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or a pharmaceutically acceptable salt, solvate or prodrug thereof, wherein:
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is an integer from 0 to 3; each R® and R is independently selected from the group consisting
of H and C4-Cs alkyl, and wherein R® is selected from the group consisting of C4-Cg alkyl and



substituted by a hydroxy or an O-glucuronic acid
substituent. In one preferred enbodi nent, the conpound
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-0-glucuronic acid sipstituent s heyquithazol i ne
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ring; and in NET the acy¢lic chain
H NJ

In another specific embodiment, wherein the compound of formula 1 further comprises
a hydroxy substituent, R' is H, R® is methyl, R® is hydroxymethyl, and R° is
-CH,NHC(O)CH,OCHs. In one embodiment, the hydroxy moiety is a substituent within the
bracketed part of the molecule as shown below:

- 0
HO—— |‘/
HN CH; CH,OH

0]
MeO\)I\N/\ = NN
H NJ

=N

In another specific embodiment, R is H, R? is hydroxymethyl, R® is methyl, and R® is
-CH,NHC(O)CH,OH.
In another specific embodiment, the compound of formula 1 further comprises an



attached to the phenyl group of the quinazoline ring.
5 Specific preferred conpounds of the present
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publ i ﬁ e

| PP e e poR g PRbuieWiR; Rota e e ibied aprtetiep ot -

M\VP agd/arrdMRAPeBtivieribitei dtiter snadrixandtilliogretetnbsets (7.érdGP-Hj MUIPe, MMP-4,
or miKe- saQIMP\lé Ml(/u:I FivinRE-§ 'Mm:hMVBMP 11'\/%@3 vl gﬁo%f(/lﬁqe are

t hose that sel ect’ivel

201 gl at | VRO SREREC S’Eaﬁ'lﬂ’esl?éf"MP%”Wi"éﬁ LI'SSB’} BP@F‘H'&%’@ "('t?‘ e compounds

‘ M\,Gf e privbdrt ByertibiPard, AG-344B; BO 3RASE5H RIVNADEBD, ddRhE compounds recuted
oMo idil, MWP-12, and MWP-13). 20 Some specific

exarrp es 0 i nhibitors useful in conbination with

t he con%f&r&f’d@mr%eheﬂ%) paneaneatifonivd iy ey capamaboginpgntyl)-aminol-
RQrdplontdadd; RS 13- 0830, and the conpounds recited in

25 L[ 40 (T S R BB P L g logiane-s

r b@ﬁﬁwvlm@y'éth@%vld‘; am no] - propionic acid; 25

3- ex0- 3eR4- (3R f | upr Q—cﬁlb@wa@Béﬁﬁﬁ&(?ﬁ&éﬁlzérﬁgwoﬂﬂ}@@ﬂdrc&y3 methyl-

oxa- bi c ane- 3- carboxylic acid

hydrEeD §%°aeb°xyf"§?§9 BigiRSarice

1- [ 4- ( 24-EHH dlugophédoynrenispesifomieninditatzbyiespirérofgtrpoglic  acid
Ohy,ggj%yanadéret hyl - pi peri di ne-2-carboxylic acid

roxyami de; .
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4-Wyaroxyeni®f; or o- phenoxy) - benzenesul f onyl ani no] - t et r ahyd

35 I 0- Py af444 cabphghdxg)-Bekehesulfonylamino]-tetrahydro-pyran-3-carboxylic  acid
hydroxyamide;,
(2R, 3R) 1-[4-(4-fluoro-2-methyl-benzyloxy)-benzenesulfonyl]-3-hydroxy-3-methyl-
piperidine-2-carboxylic acid hydroxyamide;



hydr oxyam de; 35
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WO 00p@s48s 3- car boxylic acid hydroxyam de; (2RPCBH2003/005826
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I €S, ecu t ar e bi t or

- VEgents ik e bt BREB ﬁéﬁdqrra?' 9@%05%@ é%qeaﬁogi dstivibit ¢ 8,25 EGFR

15

20

25

30

35

a%ﬂtllﬁ‘ﬂféBZ EGEC&fbedied, rdnid bintlecusss that larea €EGFRg mhibitors; VEGF (vascular
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and SU-\E#H3 m@@ﬂ@gnfor rfxample %bﬁmﬁ @ggnSU@pgtg.%%g@B Inc. gT South San
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ol et o hubrR B SUALE g oo, ror
Pdmternational Application PCT/IBQQ/OO?Q? flled May 3, 1999), in WO 95/21613 (published
August 17, 1995), WO 99/61422 (published December 2, 1999), United States Patent 5,834,504
(issued November 10, 1998), WO 98/50356 (published November 12, 1998), United States
Patent 5,883,113 (issued March 16, 1999), United States Patent 5,886,020 (issued March 23,
1999), United States Patent 5,792,783 (issued August 11, 1998), WO 99/10349 (published
March 4, 1999), WO 97/32856 (published September 12, 1997), WO 97/22596 (published June
26, 1997), WO 98/54093 (published December 3, 1998), WO 98/02438 (published January 22,
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Pat ent 5,834,504 (issued Novenber 10, 1998), WO

98/ 50356 (published Novenmber 12, 1998), United States
Patent 5,883,113 (issued Marct216, 1999), United

States Patent 5,886,020 (issued March 23, 35 1999),

United States Patent 5,792,783 (issued August 11

1998), WO 99/10349 (published March 4, 1999

o A9 HEE QOHABTS (BvhlishosbApr BrIBER). 219 /G 683437 Vbl i gasyy 22, 1998),
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are herein ncor by ref
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i mhinbélorat antiapdiesl ABBBM® (AOpex Ianra,rmacrwucatsﬂnd(pfWeaﬁglodlands Texas, USA)
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ancl sco,
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( Bosbder (putiehear RYON, #99d), Ghd PoBs{FnpEibyistddl sly 15, 1999), WO 98/02437
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t at es Pat ent I ssued 2,
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rovi si 0
630A0)70%20R79G (ﬂ'eé'dv'@/a?f%é%ﬂ)ﬁg/f* @ﬁa(fﬂeé.’n‘éPQUPthGLJﬁP?%dand 09/383755

StdL Audtis 038, SIQQ’Q)%ndNﬁ@'cbﬁ@édn@Q dkﬂose@Q&(nﬂlcTanﬁé(ﬁm fhi lf@dwing United

J%&ag?sp%?v,ﬁr@aﬂ'%%en %;fpg?atlﬂr&s 6%68?&7(5 |(f?ede nC{ve etarrho 851% 60/170119 (filed
alﬁlepmbﬂrmﬂeﬂ%ﬁ% Ve 13 gEist @led Wanuamai!, 900k @QH@MW{ (filged November 30,
@RﬁUQQJSGO/EUOSM"Qlle@rl\ﬁéﬁmmob)nV%'d?ﬁhé Rfeddeme patent apphcatlons and

hi bt th
L PSS 0 P Rt TR Mo Pty DY Sleutnl RATaTEY©
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bl R ke oot %%1;@8%?”"683 e e oL gunancing
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02h& 398 Agéritd baﬂblh’aﬁqirbc&ﬂug CT2B00drd &R aZfabe (ddehteGuch as other

gg%@%ﬂ%é%%? ffg%/ é?, %ﬁ%‘?’?s érf é)Jfg@EAHQ %é‘?%es?lﬁjrot&lﬁ Ql%)isfergged inhibitors

Au us
didesedribede ih mﬁdfe&fﬁcﬁ%ﬁltﬁ%mt W@ TBGPHQmMnﬁng%'P@ eﬁ'% Specific CTLA4
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P SR O e N —

seam@semﬁnqémw%w Novenber 30, 1999), and 60/200834
(filed May 1, 2000). Each of the foregoi ng patent
applications and provisional patent applications is
herein incorporated by reference in their entirety.
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of enhancing antitunor inmune responses, such as

CTLA4 (cytotoxic |ynphocyte antigen 4) antibodies,

and ot her agents capabl e of bleeki ng CTLA4; and
anti-proliferative agents such as other farnesyl

protein transferase inhibitors, for exanple the

farnesyl protein transferase inhibitors described in

t he r ef-aprenas selodrévell, aguskt BeréiBamlegs atherdise dicttednefers to cell growth

att I;,'s |n§gpe%én¥ Gt ﬂJ’nA} @?at@rﬂtn}e%@aq\iis gagosg%‘ cgﬂadﬂ%%ltlon) This

resent I nven t escri
Umctueids gteaalwrmab@mws PRl tumpipFelis Alumeﬁ 85t protfegaie; by expressing a

(fn‘ndtﬁgd W&s@ﬁbﬁrﬁasg%r o’a&@ﬁ)re%h?{ﬁ d fecBstbretyiosing AaHapar @) ®ehign and

P@e}hgr@g@%n %%gwgg%'ol%esri@e dlﬂ%q,?s ?419& Ztﬁrrantqg V&?rﬁaﬁ(mase actlvatlan ocCcurs;
he4)eany, tuonatsetbat Droltféweievhysrecaptvd|tmwr@dklna’sefa§ﬁ\@“@fb (Blepny tumors that

Pxﬁﬁel?]ate L §5erf'aﬁt ééﬁﬂ@m\%ﬂlﬁ@ ﬁ(anJe é’b@\?dﬁ&h arnQ 96)' bahigh )énd mallgnant cells
anl sng OS S O cont

| e phgreoNaTeva BiRERsRR D WRD AT se“m@@a% KRRds qed e occurs.
(t unor Shhet taai “treatirlgl,f @ aded Heyeire xplees Sthegvise inditated, deans reversing,
t y leQ/?’alt EPZ l{@ibﬂlﬁéﬁe(ﬁog&gg&eérgﬁg\%ﬁﬂn@ '?heoél el BCEIHREN to which such term

gnant cel of
otaﬁ@\es [ 61§ Pranse ﬁwtqan%qi ag@sd'ﬁowemcew'%e 1 RafeEm \featinett as used
t YeRH, NRIcks DBBEVIRC Intivatbd, 0BfeBC BUEE; act (df) traating taeMeating” is defined
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TR any tunors that roliferate by
aber r aﬁtheé@rm ﬁelpt 9B eeafl mﬁéelmw@g%ogewwaweﬁtﬁd Histydgsghjuoro, chioro,

b@Ringlorddtd. WPéférﬂa’d@a@b gﬁfe‘lbé Sre figdro @hdemorpr ol i ferati ve

glcts Ieszﬁ%snte . C?“‘s:yé as 9 rht [;e?ﬂe rLHée/ t m r%%,g ﬂ'l%lclétl Qai?‘laudes saturated

henabvelentimidesarbert tdical lzaelng sickighh cyatic (lrlﬂé'd'ng rnomr@r @Phﬂxjycllc moieties)

1Q Blah&l "fﬂoﬁeﬂ& Iﬂ i Dr‘ucms‘idoﬂ Ghat s QB §B8p Bfincl@E cyclic moieties it must
preventin di sorder or condition to which such ‘

t SPRRIN ZRTSE f@?e FPOVHRSr nore synptonms of such
di sor ddhedermcoyattiatkiloras Uk héreinnurless efenget indicaied, inskides saturated

h %o%b\ﬂalenylﬁudﬁﬁac‘rbm @&@M r%%nb %hcgﬁ%l@gng hede BISmLt!lﬁ’-c}cr@ nidfeties.

reati treatin

g ef i ned tely
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Otdéﬁ’(e‘dﬂaB@/el edling attledt onerabodesbdnldoasi@bondhl or o, 15
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otdetinediabeve heing alleast Oﬁer‘féﬂb%%ajb%‘é't'ﬂﬁ kardd  nonov aI ent

hydr ocarm@wérmr"a@n’ GRluSedtRvdin) Gnigés dilh@\hte indigatéd, ncludes an organic radical

B 25 PRI Rl Y g B8, Bl ot o st
aI kyl dihedtgimt"akdxic puieked bgreini Wlass plemwiss indicajpdgipcludes —O-alkyl groups

C%Ie?élmau@hs!a@éb%ﬁeotd%@e car bon atoms 20 The term
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C adf yahing & vide Narideiop baits tinchrioldd isorgaicrand atdeyingtids. Ths acidsettlat may be
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hef@hd). suenl &S%eohhﬁcb’dﬁloﬁdb | HydhiobrainRi, hiydreibdidke Snitdte, sulfate, bisulfate,

or %gsnplhgtera%ldl p%osphate isonicotinate, acetate, lactate, salicylate, citrate, acid citrate, tartrate,



derived froman aromati c hydrocarbon by renoval of one
hydr ogen, such as phenyl or naphthyl. The term
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i ncl udes -0-al kyl groups wher ei n aIkyI is as defined

above. 30 The term"Me" neans nmethyl, "Et" neans

ethyl, and "Ac" neans acetyl . -tthe phrase

"“pharnmaceutically acceptable salt(s)", as used herein,

unl ess otherw se indicated, i ncl udes salts of acidic

or basic groups which may be present in the conpounds
ofpantnibenats: elileritete; Apeaibate nsuctneie.c BrRIseIANA8NtENAEH @Jmafate gluconate,
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I EHUAtSBIEBIESS of tnak$ Aupbéradifergit G, thd atonix imiabs br mass number usually

di ff rl ”n%tuPer SUEQ? @%’{ egf Bgt\én‘% C%P%ﬂ Bg:chrrpor%{etaeﬁto c%m(pounds of the

per I'es.
fln\@kﬁlqnl indlygletispiopas of hygdrrgen. rF@rt{SPden'thﬁ?f" QWeenn BRospherays, Egerine and

t QhidRhE bidSasFaSH, ilge tic, FNPED] 11D, €8, 4t .and Cog respBetively. Compounds

%?PZ E?IE% 83‘%8?@ &i{/egtf%%7ﬁré> rgjg% gige:cr]eeorf e%r{%i: %}afrﬁanceﬁ@:aﬁ){q ggc%bt%ble s%lts of said
apmpednds ©r céseidrgodivgd which epjpie ’thmﬁpf%r@?nqdnlsotopes and/or other

did 83t otﬁé}aé'iérhé)maer\hlﬁurﬁmg s@bﬁﬁ&f%l@mﬁtloﬁ f(ﬂarrt@ﬁl 135[$b|c%lly-labelled
I nventi on {gaat es to

¢

L rameRPa g oot @5&&@%‘3%% AR %ng's?ﬁ“ve Isotopes such
i ragéAtEhOHC apmitlcarporbitad,ase usdie iredfig amtiat stigstrate tissue distribution assays.
phar maceuti cal conpositions and net hods of treatnent

that may enpl oy or



contain them ' The conmpounds of fornula 1 may al so
exist as tautoners. This invention relates 25 to the

waois@4054583 | such tautoners and m xtures ther eocPCT/IB2003/005826
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subj ect invention also includes isotopically-I|abelled
conmpounds, and the pharnaceutlcally acceptable salts,
sol vates and prodrugs thereof; 50hi ch are identical to
those recited in fornula 1, but for the fact that one
or nore atons are replaced by an atom having, an
atmncrms§orrmssnuMmh(Mffaentfromtheatmnc
ndsitiated: i.gasid, andSBEPN-Id a4 | (- IsefoRes ARRIPFTHcUREly prederred for their ease of

Dﬁ?ém}a%n afwd U&@dté):ﬁ)@ls RuRtBdr, SubBtitiRN iwite Mepdsraddtabek BLEh as deuterium,
hyar 3—5 é’ﬁn a %{d Ber%m th r}\?/peeg{”é é)d?/a It%els lf'éjs%ltlniﬁérﬁ) ﬁ%%teptnetabohc stability, for

f lewample dncagased dhbive |hﬁléllfe op c¢rugesi mag%wqummntqaw hegeg, may be
1?%ferﬂe?iom oo cilcBmstaA. 3@&5@%“1?3%@&1 E&%M}un@ﬁp%ﬂtﬂd@ 1 of this

resent invention, prodrugs the
pHHPﬂtﬁ’Ee”ﬂﬁdl Reigs thereeiptarmseeel P"s P@Pa@‘é éi C""H}ﬂﬂ% 8%@% procedures
ordiselbs&ain dhgp8cdmesg andidti ic khecd®xatnples ahd Erepbrati@nsdretow he ubstituting a

' ??%dﬁ)ﬁ%hwéé% i I)?IS %lgdlarebie% fa[)gﬁorplfs%gﬁ E‘a‘ﬁf Iaﬂél%g‘ﬁeaﬁéﬁ

i sot opiTé&l lmvyntioa@@P P@emp%%E@mewwalt%@pwt@%wtammg and methods

| ¥ @dtih@ BactérRl inR¥RAP Ihebubi Q&BinisiBiing phbdred’ df%dm@cﬂlhﬂi Hﬁthe formula 1.
|soto 14C are |,ncorporate

ZORPTR it Bt Ve s b e TG JUERR 8 PG IoRoups' can be
a&smﬂed WO 26ddds0 A5G agsRaEIUde B26D 340 3B2®in anl&mino acid residue, or a
Tr bls/ﬁe% i®&ehaln &-two %leon% gC &anqmeé'-%r fi fur)eamlnolétga residues is covalently

es are artlcu ar pre erred heir ease of
pﬂ%’&ért%{f’i’%hafhﬁrﬂ'dﬂ@f ERETASTY 13 § frep@minge pyd 158 PGB AT Group of
Wicbfpdigay bfdsrmuBdl Tpesmidiatld RSidaautokide bobare hot émitedXblthe 20 naturally

fford
? I%g%?r&w'gg;r?mg %Elg aagmﬁgn? Qﬂ?s %&ﬁeg bqu{,ggtl&%?%gﬁt?q?s“ %Ld glgso includes 4-
i hdroarieling hydixviysingagemosing,dsogemesingy 8athuibistigine, norvalin, beta-alanine,

r %QMM%%%ﬁyrﬁ:naeld hegife Iﬁ@ﬁbc@@enr@ ﬂfoﬁfo@érfn@d oAhiS®MRd methionine
cir

¢ GHRIF 2 RTET a2 BRG? H0 ARG BROR  TE e e ot roups

geaebaldényvatized gs @midesdr 8yl estensy iFregp fyditoxy breupsr r@éxeu@ri@ryatlzed using

d'g%b@%@l@dlh@blﬁthﬁt ﬁ%ﬁ@ﬁ@ﬁerﬁﬁ@cﬁéteé rthJbﬁat@%@%' @fneBfYdminoacetates,

Prrepar ati ons bel ow, substitutin $§ éy
a P%P@W'%%%Y'W%nwwé|°P%e 18 Aganped Do Peiivery Reviews, 1996,
nae-11sotCaipebmatk pyodiugdef Hymdxyr@agmimb grolips sreiaise éciuded) asbie@arbonate

t t
e e T
adraups 8% &cyipgy)meton ﬁ%@cmxy@wp@fuﬁﬁwhefﬁmttme apyh BreHP @ay be an alkyl
Cbep Bﬂ%ﬁal@fsuiﬁsﬂfufw hath @roh@éhh(ﬂ@ilrfgrtﬁlen@mnﬂéd toatfefl Gmine and carboxylic .

B)églé ?Lb %0%&&1% al S ‘ﬁ@% {hﬁ 81%4 ps’%%_%%mma aci %Qt‘é? gst c?equibg& gbove are also
a@hcbmpassedu Broduigs of thlsptyn)ewje peacd@d(uh.awedo(ﬁhmﬁ9&ﬁv 3%9 eFree amines

(€ad abso tb%erl\;alﬂfe%easoémlé&u El)lfoﬁéﬁuﬁ& @r%h@sﬂh%ﬁénqé'&s Aﬂs of these prodrug
coval ent | %II‘]C{){OI ned an a ter

f meaetighinA del F‘S)&PUB? '”E'EF‘B%WIWOE“@E?F d°6 Bt ﬁ"k‘ﬂe afé Carb°xy"° acid
c quntiunaldies.of fornmula 1. The ami no acid residues
include but are not |limted to the 20 naturally
occurring am no acids commonly designated by three,
letter synbols and al'so includes 4- hydroxyproline,
hydr oxyl ysi ne, denosi ne, isodenosi ne,
3-net hyl hi sti di ne, norvalin,, beta-al ani ne,
ganmma- am nobutyric acid, citrulline honocysteine,
honoseri ne, ornithine and nethionine sulfone.
Addi ti onal types of prodrugs are al so enconpassed. For
i nstance, free carboxyl groups 20 can be derivatized
as am des or al kyl esters. Free hydroxy groups may be
derivatized using groups including but not limted to
hem succi nat es, phosphate esters,

di met hyl am noacet at es,



and phosphoryl oxynet hyl oxycarbonyls, as outlined in

Advanced Drug Delivery Reviews, 1996, 19, 115.
w@a0obasEse prodrugs of hydroxy and am no gr oupBCEIB2003/005826

al so included, as are carbonate prodrugs, sulfonate

esters and sul fate esters of hydroxy groups.

Derivatization of hydroxy 25 ¢bfoups as (acyl oxy) net hyl

and (acyl oxy)ethyl ethers wherein the acyl group nay

be an al kyl ester, optionally substituted with groups

including but not limted to ether, am ne and

carboxylic acid functional $¢HEME 1or where the acyl

group is an amno acidepster as described aboye, are

al so enconpas%gd. Prodrugs of this type are

inJ. Med. Chem 9., 10. Free @ gan al so

be derivatized & des, Zsulfonamde

phosphonani des.

i ncor porate group nCINKMIi ng but not

am ne and carboxyl i acid functionalities

2004/ 054585 PCT/1B26b3/ 005826 -16 SCHEMEIB Z 0 2z 0
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-17 General synthetic nmethods which may be referred to
for preparing the conpounds of the present invention

w@ae®@4p54583 ded in United States patent 5,747, 498CT/IB9005826
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May 5, 1998), United States patent application seria
nunber 08/953078 (filed October 17, 1997), WO

98/ 02434 (published January 247-1998), WO 98/ 02438
(published January 22, 1998), WO 5 96/40142 (published
Decenber 19, 1996), WO 96/09294 (published March 6,

1996), WO 97/03069 (published January 30, 1997), WO

95/ 197 BenépUsinthsrtetiodsyhin, mayg:gsgeferafr%tom PFW'QQSWPomPOU"dS of

bﬂré%‘? hvéRibh 'are%?rovncﬂe%ﬂr? UnitedAstaked E@teﬁl 5, 47008 (WERA MUYE5, 1998),

Zm%dr g@ésﬁ@%&@%&raﬁ%Eésnpl b :98 g?oﬁaﬁ%édb%juer 12,,4997), WO

BB/ 88 2(pilblish@uiEnuaped, T¥ek M@ ros24382(potlishedTbanuary 22, 1998), WO
f%@%?&'grg) gk%bgce%gr P&t R6) @*P@S"gbﬁ)@éé@{bﬁbléﬁéﬁ March 6, 1996), WO

reference In heir
o740 GEiehacprs G 1062, W0 S0 FAcpar B i 2 T8 and WO
t @7/18BH1h@asishanAdri &7, 1097). tﬁl’dﬂiﬁ&a‘o‘ kiokbédrieksi ate tréferraar to imMED00/44728

a@b%h?%@ﬁ%agﬁ ﬁ&‘#&@}j?‘?’? {bbinh WDBidHRY ABSsf 98 2000), and wootISE277

arpublished Pegerived! 202@d edie éorqéggrng pat@@gpnqﬁjte@i appllcatlons are lncorporated

'Kﬂgr%ﬂLH W@%@nb@ﬂﬁﬁelﬂ &tn@fyO\OeQSiﬂ staﬂm@tr@(é?la@ Qﬁhy beTprepdred according to
azm er

jpetr‘gds gamal@iéo fhggﬁ fekglg{? dh’}hS fftaﬂq chéalr'l_@g%ﬂeg% lﬁnq%mcatlor?s %ay be done
desardirged methotiefakiiliet to thabe sklll%m@hega{m/tstm prgggiurelfglggeparmg 6-

ZYddg%ﬁéazBI\’nog@ErdrO\ﬁ)ted u@IStevéHgorAe[CM GosierE2eR. F 1%5!ard2ﬂ, J., J. Org.

arting materials,

SisEET 19581 Py S GAROR Go18Y226 Bk FRyRLRS® Rpperagedy pk ot o
a\rgdnatRezctions Ci@02,122, Pisepaatetht L imAcaTBbénndReswisios, 2808wn

tot h0%§ rfi?'f rﬁéﬁérlalsellgg s#nlih%F ?BF WthhI ig as‘E)Qmﬁ?:EIIytSd%@crlbed above, are either

reactions di scuss trated
alsoveercialt alahleer ¢ap by prepeied psingdnetinde selknopR dy ipseer skillin the art.
i ndi catyeeachiF @8 Sechms fisams@bailustidl iatheschéreeseabobe pressure is not

Zbot’%tgl Pnleszsootﬁenvvgg p!:l]o%a?e% arP?es?&?serﬁ%llnl Xb(ﬁﬁ:cb%maﬂp&ﬁher@g] % about 5

ressure
praerncepmee@s as @enﬂa!w %ﬂceRﬁle: @n@@mb@nbereswq Hep @paytchglgosphere, is

t %re‘f‘&.féegsatnaamv&mvémc@onpound og f?r Prul al may be
prepare cou conmpound 0
wher ei V! F—'?Q%feﬁenﬁeeg’ #@gmeolg goave: tcﬁmop\?]ungrﬁ? rff)ermg')l]a ni ma¥nﬁ grepared by
E cowdiieg i eorRiqunéRaf fommih R¥vhereip Rids dififgchalbvebidihean aninegef formula E
%XQB?%'S RS %JnM W“tare élsnderﬂtgi‘éot éb"éw, H afla brﬁ@sﬂgol\%ﬁt ﬁﬁééﬁl&blﬁﬂa solvent
et ebMﬁa L heShreincdhen, poe
d.sﬂe@t?ﬁ/ |fr°@t HMF) N, Pbéz@eth(/'@rfe?w'éfﬂo H%')y a6 el B | sther),
anélcHhesteing) apt t-Butariok and gheodl, dreniftae efibé frgegepl welndrts, agemperature
t er{ﬁ gﬁ‘é lrgnge oWa%Eug%OEﬁE"Cr ﬁnpgaep%f‘gd qgﬁ}ﬂg f?«%}l 15Q%r 8 a880ours.  The
hép@m@a/towa@wwwf formidasE g1y PopraRAred Y MayPdp KnQydp Koggiskiipd in the art,
MRLA0ES rkdiRush bOtht BEespskdind Aiflo iiMertriegiamb! , Redidtidn efsaromatic nitro
R%g(g]g% ;m(%g bgipelg?r% r r e ? P%ﬁtlgﬂgd Pn' éro@n ' Qt;@fﬁggdnaheﬁ- J. Oég Chem.,
byl 9B trh G49; Olustei ﬁe@aidﬁn@r%vwaHSRF et Lt 5 147 or In WO
Od3 Ogghe%ferredl%ébov@ riatd tSlefoaryidxy nﬁﬁibé@éﬁe ditivatives may be
V\al{ l‘@? o(l?B @?I d mentoftY1\DhI ith an
oef W?@ﬁromr odjtrabanaepe ﬁrﬁ&{f%‘)rs g{ﬁ?ﬂ;@ﬁ "5t éSphag? eroar yroxy ™
Nigppropzte elnehoties desatibedds Dirsynotee C.Joeb @ar Bidortr Wed.Hehem. Lett, 7, 10,
”'15%)?@%@@%5@%\699 LB 0% Rt oRHGh €90 Mg o858, 3F 8RRl D. J., Tet.
riate. alcg
ddsts 2hed: 1%4{%%1189@0@5'5“ Hhnuizgg in W g%ﬁsga g lkyl group may be
rebi @Y teductile athDaticBDf the ParentlBulibe wittoB]SH(OR. Tret corrmbund of formula

m?yet%e%?gq%}@tby trg%gg ;ggmau%gg ffgrggg C, W&%\;ﬂa %I dalsfleagtl\gtmg group, such

formJIa Einwhich RLis a Cl-C6 al kyl group may be



prepared by reductive am nation of the parent aniline
wth RCH O . The conpound of fornmula D nay be

wpe@paseses by treating a conpound of fornula C PeITEB20031005826

10

Z' is an activating group, such WO 2004/ 054585

PCT/ 1 B2003/ 005826 -18 as brono, iodo, -N2, or -OrIf

(which is -OS®2CF3), or the prScursor of an activating
group such as NO2, NH2 or OH, with a coupling

partner, such as a ternminal alkyne, termnal alkene,

vinyl halide, vinyl stannane, vinyl borane, alkyl

b6 Brveto, 960, &1 JGTT (eichs 1RSKYEFshioh e Presaige A an-pRating group such
C%gmnﬂpr)r (o)) r\MlH|aacc@plﬁ@rﬂ>aMér RuePay @@bn’ﬁMaltdll@aé itérehinal alkene, vinyl

gglgﬁ%n%gnegu&y r%ne t@?%(ab chl %IJC?P a%k)&%r alkreﬁ)ﬁ%fﬁ@ reagent. The
ha;bmg@melto‘éfgrrmdﬂ @ eqntbegrepared @mﬁ@aﬁ @ﬁ@nporl@d@f%@uiﬁ 1B#th a chlorinating
gb%tent@ggﬁ 5593(3(59 §O&Q ror @ICR?}C(@@I/IT)W @l %lo@é@f@d@éﬂbﬁt ata tethperature

hours whi c

2 BRI PACCNG o b0 L, BF S Rl AR O AMEHG) © 2y heips which i tur
t'eamp e atcatee with andjurm grfaxidenir? Soeént ucB €. ardnmatit phendisaat@ temperature
an QWRQ frgmI C t%o@r It MR TE YA —d# Sr -Shr, Z'théle /ersoé%ryl group, such
10 Any comnpoun f or mul can
c@ﬁ\Pé‘P'Tyéd [ nt o anot her conmpound of formul a I by
st andaragy Ef&ﬁ;bdmbldi aft fo@ifa 1 Gant feecoRerigh MitpancHee s@npoahdofcfsrmula 1 by
%Bgaéé) m&glp%atlo C‘t§ [ﬁ; larloﬁ:joll'rpest% rr%%th%@s%arg%ﬂ&mi {acthtysgeskﬂgd in the art 1

u
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govﬁg@' ‘Bro¥ESBlE in O%%ﬁf&f%mﬁgélé | Sétond Qbifan\(JéIﬁW\lﬂéi'dand Sons, New
S A B P S U ol B Mesfibie ogyis, oo vin @

15»nrpany e sgcondansatios dael wr alcahaldp fctnmlapsecmdaafloa:ttdﬂ@ry aroine, thioether or
thpreg:,géamfary or tertiary am ne, thioether or
espect i velg/ The conpounds of formulas 1 t
are badhe PP PO éébaé@reebw I HRtHAERe &aRﬁP'Gé’f Rorming 2 wide
V kBt of diferedli d=lteniniaris@ ihGrganict ahd\6egahio @sids. nAithgagh sicksalts must be
Sr g%nrn?égeguféllggﬁe@aslgQ&g{&g@r]lijs‘ﬁja\?o‘?ﬁatht glmn{%]ésgst tl$ giten dest|rable in practice to
anmitiziyl isolatetthe sorpiquadh of syl d| feom ,theprleaqflpn ¢eixtarg aspa pharmaceutically

i rﬂjhédc@ététye kSObRE theh Qﬁn&ﬁﬁ&?ﬂé&ﬂ%eolﬁttécr%aﬂkl ke the frééi’ﬁééehaampound by

acti on Xture. as a arnac cC
creimeiiavPh e SRR g el 2t SeReMFav B TBef flgs bese to 2
f pearmbesicaipansepiaite dwjd additieretalte e agidtaddition saltkefltherhase compounds of
r Wﬁ\%ntlwe ?éé@@/%%gﬁﬁ by tré\éﬁﬁq b Bageh;%mlpé\}r;d%th farsﬁﬁ‘stma@ equivalent

har maceuti cal acce le acid %8) tion sal
T@éwara.oatfﬁorapﬁndwn%m@rgaﬂ'c Y "b%&%quea%p RRfgmetum f’fn\“sa suitable
| rovgRAic isolMerdr seich eadidthangiree pémed. ipot rce@iul Beppblagiorbelstbe solvent, the
C%@Br% Q;glld\’\éa‘iths ?eaﬁ?&b tt%{i' allhlaydegf:bu Cﬁéﬁil %ﬂtcagéls@rﬂé%@mﬁgted from a

osen m neral® or organic acid I n an aqueous
s @pqutof e feebass in ﬁ”rPr%a”§L§P't’% Padding daihe éol%?r' \#B APProRsigteynineral or
asrgiRicBamol or et hanol . Upon car eful evaporation of

:)Ete alsgle es%ﬁpglzry ggalrrg%? at a (<] %cgcjru]c lg ln%tuFegg}'glcaé{able of forming base
prseits it wtiews fhaomacalogieaby acqeghablgfcaume Exeraplemafesuch salfs include the

OT BN EtaiRP LARE- eQ’)ﬁ REIQIsBIE dn@ phriul=pip e do@iﬂmeﬁﬁd potassium salts. These
appropriate mneral or

c BRSOl Gl PP PR e LT RIG T PO, SthpcHhighesre used a8
Caéﬂ@blhtﬁ toqrepacer the preprrbarseticaliysdcteptabletblasessalts ofLiBis invention are those which

ﬁ'fng%ﬁg%f%gdég@ls 1% wﬁtﬁq}%ofc?ow tn%%%drg%g o2 P! Kih ‘ﬂ%n RUERase salts

al ka I Ne-eart

rrmcé\lde 195 deriypg) frgrar&ur:fe ahampeplogically a§eﬁﬂfqh>+ﬂ eAiensHBt seslmy petassium

SahibiEm ahtlB@gnesidl bt5. Wisde dhils cpri eqdy BelprbyarediVesatiigth@torresponding
techni ques. The chem cal bases which are used as




reagents to prepare the pharmaceutically acceptable
base salts of this invention are those which 35 form

WORNHOHSBE base salts with the acidi c conmpoundBCDiB2003/005826
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formula 1. Such non-toxic base salts include those

derived from such pharmnacol ogi cally acceptabl e cations

as sodium potassium cal ci umi@nd nmagnesi um etc.

These salts can easily be prepared by treating the
correspondi ng WO 2004/ 054585 PCT/ 1 B2003/ 005826 -19

aci di ¢ conmpounds with an aqueous sol uti on contai ni ng

t Iaeidnd esrhpaddgphitiramagaHoogsauivn sontning fiecdsbiced phanriageiegicalifreceptable
n?"%fbofh@ﬁ Cfggpot'g\gguqﬁaes%ﬁlﬁr@gsoﬁﬂbﬁ”td QARnése, FeYé‘ﬁﬁﬁ under reduced

pre era rre pressure Al ternatiyve

t REBFSUigry gragiivels ﬂpﬁié"ﬂ?g@éﬂ bgyprq,ﬁa;gl I’Péf MY jows ﬂ'éﬁ%%l golutions of the
S@bi&ﬁbic@ﬁﬁio@ﬁs tahe@ theadssitddCalkall mpeal retk®xidan tbgether, ded itreedevaporating the
?:ﬁegzgtgngr 8 ﬁl‘n tgl dtsy%%sqfr tﬁe %&J]ﬁlraﬂneﬁrég b%%?en fnvaiper @és‘engtmchlometnc

ness I n the same manner
aguindifiesrad reagﬁnt%arp m@fer@bas@nplcy@qjm@mebpeqnpwe cora;gjgtﬁ@qSP phreaction and

ofnBREEMIS @ﬁﬁé dREiReha deucﬂ n”Bin&y @ gingl& camigband bfthepresaneinvention

| t
R ER Tl T B0 S REE SRR BCRHBURE o s Ppent mventon
piey inaludé merxdi ap fi-saliesly aishgle cefepoedt-e t han one aci dic or

bas' C HRbebinBsunds Bﬁth@%@h{nﬁl\%nﬁgn érg%o@ﬁte’ﬁlﬂﬂforé aviaters®family of
i ncl ude nono,

C SHE5UES FOPEOEY B ERUOBT FFSbrib RHroA AR P hue re o
a@aapmitte Itfterapethticlmsé axy antiprolifertitive agerw_fgannticyn@f) in mammals, particularly
o rhc ;%11 o%gg%%&ﬁgﬁﬁh Gf A5 %Fe%érﬂ ifv¥htRs 'theus}éhﬁ] SRS prevention

par | Cu ar er in are adapt
¢ hed grinent O B yRielof hvm@rb?vaﬁmwo&fﬁrawe\f’ésoadgéﬁﬁugh e%g“a"g"a“t and benign
alﬂlmd’ﬁs?léfﬁlﬁﬂix/en, Kidrisg ronsabier, bresat, ghstrit, avatign, colorettalnmosate,|pancreatic, lung,

pglré{{ r%rd h%é;]a?c C%I’H?‘BMQQ Ssa?éogta%]egll%lgsctgrﬂés | Rug rgn'doﬁbcﬂr @nd other

preve enti a varle
omynemmhc ﬁyrpiélpm @#chf@r %ﬁnfgvéwpﬁr@@%e? Ebesi!f@h(-é?s psoriasis) and benign

'ﬁ%elr RNér tAé Probeti @13., BPH).UMKDE,Sn @ﬁdlﬂid’r\e eXpevted théKladﬂampound of the
1 an

t
pPEF§?f§{“¥e”Q'8%\W8¥ %°§??38 actlv‘?ynaéalns ?r{PaIOFI %lj%l:n?a% g!j Inghou'ti malignancies.
car ci ndhasompeunds whdhe. prieanb linysntionraray Héca@e aﬁerh@cthe treatment of

a%gd|ﬁHnQIeJlsorJéYsofﬁr\ﬁﬂlcﬁséﬂeﬁarﬁ %Qﬂ'%s'ioﬁrl@a&iﬁ@tl)iép&)ﬁ ifd&radtigns or activation or
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conventional shape or formas known in the art which

is made of a pharmaceutical | y2&cceptable material, for
exanpl e a paper or cardboard box, a glass or plastic
bottle or jar, a re-seal able bag (for exanple, to hold

a "refill" of tablets for placenment into a different.

cont ai Aefekgmge ofesubth b b &ra pracediblister paaki \Blisterapaciperegyell known in

Iﬁre lp% ﬁwqr%u tw JQJf ark %glﬂg%& Red %r%élﬂackéblr? of pharmaceutlcal unit

trc sc talner $%
egsentifogs (iHsie AT ISsaRLER J6)f SHFITTROE: SFBBTal Gnsit of a sheet of
emlﬁstﬂf rﬁﬁw Bévierud atith Gafoil bfoaprefekebly thwospacenhplastic material. During

%g%ﬁa%} }{19 P aC{ce,-ssse gece%s%ag%l Arfed ih G Sas%b'?oqerﬁle Q&esé HeVe the size

nor e n one contal ner can
t ageshape of individuak fahigiseor gapskigg o boPIpkPk @t MY 'Eﬁ"ﬁ él?eesme and shape to
d%@&%oﬁ% %ult'ﬁ@ta@&@@'ﬁdﬂ/&r ca‘p&bésefoﬂ)er&)tkd@e Next) ttitd @mts ¢F capsules

n_contain wi.t h
L R L e e e
aagsirtst the pestiofolt all thetheblof the doil whaahkis oB}qsgq ﬁgpm M@ct@nén which the

glasisgg‘%?e kmed. heAdOQCrJéé\ﬁ&' "t’f% ta‘BQzl@BF YaR0iEs e uﬁiﬁﬁdﬂglly sealed or

used for the ackﬁ gen‘grrm eutl fy hcti the sheet.
delagiely et T Brued Nl ety §es a6 gl foll and the shee
Bbietdratly thaslkengtherf ¢eathkst icaueh itet theftalwsbrs@psmﬁs can be removed from
rekal été/rguia}{k ﬂﬂéﬁua%ﬁ&hgFreQ&Y&é@ﬂe\%cﬁg‘se@ \Afh@l’eby M %&bmng is formed

prefe rans astic material
p@dk%@}?%ga‘dh%e'é%%d thanisesSSac 8 (oI OF FREAUE o Hen B Sapiigd via sad
f gddningThe recesses have the size and shape of

| ndi vi ﬁgnaalgbe eswa%qg to% ov%@?%nkt%mgmg p@ﬁ&@ﬁ.e%ntt&?%emory aid is of

have t
t tob| tyeptescoatedingr infeamsdion é@d/@rd”%'é‘dﬂ?&é ke dhe Rygiciant H@’mac'st or subject,

tahl ﬁ'fjtﬁe Wrm%ﬁﬁ@hﬁ@nex&fo&h@iaﬂl@@cbr céipstilee wheeBsthe sumbers correspond
accor |

ngl rel at | el
gntlg@gldg% 34 gbearlewglfan ﬁlgh g] % If]at% O %alprsu =5 %t%&";%jc%%&? 'B{a ﬁ'lgested or
f eichrdwthiabitontging fheseine dyperob imfarationi reetherorxamplegh pdh & memory aid
10 4 c%%ﬂ§§%nt\€@6@th@%é a‘§30|@w§ esigl Week, M@nﬂéybﬂ'@ésaay?f ..efc..

ca sul es are i ndi col | Lve

e Gl YLl TY 68! 68 OiaGOL LPRENE! s wi e reaaty
pbmﬁtent A tdally ddsd" ¢ande shairgte. tablé!roetmsalb loysavieal @bletsragcapsules to be
of (L&, 5 i@ﬂda.g.s such that the tablets or capsul es can

rom the blister ackb manual | {aplin dai
pr essuRBOBY PRATic erpkagisgt Ak kLB dRPepErTREnTS o reraty e daiy
i BodebenshteaimeatPréfrablp) tidcdispehsdr If&%eqmppﬁS\SIth ahemorgiaideso @ to further
?Tga%‘?yale co?rﬁﬂarLP%P b lreg }]“e%véx% Rl & sudPa mrﬁﬁd |§ 5 mechanlcal

e awllten nenor

t h@unjmrd whigh indicaisp );heh,ndmpe; @ff daily Hj@sqsy}gét E?ﬁ]%ﬁ rhplﬁgensed Another
i @ﬁaﬁ’ﬁﬂi’éﬂ&ﬂ s0bh aRBMRFy- dl@@tarbmédylbﬁ\‘ﬁerfed)mldrélml;phyemoo_/l @opled with a liquid

n §5¥§ta|[r83‘f°ht 8{ %l%%Pé rgrcﬁfglperc aqggl vrhléh {ﬁ%hfa B)‘Per paha oﬂtqn_ﬁ@gété that the last
C dailyaiogroimas been tekert dnd/ogepyindsthe Fr?éer?tevgplh’éﬁ N@Kfidese i trebe taken.

t abl et §, gfi £RERHERBodReRt R Chd ki t@@h’drﬂa&éﬁtld:dﬂ@eﬁbﬁﬂloﬁrmay also
20 i i SOt 0 R Bl L T of o
p brestre chvemtiob e theskitinay. cgmprisegwé ohdrowaseuticyl p@'ppqpélglks one containing a
W&ﬂ@é{md LHGs %?ééent invention é?lti“another contaimPRCEN MBS compound that can

Tuesd O her variations of
n@ﬁﬁf%ﬂ ”&Fﬂ%b'%t'P’I' wilfia ?Oé%{’d’f’”‘ipf thEIe3eBhtveniO™ dai | y dose”
can be Tae atthglcempahl atay be applies wsa sule therapy e maaiplaesone or more

Oroth%%?ﬁ%n?o% sEb%taRges, for example those selected from, for example, mitotic inhibitors, for



taken on a given day. 25 Another specific enbodi nent
of a kit is a dispenser designed to dispense the daily

waelomessesse at a tine. Preferably, the di spensePCT/BB2003/005826

10

15

20

25

30

35

equi pped with a nenory-aid, so as to further

facilitate conpliance with the regimen. An exanple of

such a menory-aid is a mechani?al counter, which
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SI ngl e 'adm ni stratl on_of

oESFIPRET PEASTUGRGLTEY d8 05 PPN T a0 40 A1 il copsues
pharefeRer Widieials, theafare,einclade Exrioseioe milkasuban ap6 nighumplecular weight
ace yte%ggr% é )?olg h %Vﬂeﬂ \éﬁ r%)h? By énsﬁfr\s %P biixie aﬂe"lﬁ%l?éé' 8Mdral ddfhinistration

di cinal or

phta¢ aeiiye FPMmeeHnd awm gay @8rq0l"€\n§d Wilhy VepPaR Sweetgring or flavoring agents,
Adm ni stration of a conbination of a conpound of the

present invention and an 20 additional conpound or
addi ti onal compounds neans that these conpounds can be



adm ni stered together as a conposition or as part of
the sane unitary dosage formor in separate dosage
w0 oooa®3458%imi ni stered at the sane tine or at di PEETBEN003/005826
times. Exenplary parenteral admnistration forns
i ncl ude sol utions or suspensions of active conpounds
in sterile aqueous sol utions, ®r exanple, aqueous
propyl ene glycol or dextrose 25 solutions. Such
dosage forns can be suitably buffered, if desired.
Sui t abl e pharmaceutical carriers include inert
di ¢alpsing mragiers pii dyeeang, if deaired, eaigifingragenis or sypRpading agents, t°gether with
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5 exﬁér@ih&@rﬁ S phakhetbuRc) Shibdcbe l\ﬁéb‘«chﬁﬁ)ﬁrn? EoRPBhO¥8ster, Pa., 15th Edrtron
ether wth various 30 disintegranis such as starch,
g??ﬁc acid and certain conplex silicates and with
bi ndi ngTieg exshples Sné (prepratiorsr wewded gesdoat furtheriltistatacand.exemplify the
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adm nistration the active conpound therein nmay be
C ined with vari ous sweet ening or flavoring agents,
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ory gy ieﬁ&ﬁhed i&ing %SWa?eﬁjs ARBRHe SIS - gﬁteﬂg eIBos +°§96 photodiode array).

suspen ents, ether with | uents su %i
Waifréparaté(fa %E’ll[&was BF%V%@) H%nQﬁ y\@(tﬁrs Yy %%s'arnﬁler 85 P 600 controller.
C ohthemadtaio nsgardiey thefchravistdyoghsicqiroqed@pa miengrovided witisn the examples
phasdypceutical conpositions with a specific armunt of
active conpound are known, or will be ap Par ent, to

20 t hose sKi9 foamwoyngsohihe Pegsent IRt AR hetically grepared according to
Rethé Befiedit 5 shivar apee ot bithatisey ¢y @ty Hébekparedolisigbingansformation
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oAl T80 SlnicRnp ot SR D i BBl v
illustrate and exenplify thEXAMBH%%unds of the present

invention and et hods of preRahpied such conmpounds. It
is to be understood_ that the scope of the present

25 i nvent i B¢Nerd Medhod ferPiekgnsfarmationay by the scope of
t he 10 A alorendfangatnacpl lesachiede b rawsatskiteusin the atthiey contacting the

foédtbgt%cregtoe)égr@n m%%' ea%Hl @tﬁer%e&ssaaq? r&g;ka%tsc Witﬁ aé varlety of living
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| VWt
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regard romat ogr a rocedures are PrOVI
ququstap{@%)pgggmcep prlgg]ogawnass transfer of the reactants and products The

reaction may or may not be conducted aseptically. The conditions for monitoring the progress




20 The conpounds of the present invention may be
synthetically prepared according to the schene 1
WG bownsakove or alternatively they may be prepeCBIB2003/005826
usi ng biotransformation techniques well known to
those of ordinary skill in the art and as descri bed
bel ow. EXAMPLES Exanple 1 252%eneral Method for
Bi ot ransformati on A bi otransformati on can be achi eved
by those skilled in the art by contacting the
substance to be transfornmed, and other necessary
r esfcha rdestion & the Vspiation pf the productagf thei reaasion gdlhvarrgicenrding to the
t [}?htyg%ﬁé rtH€ bt MQQeJcﬂm;fsQﬁ]r%ang@Eheﬁ@ﬁr@'cﬁ 'trfénl%actants and products,

OI‘ a chem cal |nteract|ontog
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25 AT PSP BB G 0% e Vel AieRyP s UL, o3d papoentatec
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Suﬁ?r%ﬁ% @5 PJdJsgavéQﬁﬁ %eé%l\féﬁtl tt\ i®tom Blﬁ%lth%e BE@cBioh R&hod (e.g.,

quI nutri ent iumculture o
bi aeloaitid JRethag WAl GbHTARI BAYIeTIIESY)e s selationy AR purification of the
nDdeStfaﬂé*omfbtlan shalka() dasbgaedevko by Rt menlrsitedota, solid,phase extraction
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vessel s are nmounted on the shaker and, shaken as
before, until the substrate has been converted to
wEe@dosts§s) by microbial netabolism (e.g., 1-1PCHEB28)3/005826
The contents of the 20 biotransfornmati on vessel can be
mechanically treated (e.g, by filtration or
centrifugation) to separate tédi ssol ved solids and
cells fromthe aqueous phase or extracted at a pH
optimal for extraction of the desired conpounds
(water-inmm scible organic solvents include, but are
nqirodubﬂ(sm t @te tobemigalt $txuicleree ot trleoispleied orrromcwl isadelergineyl, by mass
Pé&r%@&ﬁ)E/WS) drBBuSQ h@ﬁnéﬁ@ﬂes@%n@éfN’mt ed with a
tabl e 'Wwat er-m sci bl organi ¢ sg vent (e.qg.
nethanol) The sol vent extr &X3MRB2t he sol i ds 25 and
the aq bF&@ﬁé?raﬁm‘ﬁse sfont eaN-(3-{4qeHydxymstyl-&(6methyl-pyridin-3-yloxy)-

d trat it abl
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rever se mance
chanorfat @grﬁpﬁﬁﬁ%*ﬁ%@ asepH@allbin@t:qka?fgwm SR tmLoef @ cryogenlcally stored (-
p r&%@t&o‘ﬁ)of @#@pt@rﬁy&é@ RIFuRE GATcIN2759) ideniral aglé afdtulated flasks were

t f b 0
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ARG e e Rkt e Frikalt S o St b G eno shaken
s adt z e0niprmeact 28t foohdays. dhqukketbptesuiphate ealt of 2tMetoaxydh(3df- [3 methyl-4-
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20 drO BRI PEithe tesakindsanitiv@wad adeptidallyoad doMEN0GHD 8Gbstrate concentration
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lt(gf%he b QXN IEL g A ORI 1yl BreieblifiYbroth was
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ye@évan §?ereav,%c loy 'zfat il ‘ﬁ&‘f s @@P%&&ﬁf%ﬁﬂ%gop% G- wag added to
g this @sbiduswbizh ouak then [daded ortto v ipesmanditioned Walers) C181SepRakl (8 d) for solid

hgfé extgactlfd'n O@@dpléﬁﬁ&g v&a% p‘?%’éoﬁdlgon‘é’b 50 plr Hamfg\ftﬁﬁmowécﬁons) After

nrne
30 Erlpmy@r cqlyrags Ngs Wisshed Wil g distiled waler foliomegieby 24 mL of 25%

st rﬁ&ﬁérﬁ)t Blviakdr 2tBsh $0mL 3050% Ristrasolat watbr oSérgoveamivadizd @aterial. The
Thcgo&epey )?a i érﬁercal\ﬁfasae%?eodt wn%a%l %bgg %’ tﬁgn(éfjm‘%a'ié? Q"né 7%‘ methanol in

St wasgrt famjienss welle b@rleg sur(dp(r@ug_@ 5rp§sun§, éeavantmeregqyac, low temperature
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en at I

55 ohe oot AR S G o] Tormgibrase bt Y ARimance quia
i necanhalopraphp (HPLEUW¢thode! ) waisolats dpstdooabung of intgnedter red 15
to each of the renmaining 26 flasks (biotransformation
stage). The inocul ated



bi otransformation flasks were nounted vertically on a
rotary shaker (2-inch throw) and shaken at 210 rpm
w@nw4/2968F or 2 days. The net hanesul f onat e sal t P@¥/1B2003/005826
2- Met hoxy- N- (3-{4-[ 3-net hyl - 4-
(6- et hyl - pyridi n- 3-yl oxy) - phenyl am no] - qui nazol i n- 6-y
[)-allyl)-acetam de (i.e., sub%%rat e) was dissol ved
i n dinmethylsulfoxide (10 ng/nL). To each of the
twenty-six biotransformation flasks, 20" 0.5 nL of the
resulting solution was aseptically added to give an
initial subsHPGMeothtentration of 0 1 pg/md (130 ny
total in 26 ghasks)- Tﬁ@tequétﬂyﬁ@bm%&%&@@wm ed

vertically on the r ot arg shaker "and shaken at 210 rpm
and 29C for YRPis@h?ser ofnghr BadieyEom Ri20yHR: end of the 3-
day biotransformati on getd ©00:500vee?d sirtfest ftep to 10:90 at 20.5 min;
bi ot ransfornmati on fl as The pH of the

; i 40gogP RS

whol e broth was adjuste N sodi um .
hydr oxi de. The resul ti@guasEdt prfigadS 2mMe@mawy fGkiae PH 4.9]:
w th an equal vol ume ofcehiniid) acetate. The organic
phase was cogcent.r at ed1 anJE/i ng a rotary evaporator (40C
wat er bat h) t A&R ?'akenzto @ryness under reduced
pressure ( Sderitet: SpeedV alesortapes #i@bd nm ritofodipge &Ry at 200-:
10 Setting). D nethyl sul fmgimq{e (0.4 nL) was added to
this residue_whj.ch was_ihen | oaded onto a
precondi ti ondd W&Fers €18NsepPak (5 g) for solid
phase ekter titet capmpo(nchbadt arretenithgetimm of pprrodmetelyi Gk dirates. HPLC

pelfacm WhAGHINE §e thie Shhsihd QB colddidde Tha QH! R @l didhte Wi€adjusted to
col um was waShed with 24 nl distilled water follgvved .
y-8EwiH_ TN NaGH Gien sifasie Brioq Yty eskal ol obsichiprompthatyAn aliquot
15 Medfi @ bariidphass ®bs taRer ©IDVEssUMIBIN Sitbafmbdfeltiogén gak(@0°C water bath)
CSTROHR ol It S5l 19 i gl ooy
f r @eLC oMsthoier2e fdr japelysimadefher eefuastd mf cisteiask hagas gpfention time of
SpepyRfately A¥7t ANDRE ah URiS andfiidal REsayf UlThe \Gafdht ompound eluted at

settin verni ght . Methanol was added to each of the
tﬁ@&xﬂ%&?}bﬁnﬁ@“ﬁé' Vﬁeesai”besﬁsa?)'es (approximately 0.6
20 nl) f orHRlE/Methedi? phase high performance liquid

chromat @graRhy (Hybfe: bhg 6@ Jd 5015 Emt he conpound
of interest. V\D2004/SO§§4h5“18iE5EhPCT/?BZOOS/ 005826 - 27-

HPLC MEYIPRYE Phasep| IRge-oraiantirym 872t yPrep C18 5 19 x

300 nm Mobil e pdteeto Hois0emer g ahues] stbp e @O@ 8t 20.%1 min; hold at
90: 10 to 50: 50 ovgy. ' s; step to 10:90 at 20.5

mn; 5 hold at 1 ggﬁg?fgﬂpﬂ%r% nutes (aqueous buffer [5

25 MM amrmoni um acet a@aueops-puifess:mM geeopimtaceiete) pht Glyacetonitrile)
rate: 1Zowiatdrl N. MIRILINGK.: UV absorbance at 254 nm
phot odi Qde array at_200- 10 nm - Ti e i n.
The 1 (T RBmponr REATAn TR &t MBI PHie g prey dtod”
approxi mately 17.490mmutes. HPLC fractions containing
the tithg Ggaapounsh ware collected. The pH of the
eluate was adjusted to -8.6 vvithﬂ_#@{\l I\IaO—Ithetn ¢ q
30 axt r act EB @ é‘gvﬁrﬁ?{“caﬁhaéad%ﬁs CRYE egf using a rotary evaporator under
di relloed pressuna o oC Aatea bitLithen taken to dryness under reduced pressure (Savant

Speedvac, low temperature setting, full vacuum setting). The compound of interest (15.6 mg)

was isolated as a yellow powder.
It had UV-light absorbance maxima (Amax) at 242.6 nm, 312.5 nm, and 347 nm. Mass
35  spectrometry: m/z= 486.5.
'H (CD;OD): & 8.78 (s, 1H), 8.65 (d, J=1.6 Hz, 1H), 8.45 (d, J=2.8 Hz, 1H), 8.23 (dd,
J=8.7, 1.6 Hz, 1H), 8.02 (d, J=2.8 Hz, 1H), 7.98 (dd, J=8.7, 2.8 Hz, 1H), 7.85 (d, J=8.7 Hz,



15 of the organic phase was taken to dryness under a
stream of nitrogen gas (40C water bath) and
wo emwspsstied i n net hanol for reversed phase hiBEI/1B2003/005826
performance |iquid chromatography (HPLC Method 2) for
anal ysi s. The conpound of interest had a retention
time of approximately 14.7 niffites in this anal yti cal
assay. The parent conpound eluted at approximtely
19.3 mnutes in the sane assay. 20 HPLC I\/let hod 2
Col um: Waters Symetr }/ Cl8 5:
phHbe?-81 (ddedTd rdizeAt): F84Y.0= %@ W)n7 27 @O"‘fﬁ? l"é 15?'0 65@ (d, J=15.9

oviez, 18§ 6re4r(u1t £315.956.8MHzt tH)1D79(@, a1), 204 5ddTU=FEG halH, 2H), 3.98 (s, 2H),

s A0S B TR B GRORT 8o A5 o 1855 TERE T, 1504,

nLY5010n.13%BN1 376, 134,8’ o Bhdicts2® 1357 13hs, pr®9.0th8atl€d25.9, 125.7,
5 ar {3y o 2q%. 941QQ3”f'i‘ g g g 10,608 n. 30 The

renai hi ng organi ¢ phase was concentrated using a
rotary evaporator under re&58BRledressure (40C wat er

?gt h) tﬂ’}eaauhﬁ&gen t e dr ymﬁ$(${MM6myﬂlﬁdytﬁeldylﬁfy?iﬂlﬁ"lm-gloxy)-&methyl-
vant . eegdva e ture ettlng, u
| s ane R S SR Rt abBeT {15 6 )

was i solfet esmesing of éhtermat FeoNBelt-[4-(Gthydmayridihyli-pyyiatin-3-yloxy)-3-methyl-
10 %ﬁﬂ@ﬁﬁa&?ﬂﬁﬁ qﬁﬂéidm&(yﬁ(gm‘))z rﬁéth%%céarﬂ% \A%léwréa&r@ us'ﬂbdthe procedure

( @93@59)%! mgixgm?lg Z(Mtg?l%tf{zﬁaﬁng rd%fgre(waes ajnjgteg bP_|2w .
8 45 ( drhel micrébrgdmisml ukfd, was 2SXreptbehyces] #Bi0Iys IJAT&O-|223955) mycelium

lfbst%aé])gf érije gﬂln;ﬁes al%&T%ﬂ %%55?%@39%@@)5%% d%seozfla%kgézwere shaken

pcfg'r/ qangqmtg:,nglo@gIgg (instegd ]pf ﬁ)daw) ghe: lgm comp@ing hag g retgntion time 'of
151 ?broxu?na?e%/ {gk mnhu&as Jusiny HBLC MetBdd { df Exbﬁﬁale7 2 Hafterlth&)HPLC fractions

(l-%i_ Ié/lef%%?_b wir’e %Il%_%ég gw\f(sé %dt s Yhe xgr"a_ﬁtéd gNg%Wlﬂ:\L an equal
( SIOIUQ'H)Of dchIowgwe(r@ne mq)pH @Jupgne(ng of @qq}e wqg@r@e@gg@;)ﬂ@ compound of
17ieRst Heeila Zeterﬁﬁﬁ) tithe &%pr@xnm&@g 1.3 Ambitek, ac@;@r@mé to the second high

1g>%rfgrmai% Ilg.hd fgrgm@tog?ﬁgy %—IP@ egmdléél"rgé paéen é;fn?ound eluted at
20 12ppOximbily. 8.3 bt inMe FamSH8sBy. BR. GompbOnd of h@rest (10.4 mg) was
ﬁﬁ?éoeas% ){é‘l&/@ véHef on of
E— - hydr oxynet hyl - pyri di n- 3-y| oxy) - 3- net hy
e compound had UV-light absorbance maxima (Ane) at 242.6 nm, 312 5 nm, and
SFHM)ﬁhﬁmasebp@meétzg?hvyzﬁwe §l}-allyl)-2-nethoxy- acet ani
e:
£ (3 Pal BB AR B xR AT 15 s SRS 20 e Y B8
25| JE6.7, 2.0 Hz, 1H), 7.72 (d, J=2.8 Hz, 1H), 7.76 (d, J=8.7 Hz, 1H), 7.64 (dd, J=8.7, 2.8 Hz,
*Hﬁ‘—l?)”r mm]:agéuzngmﬁlm @ayl=b7ablawk) nﬁ m@m@xaeeaca& afH), 6.76 (d,
usi
kD e TR £ ol gL PRI 202351 e 210, 200
bedrywe.2d I ar).cPOqCDID)SIM Tis i 5eads 155.1,e154 3V 6&3, 151 si4g.1, 138.0,
(ALEG 23995031 %Y G505, U0 1, 128.5, 127.0, 126.0, 125.4, 123.1, 122.2, 120.4, 120.3,

30 115.5,71.7,64.2,58.6, 40.6, 15.4.
Example 4
Preparation of E-3-{4-[3-Methy|-4-(6-methyl-pyridin-3-yloxy)-phenylamino]-
quinazolin-6-yl}-acrylic acid
To a cooled (0°C) stirred suspension of NaH ( 4.8 g, 60%, 0.12 mol) in anhydrous
35 DMF (60 ml) was added dropwise a solution of PhOH (11.3 g, 0.12 mol) in dry DMF (50 mL).
After the addition, 4-chloro-6-iodoquinazoline (29 g, 0.1 mol) was added portionwise.

Thereafter the cooling bath was removed and the resulting solution was stitrred at room



(instead of Streptomyces al bul us (ATCC 12757)

myceliunm). The dosed fl askes were shaken for an
wa@ewuvsessnl 5 days (instead of 3 days). The. tPCT/BB2003/005826

conpound had a retention tine 'of 15 approxi mately

18.5 mnutes, using HPLC Method | of Exanple 2. After

the HPLC fractions (from HPLGdet hod 1) were

collected, the eluate was then extracted twice with an

equal vol une of dichl oronethane (no pH adjustnent of

eluate was carried out). The conpound of interest had

a téﬁhb&ﬁttjr@fbrﬁl 51R, Qienetaarvathi watére{3go b )3Tve proties precipitated and was

B SRR SORe ST e %9141%"‘52?%&”3%3"’#5"“ g e NaOt

el watergbrirte, g@d@pgr%zﬁ%p@ gpng_ag]trgtemtq\gﬂeeﬁslogqﬁ-ph@%mazol|ne as off-
a%}ﬁﬂétsoﬁﬂﬁz @@nWMndryﬁéllldamrﬁFcﬁ@EtON; Qavk Vil: S%Vﬂﬁnd J\t}ml't needle crystals.
I sol ate a oun a |

absor bagc’B'XWﬁe)Jgﬁé 909 ﬁa")%)enoé(i’ q“ﬂ‘fﬁo Be R% %1% Bl e rPrg‘m'ed in the
343teceuing NS apenEhg st (607 26-ma8H. 5°d(QAGR (1803TD)0.65mmol) and
8. I§$P(( 0 r{]r%H)ZZ r§mélpm (E%N/Dl\m:lwgs ﬂ)‘@gedl/v I_|Zt|ﬁ|)N2 aRd 4 ‘/;fr&suré-r@acﬂon vessel

J—\Qasgtl y cappﬁd T e-y@cbqﬂm wajs_tgen7herq£ed oDHn. onl—,b%atoda% \gnth stirring. Thin
le&ye? chn%n%tddlaphy ihdic&ted Thabéhe(dactidr8iad cbimpletk dffer 37hodds. The product

10 0m‘x’tu R \fgs @eplzrar}l_ls_z{érﬁ)% to é’ rg@d%cﬁtggﬁd ﬂﬁiga%dg!{xggeélzwﬂ% a %egﬁ\ of N, to
ré@m(e;thezmpthyl 4crypte( ipe mq)due yaggwwsdlssglygd inzeting a(;gtate washed with

ig\gl‘raterz bﬂ&e (d?ned I sokiRfn 6EHARORNd @orib@ﬂtra(ﬁad fb5&vé3 ,cru1155E 3.,(4-Phenoxy-

ﬁl@zollfébﬂh acr:li@oacii m%’t@é e%(ér iszyfllgw 5‘]_'5’ %ch \?(%re&rystalhzed from ethyl
12&efbie thRRId2.3 d 0%} of phRYe®w crggaliihe 508, in thd.clops64. 2,

15 2836 ra 4R. nﬁxtur%%f‘*he E%?L!HP' @-3‘&4 lBﬁ&BQJ - @lih2Bin-yl)-acrylic acid methyl ester)
pfy—qm H]erprg;ewng)@?grﬁplré 90? rﬁg¥1oT1mol) and the desired aniline (215: mg 1 mmol)
q LWéb&éEdnl up-i -pyér}o+ @0g) ghd theaedulant eniaure diedted ai BC)C sh ian oidath and a

%f(/léﬁ tg)g V\?ﬁs ON%He(g Aliltaﬁwdﬁ% dng%l@ thg bﬂo%vn@%'u |oH ﬂas‘ﬁl&‘é)ﬂ& r reduced

W se a solution
( 1re®uee, to @en]_@e@bqat)ol iThe Cﬁssgugwgs ngtymﬁgq betwegn; diliteNa©@H and methylene
20 adcﬂildr;b@nrhe‘keﬁé}bt@dﬂ Qrgénit %@Qﬂh&sn@a&ﬁéd WEn R, medQ)vér gaalum sulfate and

or. ere ter t

e PRB B PR 3 oot FHER LF Bynnd o SEoLRRp o gve pure £

I OB (#0204 BB4H B BYTRUDTI- wmmglse/nwe@m]aqwnaz@lnt%rﬁp@fva@ upgd methyl

f Ofste}- geohng)quenched Wi th vvaterd(BOOhrrL) The product

preC|p|tate extracted with Et 0

The sepAriida chRgMmm Py ArsEg: DESHAGTHILGI Ry e 1S mmol) in
25 Warhethanowatee(10/d mil pelesaefxedNin? SG4 Atierctoalidig dlenterctioe tvat meutralized with

gi ve 4- n | s DI

LS U RIS 50 c b T ros

sofnd taﬁ@cgrmciucmréap'@fq@r'?@f 8@, veﬂomsmdxwmc s collected by vacuum

6 ﬂn@éii@n genﬂ h@régxmqwm &wOfinan @rddactd Egar{4;{£lwn@|L4»,(6 raetmlll pyridin-3-yloxy)--
ared. 1.0 tnhe ra Yy ate
RR 2o 0 Rl B QR RO o881V o1
30 ( 320 my'H (CRDDXHE.24 (5, risl-Etm(@MH)vﬁa@ (=g 8 dizi H)H6. 8@ (datid). 7.28 (m,

thg Py BIRUNH, 76@%'1@5‘ 7\/7%8@@'114)%9% bighe Hy, %pmqm Erhr)ess,(s 1H),
reacfl on -bath at 110C

L CoB (0 A MRS (MUS A Sk B A8H P ena cat od { hat

t he r eattid compuasds ofvpleepresant tireent®dnhaanr slso Peeprpdumddidn mixtures as

£ get@é&hﬂ% Cor'¥RS é thhhﬁmij Elr[g %ttﬁyp?\ge ﬁwgfﬁﬂq)yﬁ@ﬁ 59% -phenylamino}-

35 quinazolin-6-yl}- all;%) acetamide whose structure is shown below



renove the nethyl acrylate. The residue was then

di ssolved in ethyl acetate, washed with water, brine,
waleioeds4s8er sodi um sul fate and concentrated toPQi/m2003/005826

crude E-3-(4-Phenoxy- quinazolin-6-yl)- acrylic acid

met hyl ester as yellow solid which was recrystallized

fromethyl acetate'to yield 238 g (70% of pale

yell ow crystalline solid in two crops. 15 A m xture of

t he product (E-3-(4-Phenoxy-quinazolin-6-yl)-acrylic

acid nethyl ester) fromthe preceding paragraph ( 307

nmg, 1 mmol) and the desired aniline L2 243 ol )

was taken up in phenol (2 g) and thg uult. xture

heated at 100C on an oil-bath and 2

was obt ai ned. ﬁmler heati ng 20hHN he oromﬁ*&plutldﬁH

was dlstlllep u ed ced _JQre ure to renove

phenol . iﬂ pa onedNbet ween dil ute

NaCH and nethylené*ZO chl o -eggjseparated or gani c

| ayer was washed with brine, ~dri over sodlun1sulfate

and concentrated to give the crude product, whi

purifi eff WCEhrEo?TH'FFS'@i‘Vd}B’Kﬁ]{“t[% mgthyled-(9cpeihyEpyridin- 3‘y'°xy) phenylamina]-

3- duﬂwakalnl‘@}@ill) dcefefidendah We-iftyibatel WittBmylisex s}, -npdnixay; |dagi and human

”d} atkn"f‘ %[ Preg %c}nﬁa&nég ' %Pﬂggeqta[fg%t %hatlc_)r%%erm&r%ggmes) or with

5 arrdcanit@EnHIRYTEs 63 umes C?fﬁrsmtam'ng insert gelt igFASPTGRL &tile. urine, and
( Ws%a@&nﬁl&scah el doleebdf ard firther erRe@rupCtﬁQJbtaﬂgséanrﬂes of .mixtures of

s TSR b etbt i REL0 St S8 G ardSnateed by
o hdtaridaridnstrine ntationylechaingbststieh zsonebsspeatiawetnp NME ¢§1dtlét ed

| ater as a yellow solid, which was' collected by vacuum
filtration and dried to give the final product
E-3-{4-[3- Met hyl - 4- (6- et hyl - pyri di n- 3-yl oxy)

phenyl am no] - qui nazol in-6-yl}-acrylic acid as a yell ow
solid (280 ng, 68%. 30 'H (CD30D): 8 2.24 (s, 3H
2.48 (s, 3H), 6.70 (d, J=16 Hz, 1 H), 6.98 (d, 1 H,
7.28 (m 2H), 7.6 (m 1 H, 7.69 (m 1 H, 7.76 (m 1
H, 7.78 (d, J=16 Hz, 1 H, 81 (m 2H), 8.5 (s, 1 H),
8.6 (d, 1 H. mz (ES+) (Ml) 413.4. HPLC Rt =4.831

m ns. The conpounds of the present invention can also
be produced in m xtures as netabolites of the

E- 2- Met hoxy- N- (3-{4-[ 3- et hyl - 4- (6- net hyl - pyri di n- 3-yl
oxy) - phenyl am no] - 35

qui nazolin-6-yl}-allyl)-acetam de whose structure is
shown bel ow. WD 2004/ 054585 PCT/1B2003/ 005826 -30 O N
p HNCH3 CH3 . MeO N N H N) As such,

E- 2- Met hoxy- N- (3- {4-[ 3- et hyl - 4- (6- net hyl - pyri di n- 3-yl
oxy) - phenyl am no] - qui nazolin-6-yl}-allyl)-acetam de
can be incubated with nouse, rat, nonkey, dog, and
human hepatic tissue preparations (slices,
honogent at es, hepatocytes, mcrosones) or with 5
reconbi nant enzynes (e.g., human CYP contai ni ng i nsect
cell mcrosones). Bile, urine, and




pl asma sanpl es can be collected, and further worked up
to obtain sanples of, m xtures of netabolites'. These
wGaamphesstan t hen be subjected to separati on bRCHBR2@)3/005826
and anal yzed by standard instrunentation techni ques
such as mass spectronmetry, NVR and UV. WD 2004/ 054585
PCT/ | B2003/ 005826 -31- Wat i&'"clained is: 1. A
compound of the formula 1 OR3 R1 NR2R5 CHECH N N
1 or a pharnaceutically acceptable salt, solvate or
prodrug thereof, wherein: 5 Rl is selected fromthe
group cWhstiselaimgdisf H and C1-C6 alkyl; R2 is selected
fromthe or oygor@ﬁggthmrm;aﬂ Cl-C10 al kyl, C1-C6
al koxy, and Cl1 hydr oxyal kyl group; R3 iﬁ sel ect ed
fromthe group consisting of H Cl1-C6 alk
hydr oxyal kyl, and C(O OR4 wherein R4 is |sel ejted from
the group consisting of H and Cl-C6 al kKyPRLO/R5 is
sel ected fromthe group consisting of O
-(CR6GR7) m NR R8 wherein m is apsiw{eger fromO to 3;
each R6 and R7 is independentl ¢cted fromthe
group consisting of H and Cl- N3 yl, and wherein R8
is selected fromthe groupgesi stii®gf of Cl-C6 al kyl
and - C(O) - ( CRARRACHATKE1- C6 |al kyl ); wherein the
conpound of fornmula 1 j ' ¥ optionally
substituted by a hydrq an D-glucuronic acid
‘substituent. 15 2. Tha coppoupgd accor di ng to claiml1,
wherein R is H R2is dro%ymalgrhyl is nethyl,
and R5 is - CH2ZNHC( O) CH2OCH3. 3 he conpound accordl ng

t OgrGl ;ﬁbmaleeuﬂéﬁl@ra&e@ta% sbl$ sbivatBar prédrii@thbigbf, whreins

hydroxynget h 4. The

S conpoun ‘Bfg‘f%edg °§?Wf"?r°”9\ﬁ°é’rs'8 'W%g" %giéiz—lg:@yi s net hyl,
R3 i s nitikpklectechiiom 2@ JRBUR Qpnsmj(n@)otﬁ CECroRiiel, SofPpelipy, and Cr-C
a%ﬁFonl | rQUpC| alml V\,hereln R1 |s H R2 is methyl,

con‘poun‘ﬂl ‘éé@@?‘ﬁ?’ rffﬁmt tBe <9T°HP r?P'lS istl 8‘r id; § t %“‘@o%gm%f%ralkvl and
f ocooybR’ dherdini Rt i selectethfpomh the groaap hgrabisting/ofd-Udyst Gt Gsetyy;

10 @nd whegsi Qe&%ﬂ@rﬂ %%OEE orlHs §W$f'-C@OHSanHe(@WFIR7 ﬁﬁtha whereln m
Rl

RS 25 s - accor
tosan g]tqg‘eg_frorg\ﬁéq 8 §9ch Rea Bu}qapquer}ﬂ% nElﬁq:tgt? fom ]alﬁ,\rglrﬂ@rconmstmg
C OdTPY 4rieS -G aiyl arkwhesaib B istsalecttd fram chevdreupedonsifihgiog GikCs alkyl and

RZM%@&G alkﬁy%&éxr{ﬁé Iaé’rlwpouﬂgdof %n{uﬁ is further optionally

substituted by a hydroxy or an O-glucuronic acid substituent.

15 2. The compound according to claim 1, wherein R' is H, R? is hydroxymethyl, R®
is methyl, and R® is -CH,NHC(O)CH,OCHs. |
3. The compound according to claim 1, wherein R' is H, R? is methyl, R® is
hydroxymethyl, and R’ is -CH2.NHC(O)CHzOCHs.
4, The compound of to claim 1, wherein R is H, R® is methyl, R® is methyl, and
20 R’is -C(O)OH.
5. The compound according to claim 1, wherein R' is H, R® is methyl, R® is -
COOH, and R® is -CH,NHC(O)CH,OCHs.
6. The compound according to claim 1, wherein the compound of formula 1

further comprises a hydroxy substituent, and wherein R' is H, R® is methyl, R® is methyl, and R®
25 is -CH.NHG(O)CH.OCHj,.
7. The compound according to claim 1, wherein the compound of formula 1
further comprises a hydroxy substituent, and wherein R' is H, R® is methyl, R® is
hydroxymethyl, and R® is -CHzNHC(O)CH2OCHs.



WD 2004/ 054585 PCT/ | B2003/ 005826 -32 8. The conpound

according to claiml, wherein RLis H R2 is
whyanosapset hyl, R3 is nmethyl, and R5 is PCT/IB2003/005826

- CH2ZNHC( O) CH2OH. 9. The conpound according to claim1

wherein the conpound of formula 1 further conprises

an -O-glucuronic acid substituddt. 5 10. The conpound

according to claim1l1, wherein said conmpound is

substantially pure. 11. A nethod for the treatnent of

abnormal cell growth in a mammal conprising

adni ni.s8er i nfhe conspmint avaendiag teskimipwhereiof' i K Gjouttbxymethyl, R®

of ,Sq,l,é%ymagd hfh,@tcp{zﬂH@;((ﬁ @gcltz@p(e in treating abnornal
cell growth armaceuti cal conposition

the tre&tment h%PO’BFEPHB? ﬁﬁ °“B’éq fo "Ew‘v\l HYNerpiny en@FHPQP“d of formula 1
C OftiRhidrsbmgrisas aAr-gatureric asuccsmtmmwnd of claim t hat

5I s eff e% | VeTH%&nq %%d %QBI ) % ErQan 1, f%lrg%%%cﬂﬂwogw Pasubstantlally

phar maceliti ca cce carrier.
dep#e.nining if a patlent has been adm ni stered

E‘ 2- Met Xy - Armethod for the treatment of abnormal cell growth in a mammal comprlsmg

I n%{“ﬂr&{%ﬂwg‘j%ﬁ/% mé"{ﬂ ITEt h yr é?nlg?r?ng CX Cl?)ﬁ(ry} th%gls € %‘%lve in treating

c oaloinsl erY ordwéh. st ep of detern1n|ng &a plasna urine,

1obil'e orqyj ecah pﬁmb&n&@%&hﬁ@ﬂon for @18 taBndpRbi ﬁfﬂlbm@@é\ﬁgrowth in a
t he ¥resence of the c&gﬁoun

F oraliie eSS AGPREP-Pe ol PR bEHE BiiRuR i donomel
a) cedl gfolnty, BrecCzepttamoabutically apmpiable oarrigronpr i si ng a conpound

of claigl ag%e%o%%g@mg@ @aldaxer@ﬁgsemeabédﬁurﬁﬁéraa %fz-Methoxy-N

vehi cl e or, I nstructions descr] bi
meCHAE-Bethiidr ﬁgnqt%psfﬁ'ﬁ'am&ﬂhﬁemmmfﬁ@%%?bfbéW*@M Zoglpmide; the
15t 1 @ahbd gorbftieing kheostepnbt dedriningpy dvd plasma, urine, bile or fecal sample obtained

from the patient shows the presence of the compound of claim 1.
14.  AKitfor the treatment of abnormal cell growth comprlsmg a)a pharmaceutlcal
composition comprising a compound of clalm 1 and a pharmaceutically acceptable carrier,

vehicle or diluent; and b) instructions descnblng a method of using the pharmaceutical - -

20  composition for treating the abnormal cell growth.



