous wash sol utions

vxmrgsteidtrmmllddvaﬂ isplatpciby decantatiemavashed with APpniane (Z4nl), and
drled in vacuo (0.01 mbar, 20°C, 4 hours) to give 5-(3,5,5,8,8-pentamethyl-5,8-

disila-5,6,7,8-tetrahydro-2-naphthyl)methyl]-N—(Z,4,G-trimethoxyphenyl)furan—2-
carboxamide in 22% yield as a colourless crystélline solid (318 mg, 607 umol);
mp 139-140°C. Anal. Calcd for C,5H3;NOsSi;: C, 64.21; H, 7.12; N, 2.67. Found:
C,64.6;H,71;N, 2.7.
Method C

* A solution of Intermediate 7 (584 mg, 1.63 mmol) in dichioromethane (10
mL) Was added dropwise at 20°C within 10 minutes to a stirred solution of

d‘icyclohexylcarbodiimide (DCC; 370 mg, 1.79 mmol) and pyridine (265 mg, 3.35



order as they had been used for workup. The organic
extracts were conbined and dried over anhydrous
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reduced pressure (rotary evaporator, 800 mbar/ 400,
and the residue was dried 15 iq. vacuo (10 nbar, 20C,
30 mnutes) and then purified col umm
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Wirh b ) na iR ebidlu vidd drﬁaﬂmszabub (tﬁhmbér 20°C, 30 mlnutes) and
di cycl ohexyl car bodi i m de (
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in one single portion. Subsequent |c¥ tEa sol ution
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or a

conti nue urth s at 20C (formation of '
O e by iyl (6 M Thre oo WA dhen kept
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Sed fo The organi c ‘'extracts were
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( r[?Bn%I SnEIS ggpesn?argwgthy} E%t dISIIa 5,6,7 8:tetrahydro-2-naphthyl)methyl]-N-(2,4,6-
trimethoxyphenyl)furan-2-carboxamide in 37% yield as a colourless crystalline
solid (318 mg, 607 umol); mp 139 °C. Anal. Calcd for C,gH3/NOsSi,: C, 64.21; H,
7.12: N, 2.67. Found: C,; 64.2; H, 7.1; N, 2.7,

Method D |

To a stirred solution: of Intermediate 7 (215 mg, 0.624 mmol) in dry
dichloromethane (1 0 mL) under an inert atmosphere was added thionyl chloride
(0.75 mL, 10.2 mmol) and dry N,N-dimethylformamide (3 drops). The unstirred |

solution was left ‘in the dark for 3 days. The reaction mixture was then
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2&9&/53@@6‘2‘9“#9@1' ggﬂé%&%w 27 evaporat ed under
reduced pressure and co-evaporated with toluene (2 x
10 mL). To a solution of this acid chloride in dry

di chl oronmet hane (10 nlL) was added triethylam ne
(0.426 M, 1.03 mmol) and Internmediate 1 (216 ng, 1.19
mol ).. After stirring for 48 hours, the reaction

m xture was diluted with dichloronethane 5 (20 nL) and
washed with saturated agueous sodi um bi carbonat e

‘solution (25 nlL), which was then re-extracted with

di chl oronethane (2 x 10 nL). The conbi ned organic
extracts were then dried (magnesi um sul phate) and
evapor at ed under reduced pressure to give a light tan
coloured solid which was purified by colum

chr omat ogr aphy (al um na, 10% net hyl al coho



10 dichl oronethane) to afford the desired product (76
ng, 23%yield) as a light pink foammp. 134-136 C
w@ tooamissyt| ohexane). "H NVR b 7.31(1 H, s), 7.PFr/6B2043/005015
s), 7.08 (1 H d, J=23.3Hz), 6.19 (2.H s), 6.03 (1
H d, J =33 Hz), 4.02 (2 H s), 3.83(3H s), 3.82
(6 H s), 2.33 (3 H s9), 10(A?8H s), 0.23 (6 H, s)
and 0.19 (6 H, s). LCM (Conditions Al) RR = 4.97
mQUABMS m z 524 [MrH] +, (Conditions A2) 15 Rt = 5.00

m nutes, nmlz 524 2004/ 045625 o
C,#/ GBZ@ 5(£f'¥“5111u M5 1. A compound of fornul a
(ry o ~z 1 ~(l) NHYR R2 wherein 10 one of

X and Y is Sl I on, and the other is carbon or
X sul phur oL, -N(R) O wherein Ris

i s.al kyl,

het er ocycl oa het er oaryl /
-al kyl - cycl oZ/f I, - aI kyI het er ocycl oat?kyl ,
-al kyl -aryl or -al kyl-heteroaryl; 15 or a

phar maceutically. acceptable salt thereof. 2. A
nﬁound according to claiml1, wherein X and Y are
*&Micon. 3. A conpound accordl ng to claiml or
10 cl ai m ZondBEX Y ¥ i$ SiliesH 08 i otﬁeﬁia*ﬁéageﬁ REHRIH, N9
to any preceding claim wherein rogen or
aI kyI 2 (s 6xygen; safphwncr abl(R)-dwhgrein R:Isdnydrégemvbe atk'yn

cI al m nﬁhg\rﬁyqﬁog@ﬁ,Ir%?ﬁ%?%ﬂﬁé@é&g&g&ﬁw%&o QZSESYQP%W‘I' 3hd
209Kl Ql%h%ﬂ' aﬁ{ynypégcleﬁgL %'Eé/fjaﬁy&oalﬁyl aryl, heteroaryl,

con‘pouﬁg accor di ng
opeikyhal tipatkyh stikylthettropfudoglkyl, -alkyl-aryl or -alkyl- heteroaryl

15 ora pharmaceutlcally acceptable salt thereof. ‘
2. A compound according to claim 1, wherein X and'Y aré each silicon.
3. A compound according to claim 1 or claim 2, wherein Z is oxygen.
4, A compound according to any preceding claim, whérein R' is hydrogen
or alkyl.
20 5. A compound according to claim 4, wherein R is methyl.
6. A Compound according to any preceding claim, wherein R? is aryl,

-CH,-cycloalkyl, -CH,-aryl, -CH,-heterocycloalkyl or -CH,-heteroaryi.

7. A compound according to claim 6, wherein R? is optionally substituted
phenyl.
25 8. A compound according to claim 7, wherein R? is phenyl substituted with

one, two or three alkoxy groups.

9. A compound according to claim 1, which is 5-[(3,5,5,8,8-pentamethyl-5,8-
disiIa—5,6,7,8-tetrahydro—2-naphthyl)methyl]-N—(2,4,6-trimethoxyphenyl)furan‘-2—
carboxamide. | ‘

30- 10. A compouhd according to any preceding claim, for therapeutic use.

11. . A pharmaceutical composition comprising a compound of any of claims |

1 to 9 and a pharmaceutically acceptable diluent or carrier.



25 8. A conpound according to claim7, wherein R2 is
phenyl substituted with one, two or three al koxy

W@e@40$3629. A conpound according to claiml, wdTOBR®3/005015

10

15

5-1(3,5,5, 8, 8-pent anet hyl -5, 8-
disila-5,6,7,8-tetrahydro-2-n thyl)methyl]-N-(2, 4, 6-
tri met hoxyphenyl ) furan-2- car am de. 30. 10. A

“conpound according to an

y precedi ng,cl aj for .
t h2r apélsei ef aseompqund ok %\gra?fn"je@aﬁ ﬂés?é,r?{?ﬁﬁ'a%ir?%ﬁact“re of a
conprisin - [  BofdifieH edsociated
o aarnath B PeR ent 8 pRiinfbn &f &4lEase o BoRdfigA d¥sociate
204 8ARPRS PCT/ GB2003/ 005015 29 12. Use of a
conpound of any of claims.1 to 9, for the manuf act¢1re
offi3a id=si acnosdingtte claimel 2 fardhadicatraenirdeMentinn gk Pregression
di sease or condition associated wth GiRH 13. Use
a®E6PBF®y to claim 12, for the treatnment or prevention
Ofy 4pr O L i dingy tBfcl&iAn 68! for Icbikaldhfia @esrapgi ng to
cl1§'ipm %s,eesﬁ%@ldg%kaem a therapy. 15. Use gccor ding to L
cl@ m 1Pse hocording to elaimet, for the teatmensrorgareyention of a fertility.
fertility, disorder. 16. Use according to cladaim12, '
f 6iSQUABT-t r eat ment or prevention of H V infection 10
or, Al D$: il trébimérd véritRn of HIV infection
t r1 at r?gﬁ?elgo?""ﬁ @\ggﬁt% %ﬁ 10@19 f%qrz]ﬁeriéner' S Orfg?iease. 18.
Use Mbsprding to claim12, . for the treatnent or

revention of fibrosis. 19. e ‘according to Iai. : . ,
QZI,?.f orUseyaceqrdmateiaipt 1%rf@(,é]h§[trgén@pgo&§revenﬁon of Alzheimer’s
en ggt riosis. 20.' Use according, to claim112, for
t

Fat nent or prevention of uterine fibroids. 21.

Usgs acqgsslaBeoridingioaciair 22, farithe ftreatmentt oreprievention of fibrosis.

reventi on of uterine | eiomona. .
P 19. Use according to claim n}lz, for the treatment or prevention of

endometriosis.
20. Use according to claim 12, for the treatment or prevention of uterine.

fibroids. .
21.  Use according to claim 12, for the treatment or. prevention of uterine

leiomyoma.



