: .22 Decenber 2004 (&2) | NTERNATI ONAL APPLI CATI ON PUBLI SHES UNDER THE PATENT
- COOPERATI ON TREATY' (PCT) (19) World Intellectual Property O gafjezdtb&P004
" International Bureau (43) International Publication Date 27 Decenber 2001
(27.12. 2008vOR@P827¢10) | nternati onal Publication Nunber WO @&rAB#/dos2 (51)
I nternational Patent C assification7: CO7D 239/00 (74) Agents: LUMB, J.,
Trevor et al.; do SIMPSON, Alison, (21) {.nternational Application Nunber:
PCT/1BO 1/0 1046 (22) International Filing Date: 14 June 2001 (14.062001)
(25) Filing Language: English (26) Publication Language: English (30)
Priority Data: 60/213,136 22 June 2000 (22-06,2000) US (71) Applicant (for
al | desi gnat esigStratarspaicentic BERIVAPMESFOR RROBRE RN oF B:\H%Hﬁl% dgaptern
Poi nt Road, Goton, CT 06340 (US). (7ZL.Inventors, and (79)

| nvent or s/AppI icants (for US only): WTkohn, Charl es [US/US]; Pfizer

d obal Research and Devel - OpﬁEfBa,ckdEﬁ.&HGftﬁeE’ﬂérﬂibnRoad Groton CT 06340

us BHATTACHA S| Pz h
(Dev)el oprent , Easﬁgf\n \Eo ntrelﬁKyg’Bﬁov c’?’%’ﬁ?d’e%” a(eu§)e '@?{ %ét‘%\%t:‘;}
[US/US); Pf iEbrarmalGEbwaWthReIs: a8 cAncetnid MBewSIso ﬁ'h’snrhventléasﬂse refatBoio rat médodiof
Groton, {gT QQ%\?‘Qn&hU&)mpddﬁ&UHatﬁé TEMAER oF a!bﬂ&rﬂza %@mﬁe%kmﬂﬁ%&%\és’picﬁindon

WG 8ER(GB) 81) Designated States (natlona Y AU
AZ, BA, BB, NERENSpERd ipRhapsceutcn| Cﬂmsmmmwmmm@qmpou@@ DE, DK, DM Dz,

EC, EE, ES, FI, %kn@%th&_aceﬁ'ﬂay bddne Hﬁcerbu byl\ﬁt)tue bthe Hﬂefol'n%tton]a’a ﬂé'r:hon KG’
KP, KR, KZ, t%[) K., LR LS LT LU,

NO, NZ, PL, PR Et500e8E ey 9%18 ‘”@R‘ °"si°f"’aF3"- IGHGF tm"e Wﬁtionw& UG
US: Uz, VN, meligna@ifumorZmts). (M) cbegérgs ab@de Pradimsthbtr @ bnah) fyrodd Kihdeat ent
(GH GVy5 Kgapablg’mf I&Wsnrlgzcel! §Q1sfo§hat|or$zv\lte-l;r¥atwé1@the \é\lrérexpressmn f:nrl a narmal proto-

oncogenic tyrosine kinase may also result in proliferative disorders, sometimes resulling in a

malignant phenotype.
Receptor tyrosine kinases are enzymes which span the cell membrane and possess an
extraceliular binding domain for growth factors such as epidermal growth factor, a
20 transmembrane domain, and an intraceflular portion which functions as a kinase to
phosphorylate specific tyrosine residues in proteins and hence to influence cell proliferation.
Other receptor tyrosine kinases include c-erbB-2, c-met, tie-2, PDGFr, FGFr, and VEGFR. ltis
known that such kinases are frequently aberantly expressed in common human cancers such
as breast cancer, gastrointestinal cancer such as colon, rectat or stomach cancer, leukemia, and
25 ovarian, bronchial or pancreatic cancer. it has also been shown that epidermal growth factor
receptor (EGFR), which possesses tyrosine kinase activity, is mutated and/or overexpressed in
many human cancers such as brain, lung, squamous cell, bladder, gasfric, breast, head and
neck, oesophageal, gynecological and thyroid tumors.
Accordingly, it has been recognized that inhibitors of receptor tyrosine kinases are
30  useful as selective inhibitors of the growth of mammalian cancer cells. For exampie, erbstatin, a
tyrosine kinase inhibitor, selectively attenuates the growth in athymic nude mice of a
transplanied human mammary carcinoma which expresses epidermal growth factor receptor
tyrosine kinase (EGFR) but is without effect on the growth of another carcinoma which does not
express the EGF receptor. Thus, the compounds of the present invention, which are selective
35  inhibtors of certain receptor tyrosine kinases, are useful in the treatment of abnomal cell growth,
in particular cancer, in mammals. In addition to receptor tyrosine kianses, the compounds of
the present invention can also display inhibitory activity against a variety of other non-receptor

tyrosine kinases {(eg: lck, src, abl) or serinefthreonine kinases (e.g.: cyclin dependent
kinases).
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and to pharmaceutically acceptable salts, solvates and prodrugs thereof, wherein:
25 m is an integer from 0 to 3;

p is an integer from 0 fo 4;
each R' and R? is independently sefected from H and C.-C; alkyl;
R? is -(CR'R?)(4 to 10 membered heterocyclic), wherein t is an integer from 0 fo 5, .
said heterocyclic group is Optioﬁaﬂy fuséd to @ benzene ring or a C.-Cq -cyc[oalkyi group, the
30 -(CR'R?)- moiety of the foregoing R® group optionally includes a carbon-carbon double of
triple bond where t is an integer between 2 and 5, and the foregoing R? groups, including any
optional fused rings referred to above, are optionally substituted by 1 to 5 R® groups;
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-C{O)RE, -C(O)OR?, -OC(O)R?, -NR°C(O)R!, -NRPSO,NR'R", -NRC(OINR'R’, -NREC(O)OR’,

-C{OINRR’, -NRPR, -NR°OR’, -SO,NR°R?, -S(O)(C,-Cq alkyl) wherein j is an integer from 0

30 to 2 -(CRR)CsCip aryl)) -CRRH4 to 10 membered heterocyclic},
-(CR'R?),C(ONCR'R?)(C¢-Cyy aryl), -(CR'R?),C(ONCR'R?)(4 to 10 membered heterocyclic),
-{CR'R)O{CR'R¥(Cs-Cyo  aryl), -(CR'R})O(CRIRY) (4 to 10 membered heterocyciic),
~(CR'R)S(O)(CR'RY(Cs-C,, aryl), and -(CR'R?Y),S(ONCRRY{4 to 10 membered

heterocyclic), wherein jis 0, 1 or 2, q and t are each independently an integer from 0 t0 5, 1 or

35 2 ring carbon atoms of the heterocyclic moieties of the foregoing R® groups are optionally
substituted with an oxo (=0) moiety, and the alkyl, alkenyl, alkynyl, ary! and heterocyclic
moieties of the foregoing R® groups are optionally substifuted with 1 to 3 substituents
independently selected from halo, cyano, nitro, trifiuoromethyl, trifluoromethoxy, azido, -ORS,

- -C{O)RS, -C(O)OR?, -OC(O)RS, -NR°C(O)R’, -C{OINR®RY, -NR°R?, -NR°OR’, C,-C, alkyl, C,-



fach R and R2 is independently selected fromH and Cs-C6 al kyt; R3 is
-(CRIR2)t (4 to 10 nenbered heterocyclic), wherein t is an i nbogRiceinbei@od 0
5, said h 609"@&%'0 group |s optlonally fused to a benzene ring or a
C5-C8 cyclo group, the -(CRIR2)r noiety of the for F&3BH/84Gr oup
optionally |ncludes a carbon-carbon double or triple bond where t is an

i nteger between 2 and 5, and the foregoitg R3 groups, including any
optional fused rings referred to above, are optionally substituted by 1 to
5 R8 groups; 22 Decenber 2004 WD 01/98277 PCTIIBO1/01046 -3 5 R4 is
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R6, RI, and R? ped §e| ected fromN, N(Rl), 0, and S, provided

a
two O atom; [“5;«% ‘Efr’ n 0 and S atomare not attached directly to
each 23 ot her Ré“ach RB, -cmmﬁdepgﬁem(bl)m@el 81, gﬁﬁhv OPLEs R =0), hal o,

. nit t i t th do, hyd Cl-Co
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(CR R2)33C( 0) ( CReRR)R dndtro” ;&ﬂdé@ﬁ&%ﬂﬁé@l&é& %r%?ycg -%%nqtj i SCHOH or &
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Car bon'at o tabreft & i Hidhel DR & Srinall s i uh K& ogoi ng R aroups ar ¢
optional Iy subsidwheredany af heahowxoer(iotdd substiients @Rrisiita 8HKiHethyd! digny!
al kynylso andtnyitine), BEERTREMHAL) droup, which is ot attached to a halogeno, SO or SO, group or
to a N, O or S atom, is optionally subsituted with a group selected from hydroxy, halo, C,-C,
alkyl, C,-C, alkoxy and -NR'R2,
In a specific embodiment of the present invention, R is ~(CR'R?),(4 to 10 membered
heterocyclic), wherein t is an integer from 0 fo 5; said heterocyclic group is optionally fused to
' .35 a benzene ring.or a C,-C; cycloalkyl group, and the foregoing R® groups, including any
optional fused rings referred to above, are optionally substituted by 1 to 3 R® groups.
Other specific embodiments of the compounds of formula 1 include those wherein R?
is -(CR'R*){4 to 10 membered heterocyclic), wherein t is an integer from 0 to 5, and the
foregoing R® groups are optionally substituted by 1 to 3 R® groups.



oi eties of the foregoing R8 groups are optionally substituted with 1 to 3
substituents independently selected from hal o, cyano, nitrogspecember 2004
trifluoronethyl, trifluoronethoxy, azido, -OR6, C(OR6, -C(O ORG6,

~OC(O Re, WRREYH R7, - C(0)NR6R7, - NR6R7, - NR6OR7, Cl-C5 RCTJIROIQLIG?2
Decenber 2004 WD 01/ 98277 PCT/1B01/ OL04 -4 5 Cb al kenyl C2-C6 al kynyl,
-(CR1IR2)t (C6-C10 aryl), and -(CRLR2)t (4-%0 10 nenbered heterocycl ic),
whereint is an iinteger fromO to 5, RO is a non-aromatic nono-cyclic ring,
a fused or bridged bicyclic ring, or a spirocyclic ring, wherein said ring
contains from3 to 12 carbon atons in which fromO to 3 carbon atons are
~optional Py repl aPdyr sieciic ambediresnts ofdfiectomnpionnidsé frdeuit [yindhele dictse whérein REN, 0,
S(O); wherekRetbctd®irém an integer fromO to 2, and -NR -, provided that two
0 atonms, two S(O) S noieties, an 0 atom and a S(O, noiety, an N atom and

an S atom or an N at oy gny ed to each
other within said ring, i ons']of saijg ri are
optionally substituted )) ; " is ilpde ndently
selected fromthe substituwents provi I Ition of 'N R8, except
R' is not oxo(=0; R12 is R6, -OR6, -OC(O R6, -0OC(O NR6R7, -0002R6,
-S(OjR6, -S(ONR6R7, -NR6R7, -N O)R?, -NR6SO2R7, - NR6C(O) NR6aR7,

- NR6SO2NRF- R7, - NR6 r halgo, rein j is an integer
fromO to 2; RI3 is -NR R14 or -O?l' 2B R4 is 5, -C(OR15, -S2R15,
- C(O NRL5R7, - SC2NRL5R7 “ 05sNC2R 5; ~R18Vi s R16 R2)t (CB- C10 aryl),
-(CRIR2)t (4 to 10 rrenbere heterocycl i'C), V\/nereln t is an integer fromO
to.5, 1 or 2 ring carbon atons of the[:tfeterocycllc group are optionally
substituted with an oxo (=0) npiety, and the aryl and heterocyclic noieties
of the foregoing R15 groups are optionally substituted with | to 3 R8

substituents; 25 each R16 and R17 isai ependea@gpl ected fromH, Cl-C6

al kyl, and -CH2OH, or R16 and R' are ken tog&t her as - CH2CH2- or
-CH2CH2CH2 ; R18 is Cl1-C6 al kyl wherein each carto® not bound to a N or 0

t to S(O ; el n. t f t |1
Substi tuted w o RRERRENEnn £ 5ol AEGAR SR edid 180 8 0% Bibert ¢ uont s
conprising a m@fb%PWC)emb@mentsgf f(‘lmrhmwadepf forouiaCHnéined thbseayheeairoRYD,

whi ch i® n@pﬁ&:ﬁ@@ﬂ@ﬂoﬁﬂly@uﬁ%%@@ﬁ??to§@&5u @02 group or to a N 0 or S
atom is o tlon%ua% subsituted w roup sel ected from hydroxy, hal o,

Cl-C4 al kyl Sa?%ﬁ']‘baﬂfaenf?\mh@wmwuad%ﬁf&mﬂ!ad irgiHsis diase wherein thehe
present i nvaiowing struckiBal ipsrtior ERERRbouhdiopiok@urmMber ed heterocyclic), wherein
t is an integer fromO to 5; said heterocyclic group is optionally fused to
35 a benzene ring. or a C5-C8 cycl oal kyl p, and the foregoing R3
groups, including any optional fused#1Ags referred to above, are
optionally substituted by 1 to 3 R8 g Q her specific enbodi ments of

t he conpounds of formula | includg, thoske Wherein R3 is -(CRR2)1(4 to 10
menbered heterocyclic), wherein an m@‘d r fromO to 5, and the
foregoing R3 groups are optional I.y.i@ubstl t ut ed’ by I to 3 R6 groups.

is selected from the group consisting of

15 3-Methyl-4-(pyridin-2-yloxy)}-phenylamino
3-Chloro-4-{pyridin-2-yloxy}-phenylamino
3-Methoxy-4-(pyridin-2-yloxy)-phenylamino
4~(pyridin-2-yloxy}-phenylamino
2-Methyl-4-(pyridin-2-yloxy)-phenylamino

20 2-Methoxy-4-(pyridin-2-yloxy)-phenylamine
3-Chloro-4-(8-methyl-pyridin-2-yloxy)-phenytamino
3-Methoxy-4-(6-methyl-pyridin-2-yloxy)-phenylamino
3-Methyl—4-(6-methyi-pyridin-z-yloxy)-phenylamino
2-Methoxy-4-(6-methyl-pyridin-2-yloxy)}-phenylamino

25 2-Methyl-4-(6-methyl-pyridin-2-yloxy)-phenylamino



- 22 Decenber 2004 WD 01/98277 PCT/1801/01046 -5 5 Other specific

enbodi nents.of the conpounds of fornula | include those wher ebmd@dmbbs2004
sel ected from N NJ and wherein the foregoing R3 groups are optionally
'subst i t ut edM3OY982Y 3 Re groups. Other specific enbodi nents PETABIG/01046

compounds of formula | include those wherein R3 10 is pyridin-3-yl
optionally substituted by 1 to 3 R8 group&. O her specific enbodi ments of
t he conpounds of forrmula I include those wherein the follow ng structural

portion of the conpound of formula 1 R1 Nis selected fromthe group
consisting of 15 3-Methyl -4-(pyridin-2-yl oxy}phenyl am no

3- Chl or o-4- (pyri dfé- memybpwyin -BlveryHphenyamino

3- Met hoxy-4- (pyri §i 1,20 i din 2-yl o)y} phenyl am no
2- Met hyl - 4- (pyri di n- XY-S% mﬂgw% %%%&paélyiaw'{o
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3-Methyl-4-(2-methyl-pyrimidin-5-yloxy}-phenylamino
25 3-Chloro~4-(2-methyl-pyrimidin-5-yloxy}-phenylamino
3-Methoxy-4-(2-methyl-pyrimidin-5-yloxy)-phenylamino
Do 2-Methyi-4-(2-methyl-pyrimidin-5-yloxy)-phenylamino
' 2-Methoxy-4-(2-methyl-pyrimidin-5-yloxy }-phenylamino
4-(2-methyi-pyrimidin-5-yloxy)-phenyiamino
30 3-Methyl-4-(4-methyl-pyrimidin-5-yloxy)-phenylamino
3—Chloro-4—-(4-methyl-pyrimidin-5-yloxy)-phenylamino
3~Methoxy-4-(4-methyl-pyrimidin-S-yioxy)-pheny[amino
2-Methyi-4-(4—methyl-pyrimidin-5-yloxy)-phenyiamino
2—Methoxy—4~(4-meﬂ1yi—pyrimidin-&yioxy)—phenyiamino
35 4-{4-methyl-pyrimidin-5-yloxy)}-phenylamino
3-Methyl-4-(2-methyl-pyridin-4-yloxy)-phenylamino
3-Chloro-4-{2-methyi-pyridin-4-yloxy)-phenylamino
3-Methoxy-4-(2-methyl-pyridin-4-yloxy)-phenylamino
2—Methy!—4~(2-methyl-pyridin—4-yloxy)-phenylamino
40 Z-Methoxy-4-(2-methy1-pyridin—4—yloxy)-phenylamino
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25 3-Methoxy-4-(pyrazin-2-yloxy}-phenylamino
- 3-Chloro~4-(pyrazin-2-yloxy)}-phenylamino
2-Methyl-4-(pyrazin-2-yloxy}-phenylamino
2-Methoxy-4-(pyrazin-2-yloxy)-phenylamino
4-(pyrazin-2-yloxy)-phenytamino

30 3-Chloro-4-(3-methyl-pyrazin-2-yloxy)-phenylamino
3-Methoxy-4-(3-methyl-pyrazin-2-yloxy)-phenylamino
3-Methyl-4-(3-methyl-pyrazin-2-yloxy)-phenylamino
2-Methoxy-4-(3-methyl-pyrazin-2-yloxy)-phenylamino
2-Methyl-4-(3-methyl-pyrazin-2-yloxy)-phenylamino

35 4~(3-methyl-pyrazin-2-yloxy}-phenylamino .
3-Chloro-4-(5-methyl-pyrazin-2-yloxy}-phenylamino
3-Methoxy-4-(5-methyl-pyrazin-2-yloxy)-phenylamino
3-Methyi-4-(5-methyl-pyrazin-2-yloxy)-phenylamino
2-Methoxy-4-(5-methyl-pyrazin-2-yloxy)}-phenylamino

40 2-Methyl-4-(5-methyi-pyrazin-2-yloxy)-phenylamino
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S-Methyl-4-(6-methyl-pyrldazm-tl-yloxy)—phenylamino
25 3-Chloro-4-{6-methyl-pyridazin-4-yloxy}-phenylamino
- 3-Methoxy-4-(6-methyl-pyridazin-4-yloxy}-phenylamino
2-Methyl-4-(6-methyl-pyridazin~4-yloxy)-phenylamino
_ 2-Methoxy-4-(6-methyl-pyridazin-4-yloxy)-phenylamino
4-(6-methyl-pyridazin-4-yloxy)-phenylamino
30 S-Methyl-4-(3-methyl-pyridazin-:tmyloxyyphenylamino
3-Chloro-4-(3-methyi-pyridazin-4-yloxy}-phenylamino
3-Methoxy-4-(3-methyl-pyridazin-4-yloxy}-phenylamino
2-Methyi-4-(3-methyl-pyridazin-4-yloxy)-phenylamino
2—Meﬂ10xy-4-(3—methyl-pyridazin-4-yloxy)-phenylamiho
35 4-(3-methyl-pyridazin-4-yloxy)-phenylamino
3-Methyl-4-(pyridazin-4-yloxy)-phenylamino
3-Chloro-4-(pyridazin-4-yloxy)-phenylamino
3-Methoxy-4-(pyridazin-4-yloxy}-phenylamino
2-Methyl-4-(pyridazin-4-yloxy)-phenylamino
40 2-Methoxy-4-(pyridazin-4-yloxy)-phenylamino
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Other specific embodiments of the compounds for formula 1 include those wherein R* is
—{CR™R"),-C=C-{CR™®R"),R™, wherein k is an integer from 1 fo 3 and m is an integer from 0 to
3. '

Other specific embodiments of the compounds for formula 1 include those wherein R* is
30 ~CR"R"),-C=C-{CR*R"),R™, wherein k is an integer from 1 to 3 and m is an integer from 0 to
3, wherein R is -NR'R™, wherein R* is selected from ~-C(O)R™, -SO,R", and C{ONR¥R.
Other specific embodirments of the compounds for formuia 1 include those wherein R* is
—{CR¥R")-C=C{CR™RY),R®, wherein k is an integer from 1 fo 3 and m is an integer from 0 to
3. |

35 Other specific embodiments of the compounds for formula 1 include those wherein R*

is (CR™R™),-C=C-(CR"R"),R®, wherein k is an integer from 1 to 3 and m is an integer from

0 to 3, wherein R™ is -NR'R™, wherein R" is selected from —C(O)R®, -SO,R", a
-C(OINR™R’, '

Other specific embodiments of the compounds for formula 1 include those wherein R* is

40 —(CR™R') -C=C-(CR™R")R® or ~CR™R"),-C=C-(CR®R™),R®, wherein k is an integer from
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2- Met hoxy- N- ( 3-} -1 3= net hyl - 4- (2- et hyl - pyri di n- 3-yl oxy) - phenyl ami no] -
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conpounds 0" Aot ner aspect of the invention, there is provided
a use of an ef f ec¥vee phammaceutically acceptable salts, prodrugs and solvates of the foregoing

compounds,

According to another aspect of the invention, there is provided a use of an effective
cor amount of a compound of formula 1 in the manufacture of a medicament for the treatment of
an abnormal cell growth in a mammal.

According to still another aspect of the invention, there is provided a use of an effective

amount of a compound of formula 1 in combination with use of an effective amount of a

compound of claim 1 in combination with an anti-tumor agents selected from the group consisting

of mitotic inhibitors, alkylafing agents, anti-metabolites, intercalating antibiotics, growth factor

inhibitors, radiation, cell cycle inhibitors, enzymes, topoisomerase inhibitors, biological response

modifiers, antibodies, cytotoxics, anti-hormones, and anti-androgens, in the manufacture of a
" medicament for the treatment of abnormal cell growth in a2 mammal.

In one embaodiment, there may be provided a method for the treatment of abnormal cell growth
.in @ mammal, including a human; comprising administering to said mammal an amount of a compound

of the formula 1, as defined above, or a pharmaceutically acceptable salt, solvate or



cor anount of a conpound of formula I in the manufacture of a nedi canent
for the treatnent of a n abnormal cell growh in a mamal According to
still another aspect of the invention, there is provided a use of an
effective anmount of a conpound of fornmula 1 in conbination wWRtDecesben20Gh
effective anmount of a conpound of clai m-11d-n conbi nation with an
anti-tunor agents selected fromthe group consisting of mtotic ,
inhibitors, alkylating agents, anti-netabolites, intercalating antibiotics,
grow h factor inhibitors, radiation, cell cycle inhibitors, enzynes,
t opoi soner ase i nhri @i tors, biological response nodifiers, antibodies,
cytotoxics, anti Pﬁhrru gl. thahig efiertive i treating ehsormiel BowBRWHEShYEEMaT: ofthis
medi canent for tMethed, detaeortnabdcl gRel AR b ' mml . In one
enbodi ment , thegﬁ-,cgr,g){,a,ggﬁagg gé/nicgre a rrrgfw hoegléaa %ﬁr%ﬂ%&'{&f %@t@éﬁﬁ%? "Y191£8RI%E bone
cell growth .in a mammal, nchudi h§ e nie of temped of gk adtheius bemniraguko
said mammal an ZRBR derige eanepoavadan m‘hcérhectial%ﬁﬂéh%agcerﬁﬁmg%% ed above, or
a pharmaceuti cabdnyerammaa&}'@,re%gtlémﬂsa{e[\{n%te.or 22 Decenber 2 giop, stomach
prodrug t her eof ftéhat is effective | n treating AbRSrafithedaliopianyibast darcidomaone
enbodi ment of t i SHEMREHEN. fFrinoae sbhereervie abicngnout e 0RIhaDErGRESF the valva
i ncl udi ng, but H@E%brﬂﬁade,tcanéeu@gﬁﬁa@g&{a usbgé}%ercgfn%erwﬁ)ancr_eati C cancer,
skin cancer, cagggLifshds head g neck, 2t aneous BF (ERSERR gRncer of the
mel anoma, uterine cancér, ‘ovart Shihe ol gland cqancer otthe perathy@rfinl, Qhcd- Reganal
regi on, stomcrﬁdr%‘&wgsamhenfman@&é,mm%u&@n‘?&@éme gLine cancer, .
carci noma of t hérdn@draritai Qe\-,l%e% carci no of the endonetriuRicsgcarsssma
of the cervix, carcinom of theé TREg ymp PEaSnGHER” of the hledden | cagrer of tiadigitep’ S
Di sease, cancer” 8f¢¥HE"L SHseripama. ceminarea ofafie mlwpawgl,{eoﬁlm%b@%ﬁm%pncer of
the endocr i ne sgsterh efONSE aitaREy eNst) %%p,\ér%;irg %Iﬁiaqd, cancer of ‘the nervous
par at hyroid gl %Bg-{ apcer of the --adrena gﬁ' o, "BYF-cORE Hem widnee, tpitsitane
cancer of the Grethra, CcantcBpliogelnger ﬁ'efl’ﬁ#ioéf,heBlfemshabmcer@nﬁﬁnomerféﬂ{b%ﬁ]&t?ﬁ
E_cute | eukeni a$aif PefindcpidiabndrinaRiRP gRMh HARE be%];ggtpp ,feb%{falggier, cancer "0 t he
i dney or ur et @mitedts}RbrissE er; rgrgslbgioga, car cl nona' ol tHee FEFREE iprydingsbut not
neopl asns of the central nervous & eyrefoehyqsiestingsis.nary CNS | ynphons,
spinal axis tunors, brain stemglioma, pituitary adenoma, or a conbi nation
of one or nore of the foregoing cancers. In another enbodi nent of said
met hod, said abnormal cell growth nmay be a benign prolifeactive disease,
including, but not limted to, psoriasis, benign prostatic hypertrophy or
restinosis. WO 01/98277 -12 22 Decenber 2004 PCT(1801/01046 b I n anot her
enbodi ment, there may be provided a nethod for the treatnent of abnornal
cell growh in a mammal which conprises adm nistering to said mammal an
anmount of a conpound of formula 1, or a pharmaceutically acceptable salt,
sol vate or prodrug thereof, that is effective in treating abnormal cell
growh in conbination with an anti-tunor agent selected fromthe group
consisting of mtotic inhibitors, alkylating agents, anti-netabolites,
intercalating antibiotics, gromh factor 10 inhibitors, cell cycle
‘inhibitors, enzynmes, topoisonerase inhibitors, biological response
nmodi fiers, "antibodies, cytotoxics, anti-hornones, and anti-androgens. This
invention also relates to a pharmaceutical conposition for the treatnent of



abnormal cell growth in a mammal, including a human, conprising an anount
of a conpound of the formula 1, as defined above, or a pharmaceutically
acceptabl e salt, solvate or prodrug 15 thereof, that is effeg2Deeember2004
treating abw@roquo-;aell growth, and a phar rraceutlcal ly acceptlaé)ll@ o /GRNET er-
I n one enbodi nent of said conposition, said abnormal cell growth I's cancer,
I ncluding, but not limted to, |ung canc‘;zer bone cancer, pancreatic

cancer, skin cancer, cancer of the head neck, cutaneous or intraocul ar
nel anoma, uterine cancer, ovari an cancer, rectal cancer, cancer of the
anal region stonmach cancer, - colon cancer, breast cancer, uterine cancer,

20 carci ROMA of Enhgnoghael B(ﬁn tug carci noma of the endorretrl um
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t he ki dney or.yreter, [ carci noma, carcinonma of the renal pelvis,
noop! as il of PHES CEl e RIS GRS JbrPrEREs PHFRRpaENESPPyH TG
spi nal axi samttmctHSpytdzimacsnarmthemnogés omtbgntiahdrbgdngr y adenonma, or a conbi nation

of one or nore r 8going. .cancers | n _anot her enbodi ment of said
phar maceut i cal c(oi)'f"s '% {Ogng% enage %bﬁoDPﬁ%'T q rﬁ: g’éh%é’f‘ﬂ prt of

prol i f er at | goma é%llﬁowﬂl incA roetarag, inchuding admmiarn n:nmmﬂ;]rrgcan aﬁﬁﬂﬁtloas bcﬁnpour@ﬂofbenl gn
t at h t t
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phar maceuti cal conposition for th
manmal , 1P nciEaringas isngfiselie inkeating elzmma' selsgrawtha A atpharmaceuticatip apeptatle of

formula 1, asrisdefidmedndbavent oﬁaxd&oﬁb&‘mf‘sﬁﬂtdbﬁ&hﬁb’mﬂg%ﬁm |§%rﬁ:ersfﬂbl&dm ol vat e
or prodrug,there fective in treating abnormal cel

f,. t |
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agents, ant t =X t ntibioti rowth factor
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bi ol ogi €&l FEERBRSY %é@"ﬂ?'@? ttbes, gancinoha ofniree endopmitiuain tarciaoml @BE Scervix,
Anot her enheeingRator H%Waé!hé Rartfbitd & thenla WIAIRH s thlead. &nkéreﬁk”ee@%phgéﬁgmn
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conpri si ng RO R4t ¥FR 'dr{iesc“EF saee R Raiocine szsze@ef@émefﬁ@mmrmd giamcaflgb@SZ??

PCT/ | BO1 / Ouf GreBparatByrbid agond|darcf oamecamawyﬂarfaf sdrBsind 6 $Br! Rsue, c%é
ro ru t ereof

above, or r ti.cally .acce ble salt, solvate or
that is ef 13' e%@?ve%?‘%}'ltdrf |aréa’ssgr°%at§| &P ChroBG P SF‘%r’%P@'ai hEPherytic

cancer otfs t’ﬂmﬁlp@a%u@ﬂct‘asof rthé dladde,; camce:ldrthﬁlll@jﬁéyief SreidtC RenalS cal d@rdirRlat ed
recul o "deqRngra o0 el BSURLARNLAY ol SO0l el SYRULOTS S et na

neovascul ari zation from proliferative "EWPLéﬁ?yﬁ
arthritis; YSoREMPCROa(AXs s, Srain stem d@mésftiteﬂquoadmoma. ot 8 c@alglﬁhor&)fdhéelase

hunor al hywr@aﬂm@megolﬁjcdméré @R afHRGHAPLCSRL T EOTN LI SR st ot | ©

to bone, an oste orosi s induced b | ucocorti
rest enosi s;° S5 SR E?"@Blpéﬂ"fequee@%qaéﬁan!wgubm mgt Ilntmseo aswiosisat ed
wth mmomeabnmasbhﬁmg@m@ﬁyaﬁéﬁﬁbsfsrom adenovirus, hantaviruses, Borrelia

burgdorferi, Yergin Bqr.det el | ertussis, and grou A
St r ept ococcus. ﬁ' a"‘(}le"ﬁ‘p"palgc’ Telates tto a p apmaceuﬁcal composition for the treaiment of

abnormal cell growth in @ mammal, including a human, wh(ch comprises an amount of _a
compound of formula 1, as defined above, or a pharmaceuhcatly acceptable salt, solvate or
| prodrug thereof, that is efféctive in treating abnomal celi growth in combination with a
35 phannaceuﬁcatly acceptable carrier and an anti-tumor agent selected from the group consisting
of mitofic inhibitars, a[kytating agents, anti-metabolites, intercalating antibiotics, growth factor
inhibitars, cell cycle inhibitors, enzymes, topoisomerase inhibitors, biological response modifiers,
anti-hormones, and anti-androgens.

Another embodiment may also reIate to a method for the treatment of a disorder associated
40 with angiogenesis in a mammal, including a human, comprising administering to said mammal an



15 Anot her enbodi nent may also relate to a nethod of (and to a

phar maceuti cal conposition for) treating abnormal cell growh in a manmal
whi ch conprise an anmobunt of a compound of fornula 1, or a pharmaceutically
.acceptable salt, solvate or prodrug thereof and an anount of 2dRecembeniQ94
subst ances wgl@skLed from anti-angi ogenesi s agents, signal tpaRgdycdban

i nhibitors, and antiproliferative agents, which anounts are-together
effective in treating said 20 abnormal _gell growth. Anti-angiogenesis
agents, such as MW-2 (matrix-netalloprotienase 2) inhibitors, Mw-9
(rmatrix-nmetall oprotienase 9) inhibitors, and COX-11 (cycl ooxygenase 11)

i nhibitors, can be used in conjunction with a conmpound of formula | in the
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3-[[4-(4-fl uoro-é)henoxy) -benzenesul fonyi ] - (1- hydr oxycar banoyl - cyct obut ? -a

m no) - propt8AVEZEi d; " 4-[ 4- (4- PCT/IB01/01046
chl or o- phenoxy) - benzenesul f onyl am no] -t et r ahydr o- pyr an- 4- car boxylic acid
hydr oxyam de; 3-[4-(4- -14-

chl or o- phenoxy) - benzenesul f onyl am no] -t et r ahydr o- pyr an- 3- car boxyl i ¢ aci d
25 hydroxyam de; (2R, 3R -

| -[4-(4-fluoro-2-nethyl -benzyl oxy) - benzenesuf f onyl | - 3- hydr oxy- 3- net hyl -
pi peri di Ae- Mcorperptsd by referenpeiinl ey bntirly afredered MMP-2 and MMP-9 inhibitors are those
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yl) - am noJ - MMFp4, MINFES, ANIFG, NV QAP JsAtkid=16,/Nn@e-91 INRRRLOX Yind MMP-13), ,

) - benzenesul f onyl am no] - 8- oxa- bi cycl o[ 3. 2. 1] oct ane-3- carboxylic acid
_hyd]r ogyam’ de; 3- Snulescifid efatnfidsLd MMP PRBRAXLEDRRZOBRSIh f\ngtﬂ)ﬂileaéﬁnpgunds g
i noj - 8- oxa- i : t 23 ci roxyam de; an
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phar maceut i ¥9PPRE H&tept abl e salt, solvates and prodrugs thereof, can al so
be.used in conbi nakd-B-Mifilidro phedRy)-Hehansdus vt J-BRkDb; agents
that cap i nhibj b EG:R[E:‘ i dgr%_rral g); owt h faﬁy‘(??mrd]egjea%%gl%@ﬁ%%ygﬁg%% such as
EGFR aht i boaiosdic 3edpy H’B"r"ﬂtﬁ’ai es, and nol ecul es that are EGFR inhibitors;
VEGF (vascul ar {@RdoBRE| i 4-(ehiord-h-iharobetzyiokyMbeitiehaufony 2Bty loRBE medGe Pt or
i nhi bi tors,piﬁéﬁgih _g%gggﬁp%&d ES&EW? 10 or antibodies that bind to'the
erbB2 receptor, ?or exdanpl e, 'N(tn) (CGenentech, Inc. of South San
Franci sco, Cal i folrif-ducregimnoxidemenahifiylauire]-etrehydegyranbieckrbaxylict or agkanpl e
in WO 95119QdQxfmid | shed July 27, 1995), WO 98/14451 (published April 9,
1998), MO 9 /02434‘1(&?%' i shed January 22, 1998), and United States Patent
5, 747, 898 (i ssuedldviyiuaro-prensay)-bepzgnrsyliamilii-hydiexyeareamay-tystobuiamibs}- but  ar e
not | i m t edrdpionictde’; nonocl onal anti bodi es C225 and anti-EG-R 22Mab (1 nCl one
Systens | ncorporz_a[%%g_ @f NEW gﬁ[ k, New York, USA), the conpounds ZD- 1839
(AstraZeneca), BIBX 1335 PIRSAmehorsYRyaming-rahwioever-caberlicex adt. of
Annandal e, hyflewadédesey, USA), and OLX-103 (Merck & Co. of Witehouse
Station, New Jer }gﬁg LG Vent e esear ch)_ and EGF fusijon
t oxin gSeragen Isﬁ?.(“‘gﬁ%?) OoR On,S\ZE%%%lfﬁﬂggggﬁ{%ggfyp@ﬁra%quyﬁ big¥rs, for
exanpl eSSUMBPYaE¥ds: SU- 6668 (Sugen Inc. of South San
N (2R, 3R) 1-[4-(4—ﬂuoro-2-methyi—benzyloxy)-benzenesuffony!]—S-hydroxy-S—meti‘ayi—

) piperidine-2-carboxyiic acid hydroxyamide;

3-[[4-(4-fluoro-phenoxy}-benzenesulfonyl]-(1 -hydroxycarbamoyi-1 -methy!-ethyl)-
aminoj-propionic acid; .
30 3-[[4-(4-ﬂuoro-phenoxy)-benzenesuifonyl}-(ti—hydroxycarbamoyl-tetrahydro-pyran-4—
yi)-amino]-propionic acid;
3-exo-3-[4-(4-ch!oro-phenoxy)—benzenesulfonylamino]-B—oxa-bicycl0[3.2.1 Joctane-3-
carboxylic acid hydroxyamide;

3-@ﬂd0-3-[4—(4—ﬂuoro-phenoxy)-benzenesulfonylamino]—B-oxa-bicyclo[S.Z.1 Joctane-3-
35  carboxylic acid hydroxyamide; and

3-[4—(4-ﬂuoro-phenoxy)—benzenesulfonylamino]-tetrahydro-furan-3-carboxylic acid
hydroxyamide;

and pharmaceutically acceptable salts, solvates and prodrugs of said compounds.



Franci sco, California, USA). can also be conbined with a conpound of
formula 1. VEGF inhibitors are described in, for exanple in29DRHhB4AAGH4
(published May 20, 1999), PCT international Application PCT/|B99/00797
(filed MayW® 0if989%)  in WO 95/21613 (published 25 August 17RCTIBOEPIIND
99161422 (published Decenber 2, 1999), United States Patent 5, 834,604

(i ssued Novenber 10, 1998), WO 98/ 503561%-publi shed Novenmber 12, 1998),
United States Patent 5,883,113 (issued March 16, 1999), United States

Pat ent 5, 886,020 (issued March 23, 1999), United States Patent 5,792,783
- (i ssued August 11, 1998), WD 99/10349 (published March 4, 1999), WO

97/ 328565 (publ i Sﬁmﬁoﬁwpt@ﬁbéfpm1 289 phabaSsuti@RbaGetptie balshatvatbd mad 30 26,

Janunry. 22, POT4RES e BB i binon Wil Bhpe KSRGS HHOR b 07

(publ i shed 2pgnigdRst cap mh@g@@)FR (eemrm@f grmthdapt@rrrecen@r)erﬁwonsﬁ:s@swr@twmy
reference igntibdtids] E&IH iahlolies, Qrﬂefno%&ﬁé'gphﬁ§ oA ESPREInnBRSS; VEGF Whideutar

i nhibitors are I{l\ég ‘ﬂé’ g é’ . of Kirkland, \Washington, USA): anti-VEGF
monocl onal HPPH 'g%‘ﬁ iARiblioRs: and\erbB3;fecegiofinhibdgrs; ?ﬁP’éﬁE PEIERC Molgrylesor ni a:
and angm)zyamnumd%tr&ymhmatﬁna:emmmmw fbir ample POZRCEP TIBOY GdRdntech:Gh® bR dO0)

and Chiron or ErbB2 receptor inhibitors, such as
GW 282974 (%Eaxo Hcrsmg%wf“f" U%'ﬁ))d the nonocl onal antibodi es AR-209

(Aronex Phar nacee@iiR aﬂ'liblwrﬂ@re dﬁscr‘bleé inNay cixample in WX 26| 99USAY ublisned JAB-21, '
(Chiron), b | la 1.
Such ot b2 Lot Ty ot (EREAc R & ROBE WO Baithdad GBS 2 B P hec
January 22,24 35d5d Siggs Friepbe.éiinAss (Bawmd Man, 0998)8 EBFRACTRIIE0a0enS IIBl@e- 16 5

99/ 35145 ( pubhbies hadimlieh Yo, 1tBe rﬂea&%?anm Mbsaééééé@ ahd 4R Eéhﬁ%bﬁn? 1999)
WD 98/ 02437 ég_gbl i shed Jan M) WO 97/ 13760 (publishe ril

1997), WO SHFEE§7HCcoppEiRd §ﬁ3&g‘ﬂuY‘§ﬂﬂ2 ew] yory  UBAk t 98 QPEPREIPLeiB3o
5, 587, 458 (hstsiZeckcBy GIR¢3822@ et 9&) Ingémﬁln) Wox-ed Gleatres 1t Bhndnddé/, 305

d Mar, 9 h h LN t b f
7t e ent el o b AEEEDS0e Mharble B, & BidPore2 bR AbF Rt dshrent i on
are al so 10’R§?é'§c31|0béébnlaqh Umsee’dh Sead SFPrigidns iozina(Sefggeh i mat iod rHdNeinton,

60/ 117, 2’@41,Mgsgéctﬁgse&g?uary 27, 1999, and in United States Provisional
Application No. 60/117, 346, filed January 27, 1999, both of which are

herein incor DOFME@# Wlbﬁ&é %ﬁ@%ﬁiéﬂst}f@hé aﬁ&‘@dﬁsﬁ (sEydiCincaBt 5BER!dher ative
agent s tha:l': % (;bﬁf? y R t he conpounds of the present invention
i ncl ude i nhAFEGH My, HSAh FSNEisp DreroTPingd it A rPorpaunet & fergwlaahd VERRI bi t or s
gf t Ihe 35 inhibiterstane desaribed inefdkieranste RDBIEr gsthmb yslibikghel m?aycme | ch:tT

i scl ose | | cations:
091221946 ?ﬁ%ﬂgﬂﬂe@g M g?”‘@é@@ﬁ”@@%&%@eﬁg@ 8@3 ﬁg@é‘f‘ﬂgg ubjisheglggg) -
09/ 501883 AgustEr. F%&’ﬁbdﬁ®99@14220mbl)shed}ge35@@@3019(99) Umtéd IStatas PaRht 5,8200600) ;
09/ 202796 (ééub@%b@a{be?%o 1'19%8)7)wo g@%@%ﬂiﬁ%éﬁeb'ﬁ%ﬂéﬁ?q%tw’g@ Jnﬂ%@%xa and

09/ 383755 _(filed g ? ounds di sc ‘ose E?Scl ai med
i'n the fol PERMRBES é‘EFUQ‘é) N%Ecaﬂés 95P)o Wnited Siates lb%iftféﬁiﬁs%\@)%ﬂ {issbadi Mareh 23,

60/ 168207 @dd) eunwm&bepataq 57@@9@:) (is508d AdQU 91 (1fggé)e% @gﬁ@ﬁbq utﬂz&edlggg)

60/ 177718 60/ 168 filed 1999),
and. 60/ zooé«%ff‘h DR b b St o e W e i duns
appl i c&0i 088, 1@.@ WerMngahusmMmt&pa,l 1998 WQII%IOZSSd@ﬁﬁisHedl JaR@inpesr,at ed by

e erence v eeh 1o fEHeb  fhiknedNSPERO) Gnd lvd MR pleniiA BLES B0 istaf Y W 1"

ot her agent S
all of which are herem incorporated by reference in their entirety. Other examples of some

. specific VEGF inhibitors are IM862 (Cytran Inc. of Kirkland, Washington, USA); anti-VEGF
~ monoclonal antibody of Genentech, Inc. of South San Francisco, California; and angiozyme, a
35  synthetic ribozyme from Ribozyme (Boulder, Colorado) and Chiron (Emeryvilie, California).

ErbB2 receptor inhibitors, such as GW-282974 (Glaxo Wellcome pic), and the
monoclonal antibodies AR-209 {Aronex Phammacetiticals Inc. of The Woodlands, Texas, USA)
-and 28-1 (Chiron), may be administered in combination with a compound of formula 1. Such
erbB2 'inhibitors include those described in WO 98/02434 {published January 22, 1998), WO



25 abnormal cell growth or cancer, including, but not limted to, agents
capabl e of enhancing antitunor imrune responses, such as Ci2Bécember 2004
(cytotoxic Ilynphocite antigen 4) antibodies, and other agents capabl e of
bl ocking WQ©ONA827And anti-proliferative agents such as ot h@CTIRATSHG
protein transferase inhibitors, for exanple the f anesyl protein
transferase inhibitors described in theléreferences cited in the
"Background"” section, supra. Specific CTLA4 antibodies that 30 can be used
in the present invention include those described in United States
Provisional Application 60/113,647 (filed Decenber 23, 1998) which is
herein i rﬁ:orqslasmee(duﬂtynademyrﬁnmsn rwo iga,ssem(pumsned Jubbrsorasd), wel ds/@agmt h" |
as used her ; I fers 1o gr at is
. i ndependent q%#hlsr%?rr‘%ﬁ ggégo 'y mac an| sﬂ%um& e ﬁprf[ gce%g#)?) gﬁ#‘?@pg&%

i nhi bi ti on) (pupfithed J@BT( ri P@d@@“eﬂlﬁatWMJSB'gﬁM%ued Dedgmiten air1908) arsd
(tunors) t hitedstaks bekatss™ oS KRS ﬁibﬁg 231484}, @5 fwHi@Sih B g*ﬁ'l%fp%ra%d

overexpreSS| on of a recgﬁl}g%ré %%I’OSI ne ki nase; ent gn an I ghant

cel I's of ot RErEfPRAE &3 82 reogntor ’Wlh}sﬁrﬁd’ﬁefauerﬂm&?rﬁswﬁwltrﬁ@aw.a!mse
activatifon dessibadsin Unftdd am;estmrmmat halicdio® Nof 66/81234Y k8] é’% 2t Y{o8gi ne

ki nases; (5 i t enbe 198277 P 1801/ 01046.
1775 i of i P Ry Sles Al MPRET e SHItHoH- ineciaaiy o oS8 bokher (o)
‘beni gn and wiigh argﬂnamin inwifosatedfy refefeace ipthelr efitestat | ve di seases in which
-aberrant serine/ threonine kinase activation occurs.. The term"treating",
as used herein, @teesdlipelilemtive agentsnititopayehl, used avith thev:emsoumgs of mblpeaseatt i ng,
) nﬂ” bi ting inb&t@ﬁ %E@es fihBhors Of thBIRYRRY fa%s{/ l#gotgﬁ ?@E%@ as® nc? %ﬂh& Bhre

whi'ch such term I es, Oor _one or nore s suc di sord

condi ti dA. ﬁq‘fspt?fe‘?/ *ﬂ? Kigs5 ERGFT. indudingete Kompeungs risdased ed cﬂlmd/ws@e

i ndi cat ed, foaéva@um@d ShfesaatenOipplida@arist OupAas4e (Tﬁné@@iebaeberlz% %fs}n '691154058
i medi at el y unl ess otherw s

t ed h
i ndi cat ed, ﬁ% daﬁ%rg E‘zu @%dp 8%@33%3 (ﬁ?eﬂr g o e*lr%&gj OR{SEPA0r igd fMaren éﬂr-oups
are fluoro 2008)@RI202796 (b Mag122) 1987k Y0/384338 (Redudier 26,1990 1268 @ggamsw se
7o a0l AR S8 RIRRD el BN S0 WY SERESP LR RN
moi eti e$9 | état% PigMigienal p@terei apﬂa@um@rsogéwmmmovgmaxpam 3999)oB0MIe1 19y(@lkd C

noi et es i tDEBifiberCTU)t1889); 63/1#7996 tidd eRarf 3 bédbof‘teg”ﬁsaz{':/'"?rsetdefﬁ ember 30,

"cycl oal kyl unl ess ot herw se I cated, 1 nc
sat ur at ed Fﬂ?ﬁgﬁﬁéj%&(go%%%w%ﬁ £0091- c & ofdle Frgeaning @&Ser(hannﬂcafmnﬁgHWDno-
or mul ti- cymbviggnalment appticatidits id heeih @kfboralek By Mkerencedtnt® eftirEr i n, unl ess
ot herwi se indicated, includes al kyl groups, as defined above, haV| ng at

| east one car borA campmnd @b érvinela biomdy alBheet @eawith! dtivdtydgents @‘émﬂﬁﬁﬁleé’ﬁﬁg ein,

unl ess h defi ne

naving of TopomeL bR 8 calcaf o ol by R B PR o g
her ei n, un| FEYMGLiIMETURE ESPINGES. Suthaas CTLAE (cyidiesic afmpoogammgenauammbd.eszanaier i ved

- from an ar ofdrlaGery ek Qﬂébm&krﬁﬁ d"l@ﬂ?‘é\agh aftf pr&ﬂ&a{ﬂ)édé’eq% gs BherPirmRL ?nyl or

naphthyl. The ter é‘ ,_ as us herel n Refw o8 FRartat ed,
i ncl udes - PYPRYP Sg'?i?ﬁ ibitgpseforeramaleitys famgsyh proteit Wﬁf@&l‘aﬁbmmﬁmsmem "4 to
10 nenber edn Itrmtreremayehl ¢ited in 06 “BEREroliRr Sédiion, WBHAS SSAE AL ahiddhica ket
: 30  can be used in the present invention include those described in United States Provisional
Application 60/113,647 (filed December 23, 1998) which is herein incorporated by reference in
its entirety.

“Abnormal cell growth”, as used herein, unless otherwise indicated, refers to cell growth

that is independent of nermal regulatory mechanisms (e.g., loss of contact inhibition). This

35 includes the abnormal growth of {1} tumor cells - (tumors) that proliferate by expressing a
mutated tyrosine kinase or overexpression of a receptor tyrosine kinase; (2) benign and
malignant cells of other proliferative diseases in which aberrant tyrosine kinase activation
occurs; (4) any tumors that proliferate by rteceptor tyrosine kinases; (5} any tumors that



i ncludes aromatic and non-aromati c heterocyclic groups containing one or
nore heteroatons 30 each selected fromO, S and N, wherein ea®acember 2004
heterocyclic group has from4 to 10 atons in its ring system Non-aromatic
‘het er ocycl WO g¥#aps | ncl ude groups having only 4 atons in tReTABGIOIGHG.
system but aromatic heterocyclic groups nust have at least 5 atons in
their ring system The heterocyclic grapps include benzo-fused ring
systens and ring systens substituted with one or nore oxo noieties. An |
exanple of a 4 nenbered heterocyclic group is azetidinyl (derived from 35
azetidine). An exanple of a 5 nmenbered heterocyclic group is thiazolyl and
an exanplse pfofifaratelty ansemlseduemeé@fmwabé GctFaiinPandS(6§lbérigH aritythalighanfe@kkes of

non-aromati ¢ erer [ QUD ar.e rro |, .tetr rof uranyl ,
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i ndol i zi nyl, pht hal a2|n
pteridinyl, mfiﬁtleﬁh?ffbra@k%ma@ SyI It isy mndataioacmaylfor sPidr 2ligh a3up t@m@éﬁ grdizanyl ,

benzot h: Qph.?mydes :tnh%a@gﬁaﬁféalmiegcamf &ngl yl, q?hnafzol inyl,

qui noxal i ny rjdin an uropyridin e foregoi ng groups, as
derived fromt h(aaﬂ‘i9 LTH%%EY"P’F L RYTR, '}/”I'?é? “@e indigaiedn digluges ﬁgﬁ‘?cgched
\aner e such menlop?mhgmrmrbﬁonadimmmgeycma(.rgmu@md:ecr-bvmchgi:mﬂmmehépl e my 15
e pyrr l-y a

moane 12 noi V! ARG, 20Ls R s pintri R InRB0S Maelt B lofRsn 8% | on
of ) (" abovedeﬁfm@bﬂ\(ewmyﬁe@h@e@@mrﬁmldommnldes and other simlar

noi eties, as in r P
and RL7 for eacﬁvhefétng(rdglt@yﬁgxE%Uégta%g\é@u%iseé??%m%% m‘éﬁ:&t‘eﬁ‘ ﬂl,icj[deatg %%‘Ly] Egj\}]e

- (CRIR2) m q‘?ﬁf' iBhve fiing gyleast qpe carbeny-cartg dm | s 2. The phrase

" phar maceut i cal Imemeﬂmalﬂb eseii&ieteﬁrﬁhrﬁless%ehiﬁ@dn&iﬂ&ﬂ McludHd| RSfgRL iy se
s salt c or basic rg’roug_mﬁivxlm chhg}?{é be present in

I ndi cat
t he corr%égun‘:I 5"68%0?1% aromag%lyﬁ{ hmf‘?%‘ﬁ'a' oF e TYEeTh AL asp rGARiE W t
i nvention that dihetdrasilkoxy"nasnatdheeisuaiecsogindvise inditatbd lintiuags -20-wiky @rovgd | ety

of, salts Wit ULR/RC and organic acids. The acids that may 25 be-
us’ed to prepaFee nggérjﬁ’sa%egutlc%ry acceptabl e acid addition salts of such

basi ¢ conpounds &f temgr e to Waremberrdthetemoyniiciors uses hereincindesa dthetwiserindratetis ,

i.e., saltsniRed aoMhfCanRh BRFREOHMERL N g the
hydroch{’orl?je %ﬁrobrom de, hydrg%to |dl)£' rﬁfpt%?%{-a%mngl?ﬁ?op%re El‘ft?gt

phospha %, <26 SPissiet IpMA. & anddhy winersinieagh ketereryalicarai hag Femdelo 1 atorré'yn e,
citrate, ao-lnd sysnarrt rmi@mrﬁalbhétab@cllmmpgﬁmwér@upsbiahﬁé bk lonRIFREPAIE.

succi nat e, nti si na é r‘?gl% onat e, gl ucuronate,

sacchar at e, %rﬁrarbaufamg%t’cr{? % ch Sr afﬂ‘éf'? ave ﬁ% Q'§ Gagrding system. The
heterocyclic groups include benzo-fused ring systems and ring systems substituted with one or
more oxo moieties. An example of a 4 membered heterocyclic group is azetidinyl (derived from

Thus

35 azetidine). An example of a 5 membered heterocyclic group is thiazolyl and an example of a
10 membered heterocyclic group is quinolinyl. Examples of non-aromatic heterocyclic groups
are pyrrolidinyl, tetrahydrofuranyl, tetrahydrothienyl, tetrahydropyranyl, tetrahydrothiopyranyl,
piperidino, morpholino, thiomorpholino, thioxanyl, piperazinyl, azetidinyl, oxetanyl, thietanyi,
homopiperidinyl, oxepanyl, thiepanyl, oxazepinyl, diazepinyt, thiaiepinyi, 1,2,3,6-

40  tetrahydropyridinyl, 2-pyrrolinyl, 3-pyrraliny!, indolinyl, 2H-pyranyl, 4H-pyranyl, dioxanyl, 1,3-



et hanesul f onat e, benzenesul fonate, p-toluenesul fonate and panoate [i.e.,

1, 1- net hyl ene- bi s- (2- hydroxy- 3-napht hoate)] salts. The conp S

present invention that include a basic noiety, such as an a%?ﬁ%cax%&eltﬁ'%
f orm phar @@ 0t/#837 | y acceptable salts with various am no &CTd8)1/41046
addition to the acids nentioned above. 35 Those conpounds of the present
invention that are acidic in nature are- 1gapabl e of formng base salts with
vari ous pharnacol ogi cally acceptabl e cations. Exanples of such salts
include the alkali metal or alkaline earth nmetal salts and, particularly,
the cal cium magnesium sodi um and potassiumsalts of the conpounds of the
present Bnvegictolzom, p@aebimyin dftmmt,icmmalangr GitpBopyRIAYIA IO Stoleh i) Buhﬁdﬂﬁu:ﬁﬁymounds

of the present ntion 0 be subtltutedfor bi 0j. sost er | oups,
that is, grOUE: s‘Moh hémeazgllm ‘lar ‘S5 SPY’-or e?@é’f‘tf'%’ﬁll@ ‘z‘ghe@r@’ rrber 2004
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Sui t abl e exanpl e Hcl ude,
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1996, 96p sznﬁulaz@ynarbénﬁﬂu@ﬁﬁn@ﬁﬁo;mﬁl t.ﬁ@z&menrﬁioﬁzmyThsmﬁQWngfndg;fm he
present invention hav é,'rg&r_,egrl c. centers and therefaore exi st In
di fferent ef%W:JREC 'a’?’f Y1 sﬁ”&?@oﬁ’@dlaéc”ﬂow‘azqiﬂr ?Wﬂnf’?’&ﬁﬁ‘ﬁéﬁ@[i es to

the use of i@hbotipitieny) benzsthiardns, imﬂdoﬁttﬁyl amlr&mmytsq@rﬁoxtalh@l aaReRtdals b the .

present iny, ur t her to a ceutic
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ta'the yse Bgfpy@é,_ 1yl W%Cﬁé%%%@?fﬁ@?ﬁkﬁ%drr es thereof. 15 The subj ect

I nvention al sO I ncludes isot %' ed corrpounds, and the
phar maceut i cal | yThgé¥@pMgbneans giethyl, “Eanapas elbyland ‘A ogensgsetvher eof , which are

i dentical to thasee defisiidnest X ava@rmyl(oRﬂ:zZ) bbﬁd {carert endiciied, ah@aher%ﬂﬁ:apr nore
atons are replaced b 6%? ab?gm hawéﬁ}z tom c MasS_or_ mass _nunb
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i nventign W‘ H—ﬁ'%i sot opes of hydrogen, carbon, nitrogen, oxygen,

phosphorous uorine and chlorine, such as 2H, 3H, 13C, 74C, 15N, 160,
"O, 35S, 18F, aritie3bEse Pfraem?@uﬂcﬁﬂyeacﬁept@impﬁl(ﬂftdSlsofsed mheanpnm%rtﬁhemiseant i on,

prodrugs t hefarh, indids %Ef&ﬁﬁ&b&ﬁi&r&gg%ﬁ:ﬁhﬁ? Plrﬁ%,lnhﬁ ﬂds %le"gaounds

or of said Prodrugs whi ch contain or emen I SO and or ot her
i sot opes o SEREVEHPBrENFE ARG Ohthe Reeset iyentien thetare basipie n@turo Are a@pF:Aeai N

i sot opi cal |of/fohﬂbg?éln@id vafiete SMER4 RISy aRbust éﬁfc%'ﬁ@ '3 ahl@!@i&t "ﬁ@amfi@ﬁaﬁﬁ%ﬂpl e
t hose '#&t r adi oaﬁt ve es suc 4C are incorporated,

are useful bF Hse B §eRAGP ?"“Eﬁ%@?‘?ﬂ%l? eptalie ged ﬂﬂdglf”? F%‘ﬁl"f%’ﬁh Basicspapounts ph i at ed,
i .e., 3H, aredthose ligh-fadh non-@xic acﬁCaddnt&ﬁtsamasl .60 Salt aohithifivy aghlar»haedl@jeanyr ed for

t-h t d | t Furth bst t th
helavi er 1 sapopede Bl Lt & RehBRE, hldebilly, "Bprgpides b piee.

t her apeut i disdtitea Phegpbster agdiphespbater tsmlcgltlm ecetaiet botel calsylathi titrdty;, aclior 30
exanmpl e i n%ﬁésﬁﬂmlen piiht¥Reda®, brdrirde &&%Jﬁg%%a%omgter @%{lﬁlﬁgﬁ%$rfﬁg nd,

hence, Yy r ef erred N Sone Clrcunstances soto
Corrpour%a gwcqna rmuPldcuongte, + pgceharate, formate, benzoate, g!utamate memanesuifonate

ethanesulfonate, benzenesulfonate, p-toluenesulfonate and pamoate {i.e., 1,1-methyiene-bis-(2-

hydroxy-3-naphthoate)] salts. The compounds of the present invention that indude a basic
moiety, such as an amino group, may form pharmaceutically acceptabie salts with various amino
acids, in addition to the acids mentioned above.

35 Those compounds of the present invention that are acidic in nature are capable of
forming base salts with various pharmacologically acceptable cations. Examples of such salts
include the alkali metal or alkaline earth metal salts and, particularly, the calcium, magnesium,
sodium and potassium salts of the compounds of the present invention.

Certain funcfional groups contained within the compounds of the present invention can

40  be substituted for bioisosteric groups, that is, groups which have similar spatial or electronic



invention and prodrugs thereof can generally be prepared by carryi ng out
the procedures disclosed in the Schenmes and/or in the Exanp
" Preparations below, by substituting a readily available iso?o%%%gﬁw§r2004
label | ed r #4Q8182fdbr a non-isotopically |abelled reagent. 3BCThBE/0IMM6ENt | ON
al so enconpasses pharnmaceutical conpositions containing and nmethods of
treating bacterial infections through adeini stering prodrugs of conpounds
of the formula 1. Conpounds of formula 1 having free am no, am do, hydroxy
or carboxylic groups can be converted into prodrugs. Prodrugs include
conmpounds wherein an am no acid residue, or a polypeptide chain of two or

‘nore (e.§., rdqmm,ménfsrte&hé)parérﬂlgf&.lp&mt f&%@@ﬂ:ﬁerﬁ@%l‘ ﬁh{:@@veh%»h?é?éb@!héﬁma‘ ¥ &Rer) Oi ned

t hrough an nd to re y or carboxylic acid
o oup o - 22 ORees SHRE TRt PeRoy A e LI B g nsrck T Bikstriants o
formul a 1. Mrhited derineistiescdedceribed indRabis &t ak|Chae. Bat, 189& 9803147isnTd &d réferehdig 20
natural ly ggrEWeldiNg am no acids comonly designated by three letter
symbol s and al so_i ncl udes 4- hydroxyproline, hydroxylysine, denosine,

i sodenosi ne, 3- mEASPRPANCE af trepresest iDveniion, haye esymaleltivicnrters agdimrmfomrexistibut yr i ¢
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sul fone AddltlonSJp % es ofoéglrodrugs are al so enconpassed Is‘o ‘f’aan ce,

free car boxPPMYF BULLSTIESOREH 96 e GRTRQYATS o &1 PersentfAvaRioN Gind glifiyes teaseakrasd  Fr ee
hydroxy gr ok ph\almad:mt[ﬁaecdmpatmonednwmetﬁ@:ls cmtr@amsntumhﬂsd bmaopbﬂmmh tekdn ted -
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(acyl oxy) metRIacayigaly Sesapiskio saitshsalvaies tead @fqmﬁ &ereo{ wca@ya ldgnrtmjpn taye be an

al kyl est &écxteﬁ)ﬁﬁioﬁﬁtﬂé k You$ fﬂﬁ%lfidﬂt‘%@oﬂé driindte QiRR dr@%p%b@%%étmﬁ%&wh%m ted
to ether, m ne and car boxg acid functionalities ere
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ani nes ofa anmi.des.. sul f onanmi des or phosphonani des.
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compounds or of said prodrugs which contain the aforementioned isotopes andfor other

isotopes of other atoms are within the scope of this invention. Certain jsotopically-labelled

25 compounds of the present invention, for example those into which radioactive isotopes such

as *H and “C are incorporated, are useful in drug andfor substrate tissue distribution assays.

Y Tritiated, i.e., ®H, and carbon-14, i.e., 'C, isotopes are particularly preferred for their ease of
preparation and detectability. Further, substitution with heavier isotopes such as deuterium,

i.e., 2H, can afford certain therapeutic advantages resuiting from greater metabalic stability, for

_30 example increased in vivo halfife or reduced dosage requirements and, hence, may be
preferred in some circumstances. Isotopically labelled compounds of formula 1 of this
invention and prodrugs thereof can generally be prepared by carrying out the procedures
disclosed in the Schemes and/or in the Examples and Preparations below, by substituting a
readily available isofopically labelled reagent for a non-isotopically labelied reagent.

35 This invention also encompasses pharmaceutical compositions containing and methods
of treating bacterial infections through administering prodrugs of compounds of the formula 1.
Compounds of formula 1 having free amino, amido, hydroxy or carboxylic groups can be
converted info prodrugs. Prodrugs include compounds wherein an amino acid residue, or a

-_poiypeptic{e chain of two or more (e.g., two, three or four) amino acid residues is covalently

40  joined through an amide or ester bond to a free amino, hydroxy or carboxylic acid group of



.6 Detailed Description O The Invention General synthetic nethods which may
be referred to for preparing the conpounds of the present

provi ded in Unr ted States patent 5,747,498 (issued My 5, 19%%%%%%@34
States pat & Y417 cation seri al nunber 08/ 953078 (filed OROEEHNINY461997)
WO 98/02434 (published January 22, 1998), WD 98/ 02438 (published January
22, 1998), WD 10 96/40142 (published De@8nber 19, 1996), WD 96/09294
(published March 6, 1996), WD 97/03069 (published January 30, 1997), WO
95119774 (published July 27, 1995) and WO 97/13771 (published April 17,
1997) . Additi onal procedures are referred to in United States patent

appl i cat P oncoREedeS’ Bonugs Bwpniing gcitregduss inelydedtpit are GOUimitetht IBOZI8RrdY 8
(filed Janugdcyming @mird05KHs. wﬁﬂ%nﬁrodégﬂét&gbP%@é‘faﬁeraél;q\baétaﬁﬁ'talsﬂﬁﬂémée@t ons

are incorpor ted erein by referencé 15 in their entiret tain starting
s

material s B yPEdHF Bedlegirrige. isgdsresihedismetayiiistige. “Pb’a"”t P@%@'BBW |l ed

in the art @mdna:mitzmuwnsyattdheitnumnmﬂmBMth Oﬁ@nmt{neb%nﬁﬁrﬁéf a8 CREhoREe t O
nmet hods LIJ' aﬁddm%ntl ose rocedure for

d
ARR BB S i oo, EOUREDRS. 75 oo Grups

preparrng 6 |o oqul naz
Kazni er € aksanpe, deL‘@tM@t amifesJor ali)l. estersy . Freh bydroxd 986ips by bb dervatized ding

Vanagi . T, oA U s ARG, GpSo RGeS,

cat al yzed %@W“&%Wt%@@e@lo@’ca@é@ﬂﬁr e eigflined inHédvncey. qug Deligery KaviewsRd898,i ons
1982, 27, 3#4b1 ﬁT Cﬁﬁi&date%redniﬁs of hydroR¥ Snd &mﬁdﬂmlﬁg%m aiéb%decz %ﬁa?e—eaﬁr%ate

exarrpl es of t i um cat al% zed coupl i of termnal alkynes to aryl

hal i des sed™ tFLdxl %{e egprs and e eeREnR’ hl/ 6% gropEps. SQ%aﬁzéPonS@‘n'W%hr ra
et al.13yrmrdupsias (acyb@ymethl ZAd (atgrom)aﬁyr efhbd WhRrewyAE Iaew gRupRoay R ReLikpr med

usi ng appr t-tut ed/ ect e gs, as descrr bed i n:

Col vi n, %%\F* ?’ li)&Jn%é[[)/Zéllbéz'd%'r? J'"ET H@‘?"i'(q Glt?ﬁﬂ%cmg Finen gipine agg garbeyylier ¢ |

J. C et. &pidfgnctiqpelfies.@nwhere thﬁcyt 98P BB Zmiridaaiiester b, deRribed aboad, ard Gt _
Lett., 33, n.,
9. 1992 7216%% 0%93%% P?b?lt‘ltés Oméﬁfgeal'g-gﬁ&hbec@lul N;e’dl %Thggélg%%g]%sﬁamg?s

Nar shal |, §a0 glsobe. deﬁ‘t’ahz‘?ﬂ ascidesoidlionamiges orihosphogaidesd F30f tide prodrug

Al t er napi Verdojetibe ey Mbrporbis \Rkiss RMdi btlﬂrn%P@ﬁ g &rIFU

First, the a dr[tr on ortP the I1thi ump%nr on of € tg)gm?rrédr‘rme? ﬁﬁ‘f x?'fc acetyl ene
to an appro E substituted/ protected al dehyde as in: Nakatani, K et
al . Tetrahedron 49, 9, 1993, 1901. Subsequent deprotection by base may
then be used to isolate the intermediate termnal al kyne as in Ml acri a,
M ; Tetrahedron, 33, 1977, 2813; or Wite, J. D. et. at. Tet. Lett., 31, 1,
35 1990, 59. Starting materials, the synthesis of which is not specifically
descri bed above, are either comercially available or can be prepared

usi ng nmet hods well known to those of skill in the art. |In each of the
reactions discussed or illustrated in the Schenmes above, pressure is not
critical unless otherw se indicated. Pressures from about 0.5 atnospheres
t'0 about 5 22 Decenber 2004 WO 01/98277 PCT/IBO /01046 -23 5 atnospheres
are general 'y acceptabl e, and anbi ent pressure, i.e., about | atnosphere,
is preferred as a matter of convenience. Wth reference to Scheme 1 above,
t he conpound of fornula | may be prepared by




.coupling the conmpound of formula D wherein R4 and R5 are defined above,
with an amne of formula E wherein R, R3 and R11 are as deti i n
an anhydrous solvent, in particular a 10 sol vent sel ected fr%rtnlb%(l%/leﬁ'B@rvf@04
(N, N-di mret W 16828 de), DVE (et hyl ene gl ycol dinethyl ethéQT/IBCDER6 -

(di chl oroet hane) and t-butanol, and phenol, or a m xture of the foregoing
solvents, a tenperature within the range of about 50-150C for a period
ranging from 1l hour to 48 hours. The heteroarytoxyanilines of fornula E
may be prepared by nethods known to those skilled in the art, such as,
reduction of the corresponding nitro internedi ates. Reduction of aromatic
15 nitrosgroups may be performed by geHBESE€s outlined in Brown, R K,

Nel son, N. A J. Og. Chem 1954, p. 5149; Yuste, R, Saldana, M Wills,
F., Tet. Lett. 1982, 23, 2, p. 147; or in WO 96109294, referred to above.
Appropriate heteroaryl oxy ni {J obenzene derivatives may Ae prepar ed from
hal o nitrobenzene pPacursorsiby nucl eophilic %‘Spl acerret of the halide
with an appropriate gdescribed in Drhspore, £ J. et. at.,
Bioorg. Med. Chem Lftt. N7, 10£ 20 1997, 1345; ny ANNH al ., Synth.
Commun., 20, 18, 199 2855; or Brwre-e—bB- J.| Letf{, 25, 32, 1984,
3383. Conpounds of fQ Bn which R is a Gl;Cozal kyl=group may be
prepared by reductiRg am nat of the parent gditine MNth RICH O . The
conpound of formula D rrayAbe prepared by treE?i ng g conpound of fornula C,
wherein Z'- is an activating group, such as brono, 1odo, -N2, or -OIf
(which is -OSQ2CF3), or the precursor of an activatipg group such 25 as
NO2, NH2 or OH, w th a coupling partner, such as a tprmnal alkyne,
terminal al kene, vinyl halide, vinyl stannane, viny{borane, alkyl borane,
or an al kyl or al kenyl zinc reagent. The conpound formula C can be
prepared by treating a conmpoungjof fornula B wi%h a chi@tinating reagent
such as POCI3, SOCI2m@t CIC(OC(OCI/DVF in aAal ogenat ¢d sol vent at a
tenperature ranging L.60C to 150C for ryperied ngi ng from about
2 to 24 hours. Conpoun 0 Tddnul a B may be par ed fi¥om a conpound of
formula A wherein Z' iH : NH;, Cl- C6 al koxy or
OH, according to one or 5119774, referred
to above. Any corrpouEg of formMila 1 can be co erte&) t'o anot her conpound
of formula 1 by standard bhnipulations to the R4 ghoup. These net hods are
known to those skilled in the art 35 and include a) renoval of a
protecting group by nethodg outlined in T. W Geene and PP.G M Wits,
"Protective Groups in Orgarlic Synthesis" @econd Edition, John WIley and
Sons, New York, 1991; b) displaceneptg{ a | eaving group (halide,

nmesyl ate, tosylate, etc) wijth a primg dr secondary am ne, thiol or

al cohol to forma secondary @l tertilia dmilne, thioether or ether,
respectively; c) treatnent |of " phg K supstituted phenyl) carbanmates
with prinary of 40 secondarly amipes to f{fRm){he corresponding areas as in
Thavonekham B et at. Synthesis 22 Decenber 2004 WD 01/98277
PCT/ 1 BO /01046 -24 5 (1997)‘, 10, p1189; d) reduction of propargyl or

honopr opar gyl al cohol s or IN- BOC protgOREd prinmary amnes to the

corresponding E-allylic or E-homoalty¥i.c derivatives by treatnent with
sodi um bi s(2- met hoxyet hoxy) al um n
\

dride (Red Al) as in Denmark, S. E.;
Jones, T. K J. Og. Cher‘rR1 1982 4595- 4597 or van Benthem R A T.
M; Mchels, J. J.; Speckanp,

S nl‘stt (1994), 368-370; e) reduction
B p !

of alkynes to the corR&spondi ng Z- al kek
: N
J
N 1




.10 derivatives by treatnent hydrogen gas and a Pd catal yst as in Tonmassy,
B. et. W Synth. Commun. (1998), 28, pl201 f) treatnent of phiyaR érYtb 04
secondary amnes with an isocyanate, acid chloride (or other activa

car boxyl i cWEHIP8Yar i vative), alkyl/aryl chioroformte or snmf/mﬁydﬂwm_
chloride to provide the correspondi ng urea, am de, carbanmate or

sul fonam de; g) reductive amnation of2& prinmary or secondary am ne using
R CHO; and h) treatnent of alcohols with an 15 isocyanate, acid chloride
(-or other activated carboxylic acid derivative), alkyl/aryl chloroformte
or sulfonyl chloride to provide the correspondi ng carbamate, ester,
carbonat@ or sul fonic aci d @smmnﬁh@t.mmmdenmm the present invention

TRy | have asynmgbicg oG loomedhA ey bhAR SRR fr il % GholBus of
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of different sal ts wth various 1norganic organi ¢ acl such
sal ts nust 39e200phaldeesrinopalent; aae e@mt apnlieatiprsy are dheprmoreted aewemrbytrefeaancem s,

itlis ofg enm d@ﬁ leﬁtaéﬁr e Ceftdh S8 msfénéléJmay Bé lefdrby a&e’éﬁalnatt@ n’iéﬂ%d& eaRyRd of

formila 1 f [%g rg}actlon m xture as armaceutically 30 unaccept abl e

salt and t ‘ﬁe§ IR, e SFhAad f’e'fai‘fbswg‘ﬁttcéwdﬁﬁ%ﬁﬁnﬁ Bay R denecccodse i mathednd by
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ase to a A:] abl.e.ac acid addition

salts of t rﬁyvﬁ’%g@%%{}r?ﬁ%@hj&s“ Rggﬁﬁm%aki ri\a/]Er?F?r a‘LéP g&%hﬁw ﬂ)?aépg?& Phy

treating t%86hEgiadgomsblipel bprohic acid wosrlisgst draldescribetiini Mighwrat Navansdi, Tf the

chosen o neyiadig, K. S0 Wk, G\@Bﬁ i 2 %%"e%éﬁaé chgklzége %e&lncgtg)hrlég?s g‘re35

sui tabl e organlc sol vent, such as f hanol "or et han on'c
evapor at i 0¥ Heglf §hcthOrganioReagtians 1982, §6I 34§ o5 fabri etsaly Ga@m GhephtResned.

The desi r edogs;ize, ZaFtr &@mpds $OHE HaR4dRA] éﬁté@%&%uﬂhﬁ@bﬂtenﬁiﬁél%mas & afne free
base in ango annl C oI vent ppropri ate m ner al

yad to the solution an a
or organi coacrace Y. etcﬁ’ oUed ?58 a3 A5 3130 phdenogesira &t-dil-Synepiat ur e
are capabl 69861, 7ot m n'gsnblaaie aligfle sarttesisv thy vBe | peforpbar gasd| Qﬂi&p&b{e
accept all e f | t nc e, the 22 Dec 004 WO
01/ 98232? sy ﬁ”%@? °6é:°>ée§??d e e fd%g‘{ﬁbe"a’”t g?“"Brééﬁk‘éﬁ‘ rﬁe%?’a fihsal t s
and parti cUras! by1977f89@iletinh Brel. Bot Qs Coem.s4l, 18, 1%ﬁdm$kesal RsetadleTeal |
:,pr epar ed bzetcosmvmmg@ﬁahst@mnsoaea? J, JI#L% %B@’Eh%ﬁa' FB@:@G@ d"%ﬁ? 7245 %Ed as

T agents tg @repar gpar maceut | cal acceptab ase ‘'sal t's” of
i nvention ar ¥ -K9€E cWﬁ'i“c APt M- @Qﬁx?"d‘ﬂ%ﬁ@é & & elsali. 10t Ghemadi2d 3,
conpounds aé97 e313ul a 1. Such non-toxic base salts include those derived

fromsugh phar oI | tabl e-cations as sodi um potassium 10
cal ci ulr%ﬁand nag gr? %FEX '1%‘&5%5 way b Prepgied 8% Iy sieP Brassaied Fisst theeat i ng
t he correspdﬂi@nngf tiumhdmm GDivp 0 oh CBVISV (rimethlsiBU @BdtderRO lteit &rD Nappripliatepi Ng t he
desired PhaiyXRERlARIdRL oAt AP Nakatan, K. et. al. Tetrahedron, 49, 9, 1953, 1901,

- Subseguent deprotection by base may then be used to isolate the intermediate terminal

alkyne as in Malacria, M.; Tetrahedron, 33, 1977, 2813; or White, J. D. et. al. Tet. Lett., 31, 1,
35 1990, 59.

Starting materials, the synthesis of which is not specifically described above, are either
commercially available or can be prepared using methods well known to those of skilf in the art.
In each of the reactions discussed or fllustrated in the Schemes above, pressure is nof

critical unless otherwise indicated. Pressures from about 0.5 atmospheres to about 5



cations, and then evaporating the resulting solution to dryness, preferably
under reduced pressure. Alternatively, they may al so be prepart hotd Ng
| ower al kanolic solutions of the acidic conpounds and the dggF&%ﬁméfpégﬁi]
netal al koxwdeidsaget her, and then evaporating the 15 resultipag/is®gibicon to
dryness in the same manner as before. In either case, stoichionetric
quantities of reagents are preferably epgloyed in order to ensure

conpl eteness of reaction and nmaxi numyields of the desired final product.
Since a single compound of the present invention nmay include nore than one
-acidic or basic noieties, the conpounds of the present invention nmay
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descri bed preV| ously in '. Schrang at. Anal : Biochem 211
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7 95/19774, referred to above, .
Any compound of formula 1 can be converied into another compound of formula 1 by
standard manipulations to the R* group. These methods are known to those skilled in the art
35 and include &) removal of a protecting group by methads outiined in T. W. Greene and P.G.M.
Wauts, “Protective Graups in Organic Synthesis”, Second Edition, John Wiley and Sons, New
York, 1991; b) displacement of a leaving group (halide, mesylate, tosylate, etc) with a primary or
secondary amine, thiol or alcohol to form a secondary or tertiary amine, thicether or ether,
respectively; ¢) treatment of phenyl (or substituted phenyl) carbamates with primary of
40  secondary amines to form the comresponding ureas as in Thavonekham, B et. al. Synthesis
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equivalent amount of the chosen mineral or organic acid in an ‘aqueous solvent medium or in a

35 suitable organic solvent, such as methano! or ethanol. Upon careful evaporation of the solvent,
the desired solid salt is readily obtained. The desired acid salt can also be precipitated from a
solution of the free base in an organic solvent by adding to the solution an appropriate mineral or
organic acid.

‘Those compounds of formuta 1 that are acidic in nature are capable of forming base

40  salts with various phammacologically acceptable cations. Examples of such salts inciude the
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35 signalling of the erbB tyrosine kinases are involved. In addition, the cornpounds of the present
invention may have therapeutic utility in inflammatory, angiogenic and immunologic disorders
invalving both identified and as yet unidentified tyrosine kinases that are inhibited by the
compounds of the present invention.

The in vitro activity of the compounds of formula 1 may be determined by the following
40 procedure
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The activity of the compounds of formuta 1, in vivo, an be determine by the amount
of inhibition of tumor growth by a test compound relétive to a control. The tumor growth
inhibitory effects of various compounds are measured according to the method of Corbett

35 T.H. et al, “Tumor induction Relationships in Development of Transplantable Cancers of the
Colon in Mice for Chemotherapy Assays, with a Note on Carcinogen Structure”, Cancer Res.,
35, 2434-2439 (1975) and Corbett T.H., et al., “A Mouse Colon-tumor Model for Experimental
Therapy®, Cancer Chemother. Rep. (Part 2", 5, 169-186 (1975), with slight modifications.
Tumors are induced in the left flank by subcutaneous (sc) injection of 1-5 million log phase
40  cultured tumor celis (murine FRE-ErbB2 cells or human SK-OV3 ovarian carcinoma celis)
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( ) The active compound may be appiied as a sole therapy or may involve one or more

other anti-tumour substances, for example those selected from, for example, mitotic inhibitors,

_ for example vinblasting; alkylatirig agents, for example cis-platin, carbopiatin and
35 cyclophosphamide; anti-metabolites, for example S5-fluorouraci, cytosine arabinoside and
hydroxyurea, or, for example, one of the preferred anti-metabolites disclosed in European Patent
Application No. 239362 such as N-{5-[N-(3,4-dihydro-2-methyl-4-oxoquinazolin-6-yimethyl)-N-
methylamino]-2-thenoyl)-L-glutarnic  acid; growth factor inhibitors; cell cycle inhibitors;

~ intercalating antibiofics, for example adriamycin and bleomycin; enzymes, for exampie

.40  interferon; and anti-hormones, for exampl_e anti-estrogens such as Nolvadex™ (tamoxifen) ar, for



lrms (MF): 294.0, 296.0, 298.1. 2-Chloro-N(3-{4-[3-nethyl-4- (pyridin 3

yl oxy) - phenyl am no] - qui nazol i n-6-yt}- prop-2-ynyl)-acetam dej J’I& %HF%O(?AI
2-Chl-oro-N-[ 3- (4-chl oro-qui nazolin-6-yl)-prop-2-ynyl]- acet am ?‘

3.05 mol) QU8R2Rkt hyl - 4- (pyri di n- 3- yi-oxy) - phenyi ani ne (0. BCTGBOAI0E 25
mml) in tBuOH/ DCE (5.0 / 5.0 nL) was refluxed under nitrogen for 40

m nutes and concentrated. The residue s dissolved in MeOH (2.0 nL) and
added to EtQAc with wvigorous stirring to precipitate the HCl salt product
as tan solid which was collected by vacuumfiltration, rinsed with EtOAc,
and further dried to give 1.24 g (82% of 2-Chloro-N(3-

{4-] 3- rTFE hy Exatrplepyntiiaddrogeds ylohey Casburi (ardy.ﬁrtb]-3~(4-ﬁuoropheny!suiphorgi)—22~h7ydroxy—2-3H)
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8.75 (s, | H; Nﬁ%ﬁamé%ﬁél é@l%ogmor{vmapogr Qxaniy@tﬂ%elﬁ'asfo% suitable for oral
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J=3.2Hz), ﬁl!@ﬁts(sﬂchhhs uﬁter,éména,*d&)pyleﬁe Scol, élyc%énn or dombirBidas (Hidtebt. ﬁ73 0| 475. 0,

476.0. Mt hod EMe@éQ& fepsrepanng va%og's pl?arr'r\%ceuhcal_ éo_mproéit%ng w‘r?)ﬂ; ats?:ec:tﬁc aen?ount %m no -

active compound are known, or will be apparent, to those skilled in this art. For examples, see

7 Remington's Pharmageutical Sciences, Mack Publishing Company, Easter, Pa., 15th Edition

'35 (1975).

The examples and preparations provided below further illustrate and exemplify the
compounds of the present invention and methods of preparing such compounds. It is to be
understood that the scope of the present invention is not limited in any way by the scope of the

foliowing examples and preparations. In fhe following examples molecules with a single chiral

40 center, unless otherwise noted, exist as a racemic mixture. Those molecules with two or

m Xt ure




-q uinazolin-6-yl}-prop-2-en-1-ol (5) 25 3-{4-[3-Methyl-4-(pyridin-3-yloxy)-
phenyf am no] - qui nazol i n-6-yl }-prop-2-en-1-ol. To a solution

(1.47 mol ) of 3-{4[3-nethyl-4-(pyridin-3-yloxy)-phenyl am nof?be@erﬁﬁerﬂ)m
qui nazol i n¥R034827Throp 2-yn-1-ol (prepared by Method B) in BCHIBO1EGY
tetrahydrofuran at 0 C was added 0.73 nL of a 65% wei ght tol uene sol ution
of sodi um bis(2-nethoxyet hoxy)al um num2Bydride (Red Al, 2.35 mol) in 1
m. of THE. The reaction was stirred at roomtenperature for 3 30 hours.
Upon recooling to OC an additional 0.73 nL of the Red-Al solution in 1 nL
of THE was added. After stirring for 1 hour at roomtenperature, the

m xture Wasmgerithleeeniars, niesreothemisswiotd, exdalist icomcearfic hiRlireqefeliastergmieds si um
carbonate a C Le

i od over  ohdE EhaBEBY bR itay NEaRlR oy Hafal (R0 o Bopd J6k8
Chromat ograffhy on 90 g silica gel, eluting with 96: 4: 0 1 chl oroforrﬂ

et hanol | concennaiee(h o3 oA mmRHI UdEb e aEkpEdR A 348 nfle 4, 11|

d. 1H NMR
E(r)n”p(i;m - 8@ gmeréfond%%ase%un%s Ot?éylsellﬁdmilj}d apew% j’heccgunynu isa)
6. 77 (dj0J) ZORBAXTMRXCI} poianwmémac@red@r%le(mnacuaraa&@omdéaamé&% {n 2),
22 ohel i o) AR dlmeltr. TSI are HA o a lerPackerds300 Skiam o spmsient v

01/ 98277 PGDM?ISU&@MO&GS%I@QHFE 100 percent ammonium acetate / acetic acid buffer (0.2 M) to

[ 3- Met hyl - 4rgomefderd &e@nﬁﬁlé)&é) 16 RGN '#hgcf(,r%%rg%egrbgécgsisll%vf rggycl w&h qui néz

olin-4-yl] - amne suspension o
3-(4-[3- neth.ezp.e(llapﬁoalmlg f9r §-Bamiputps and then 100 percent buffer solution for 3 minutes.

phenyi am norhequww@\telrfpnsqmmx}fsgrcggs-tgmggﬂmmhtel n 0.5 nL of nethyl ene
chl ori de and QL et hyl ene di chloride was added | nlL of thionyl
adt§ @HC’“O\%%

chloride. The r SYFERIEE RNEtPraRIRtioTsorEr means AthhN T esag Roavlt s wer e

evapor at ed “Me” peansingbthyl, fﬁ'{:(ﬁ@:” ohiETORCDREHRe BWYacsiste MRS th8and thtrahyiirdiOran,

met hyl - 4- ( ke - phenyl]-amne [MS: M+ 403. 1] which was
di ssol ved P%'E %&egnyd used directly in the next reaction- To the solution

of [ 6-(3-chl or o-Mstheth Aty Byathesia aeh| [Biethyi-t] pyridin-Japbin}iphényi]-(6-piperidin-4-
(pyri digy 3yydeiyl-glR8d%hhBEnife added 0.10 nL of norpholine and 0. 044
m. of trié y?{?ﬂ - was heated at 85 C for 16 hours, cool ed
to room tenpera '@hl%ﬂﬂ“'"ﬁﬁﬂ'{"rﬁ‘ﬂeﬁgwlwpm “Hovbexylie agisl wdﬂn&dlaatar
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W th ethyl RSt anics were drie eva ratedto
yield 57 °ﬁ*° ?"@H"a%‘-’ '"erﬁ 3%38065&'" k dﬁfﬂ‘PfOP'P%”whewlpaoamﬂewai&éF umiiep
plate, el l(ﬂ g MStmm@Bc@p&(llnoduhb w@m@c Uctmh{aarmhbmp@ g,h?;%gmml um
hydr oxigie t, :39& arols gf Qva .11.e conmpoun é 13 5 8.71
(s, 1),78.33 *?’ @ g’%? m “"‘7‘ H%"g%mpeﬁ't%'@ “”?%f nitrpgen for ZBoursy 1) |
7.20 (m 1)°‘ﬁer6°°9£lef(tfaﬁ°ﬂ¢]ﬂlﬁ FBSICFUeI—waS gissohved @8 CHgll, (108 i, Badtied uﬁi)’a,aqﬁedl;ﬁ (m
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phenyl ami n 1°Wal?f' ng'f@ﬁt‘ﬁ“ By7$cR-981 qajumn using 28 RI@AC i h)zxanEaﬁ@d{ewfi {589 (¥#Qr o- 4
-(6-m et hybﬂﬁyhﬂedd:on@mﬁ'rcyés a Q?éb(;) yelmyirﬁnm%oﬁ%'a P:?szgf Qg?g§9 S17sm oo

al Iyl ) I ut est er
wei ght X g@ﬂa%? %’0{ t%ﬁ'%% m, JiihAR00T 322 (3Bt xghiar 8idditt).hydr i de
(Red Al, 2492(dmﬂ) B-26Kd, 98), 9100 ¢4, 1Het r ahydrof uran at 0C was added 5.0 g of

(3-{4- [ 3 chl or OIﬁM&tﬁyl@{pDXéhn@yloxy) heny[]-(L-prp%)xdm-‘i-ylethynyl-qumazolm-4-yl)
amine: 4-(4-Chioro-quinazolin-6-ylethynyl)-piperidine-1-carboxylic acid tert-butyl ester (80
) mg, 0.21 mmol) and 3-Methyl-4-(pyridin-3-yloxy)-phenylamine (43 mg, 0.21 mmol) were
'_35 mixed together in tert-butano! (1 mL) and dichloroethane (1 mL) and heated in a sealed vial at
80°C for 20 minutes. The reaction was cooled down and HCI (gas) was bubbled through for 5

minutes. EtOAC was then added whereupon yellow precipitation occurred. The precipitate

was collected and dried to afford the desired product [3-Methyl-4-(pyridin-3-yloxy)-phenylj-(6-

' piperidin-4-yl_ethynyi-quinazolin—ﬂ-yl)—amine as a yellow solid (96 mg, 95%). .‘H NMR (CDCL,) 5

“ 40 2.01 7( (m,: 2H). 2.22(m gH).‘z.as(s, 3H). 3.20 (m, 2H), 3.45(m, 2H), 7.28 (d, 1H, J= 8.7Hz),



.phenyi am no] - qui nazol i n-6-yl }-prop-2-ynyl)carbamc acid tert-butyl ester
as a solid. The reaction was stirred at OC for 2 hours, queps %ﬁe érrr?bdbq%
agueous potassi um carbonate and extracted with ethyl acetate. e | ned
organi cs WwW@OHP82@H and evaporated. The crude 30 material WRSTHEBAfIHSA on
115 g of silica gel, eluting with 80% ethyl acetate/ hexanes to afford
4.42 g of E-(3- {4[3 chl or o- 4- ( 6- -30-

met hyl - pyri di n- 3-yl oxy) - phenyl am no] - qui nazol in-6-yl}-allyl)- carbamc acid
tert-butyl ester. "HNWR ( CDCI3): 8 8.66 (s, 1), 824 (m 1), 8.03 (m 2),
7.77- 7.65 (m 3), 7.13 (m 2), 6.97 (d, J = 6.7 Hz, 1), 6.54 (d, 1), 6.35
(m 1), & 97(%(dd13H, JB=80, Lme.74)z), 8.05.(BR J(=8.7)3§.10 (ddAB=(25 8%)Hz)3B17 (m, 1 H),

E-16; (3-am god ‘?Hej‘é’bhﬁf)q&'ts@%zﬁlr{])'_g (5,1 %@MS 1, 45
3

‘ami ne. To a sol ution of

yi ]-13-chl oro- en
ynethyh4-(pyridin-3-yloxy)-

4.42 g of E-(3- { J'thﬁ‘-’tlsrmp y|2: Prorﬂ'lﬁa
phenyl am nobhemijidna L',_n,a@oﬁﬂ.b - g@{g,,gde |d tert- butyl ester in 21
T ochlorjc acid,

mL of tetrayro&g}r%? ) o) %/’B The

m xture was heat E4MEr© +8 °?'?‘l'ﬂﬁ‘fz§““ SyBorr v aeiavidener a%GP'@“’eNTd

bSZ i 1; i edOV\nhbimpélzg,%IaqetemldS (amtngsmmmmlaa.hmaud @0-5“@05@“1@0%?4@5@hb Or dgl,)Was

added to t | p e,s

il tered 22 ERuieRied il g Bisolioh e BoF ek O D has o805 cPahl e 1

yield 2. 98 yaghdded 0.04 equivalents of coppertodlde (22 mg) and Pd{PPh;},Cl, (82 mg). The reaction :

E-[6-(3-am | t

py£| dl( n- 3- y?gi%r%gﬁégﬁé%r? ?%Hmnﬁget&’rle LFlldé*'l\ﬁ)(/ll-]{‘tr %ieé %ﬁj@%@’% geg%gﬁ Q% 1115) gh§3 (m

1), 8.26 (nfolvent wastheyremeyed) i vaguogand tig reil)iue qisspiveq jq CHYCL,. 7ng@sqmpn %ps 6.67

(N-m( 32% 41?34ﬁar(sf&rec2)o a %eﬁ’a?at&r? furibost arg washed rvrth 1x saturated NH,C, ]bnne dried over 6o vl
ro- 4- in ox enyl am nQ] - qui nazol 1 n
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chl ori de we : o) .

6 ( 5 am CROBIELE S tultedl BB BRp 300y LEREdY Yot Sutngd gy ot whie

pyri di n- 3- y$cw§tf/$54pueﬁﬁ%)] *mnmmmmmaz mwamzmss)auhomam $I2IHz)a?t91l:00m

t enperaggr ht » =lda_\p ate N

chr omat%gr g{oﬂgg on gl ?ceaé]ﬂzeglésggmu?'}n 8 zﬁ%ﬂ)gg‘s ahol )b%ﬁ)&g'f mto

afford 106 'Wgﬁ%)ﬁ%ﬂta%ﬁ %drpound: np 254 15 256C;, 1H NMR (d6 DMSO): 5

9. 88 1), 8. . i 4 « . 83
0, 7(§1(d) 83 &Bcﬁlsso ﬂ)(?gﬁg%tﬂﬁu-(%rdﬁs%i&wbheﬁylaﬂ t?_lﬁ:[u(u'fgzo% oyif: 93 (((an ]

=16.2 Hz, 1B™P%: V&!@‘)'a‘(‘%ﬁ"“ g PS"‘%‘ ] Pﬁz %&’Or%pr{é-&h[ﬁw"@so'n@rmﬁmyﬂ-

rEgI i di neI Iaceanimaxgbog amsdnrﬂcr)]lﬂancﬁtl-}mtrbl-i fp@ndm-a-yloxy)iphenyéamme (©. bﬁ S, ) g
met aan n azolin a am e

(8): 20°To rﬁ%éi i rre§ ut%gﬁl gﬁ B9 [ {"’fﬁdS_”L” 03098? @y43 minutés end

[ 6- (3- anmi noopeaspated| )'lhquemommdrésolvyu Jin MO {Zhy Imld 8- m&dnyd ERAd With- 3

vl -

i ohl o1 omor g G RIBRAE I RGP QbR 3o B R hich hes! ol by

fol | owed byaceHsfition g WihdFOAe, and Susthen dried tagivel §29 gu(82% Dof 2AChloTwadiE(p- of

4- chl or Ophe{ayj meﬁh@bﬁfdwa%@)-bﬁénﬁarﬂho}-q@fnaiUhE aﬁ)fé)S h%%ceam@ﬁf eacfj on was

stirred, 30 tes and eva orat ed under- reduce pressure e residue

was di s¥bl ‘F\Dé’ohﬁ 267 ﬂl%t“rﬁﬂ (sstil)i 538 Ge2thnd.07 13 “‘ﬁ-L'i' $0(ra 2HNTeA0) (dof

(S)-(+)-2-(mpth 158 pymy, 9.5 ¢hi, AR), 8\68 eglen t g,/gfva
stirred for(hﬁ Jgﬁ?gt r(gom)terrpgjr at)ure %pl'?emr eac?’?gw \-fah? %3@2 *19) to
10% pot assi c

onate and extracted wth ethyl acetate. The organic
- layer was washedidieneCaByathesis ofi2tbimettyRnigiiN-(8X4-famithiyid-(pyridin-3-yioxy)-

phenylamino]-quinazelin-6-yl}-prop-2-ynyl)-acetamide (3):

. 35 , 2-Dimethylamino-N-(3-{4-[3—methyl-4-(pyridin-3-yloxy)-phenylamino]-quinazolin-
6-yl}-prop-2-ynyl)-acetamide: To a solution of 2-Chloro-N-(3-{4-[3-methyi-4-(pyridin-3-
yloxy)-phenytamino}-quinazolin-6-yl}-prop-2-ynyl)-acetamide (99 mg, 0.20 mmot) in MeOH (5
mL) was added a solution dimethylamine in THF (2 mL, 4.0 mmol). The resulting solution was

 refluxed under nitrogen for 1 hour. After concentration, the residue was further dried,
40 dissqlved in MeOH (1.0 mL), and treated with HC! gas for 3 minutes. The resulting solution




brine. The organic | ayer was dried over sodiumsulfate and reduced to yield
the crude 30 material. This material was purified over 90 g ?ﬁD%icéﬂ'nEér
using 96:4:0.1 chlorof orm net hanol : ammoni um hydroxi de as eluent to yield

75 mg (0. lvgwmig)y7of the title conpound. 1HNVR (d6 DVBO): péoribeddidss, 1),
8.56 (s, 2), 8.21 (d, 1), 7.95 (d, 1), 7.80 (d, 1), 7.50 (d, 1), 725 (m
2), 7.01 (d, 1), 6.63 (d. 1), 6.53.(m 4, 3.95 (m 2), 3.40 (dd, 1), 3.28
(s, 3), 2.49 (s, 3), 2.24 (s, 3),1.85 (m 4). 35 Method is E

2- Hydr oxy- N- (3- (4-3-net hyl -4-{6-met hyl - pyri din-3 vyl oxy)

phenyl am no] - qui nazol in-6-yl)-allyl) -isobutyramde (9): To a solution of

0.170 g €0.42 éHEQd Yo @tbAEx«[ltﬁvﬁgro@énstfﬂfﬂa t0h %ﬁéﬂ: iheol?@rk%ﬁg ct@ﬁ lybﬂd;rﬁsohd

met hyl - 4- ( 6- et di n- 3-'yl oxy} eny -am ne according to
net hod G m@wmﬁ‘?/ clesh Qymaeflwﬂwa%@n@&d Wi l@%&é\%ﬁﬂ'd he5dmed(t®9w1%9) of
triethylam ey alm@md:owo@nﬂ@f ﬁ?ﬂﬁ@@i@a@b)gQ% (s, 0, Blde98 26H) PGSF{ ﬁ@14691046

-34 5 sol ut (9 - acet oxyl sobuty or| dein 1 nL
of d ichi cr{ﬁnﬂp a%768 lﬁi) 772 g’émtfr&&% T4 7 %r@dﬁ'éta %dF’OT")()iB PoGr 1HTRdS
m xture was(dquemcdmc{dwmmes(drm)va me(sadnh&me 104); Mse%aw ;wss'lwm car bonate.

The aquegus Iayel,5It
organi cs were washe a etk ,
The crude pEnppms el uting W|th

96: 4: 0.1 chl or Ofﬂ(attldl[a-ﬁﬁﬁ@-lﬂ mbu&P?,ﬁlqﬁ% w&gﬁﬁg%hﬂf‘o {RiE ey

2-acet oxy-N-(3-{4- met hyl - §|6
phenyl am no °E1'GTYH& 31"?%“36 “upeay |rplp<t}1:e| %bd@%ﬁﬁ%ﬁ&”@@ﬂtﬁw@mﬁbﬂh s

material i rph@nﬂﬂmnﬁ]—qmﬁﬁidn@e@l}-pm ﬁn?l?é’ér@éi'mé”é&m\?ﬁéhywle&l@r f}'p $8 8/id Ghm@f 41 o

3. 02 | f t t . 0 t | ut

(3 0 T BB DI SRR ol il et T B e s o
]the r esi duenyags tpmfetdlett Bmmemireh@huvﬁ!:ha smrmw@caebned%@nﬁxfﬁgvmuuﬂin@emeﬂms 15
ayer was e or conbi ani cs, were
washed o 10 rd sttt 66 Masobgu M ARBHTr A R &8s tupett Feroh 100
nmg of the tsolutian ardrﬁj@ﬁﬂdesgﬂlﬂg’@ precipithioR of the @kﬁﬁ))proc&c@ THe ttis porﬁ;)o,un& (&0 (s,
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‘The organic extracts were dried over sodium sulfate, filtered and evaporated to give 650 mg.
Chromatography on 90 g silica gel, eluting with 96:4:0.1 chloroform/methanaliconcentrated
35 ammonium hydroxide afforded 268 mg of the title compound. *H NMR (d; DMSO): 6§ 9.79 (s,
1), 8.57 {m, 2), 8.35 (m, 2}, 8.01 (m, 1),-7.80 (m, 3), 741 (m, 1}, 7.29 (m, 1), 7.07 (d, = 8.7
Hz, 1), 8.77 (d, J = 16.2 Hz, 1), .67 (m, 1), 5.04 (t, J = 5.6 Hz, 1), 4.23 (m, 2), 2.23 (s, 3).
7 ' Method F: Synthesis of [3-Methyl-4-(pyridin-3-yioxy}-pheny{]-{6-(3-morpholin-4-
yl-propeny!)-qumazo!ln-4-yl}-am:ne (6):
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20 3.79(m, 4), 3.26(m, 2), 2.63 (m, 4), 2.25 (s, 3).

Method G: Synthesis of E-N-(3{4-[3-Chloro-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-8-yl}-allyl)-acetamide (7):

E-(3-{4-[3-chIoro-4—-(6-methyl-pyridin-s-yloxy)-phenylamino]-quinazoiin-&-yl}-
allyl)-carbamic acid tert-butyl ester: To a solution of 7.53 mL of a 65% weight toluene

25  solution of sodium bis(2-methoxyethoxy)aluminum hydride (Red-Al, 24.2 mmol} in 90 mL of
tetrahydrofuran at 0°C was added_ 5.0 g of (3-{4-[3-chloro4-(6-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yl}-prop-2-ynyl}-carbamic acid leri-butyl ester as a solid. The
reaction was stirred at 0°C for 2 hours, quenched with 10% aqueous potassium carbonate and
extracted with ethyl acetate. The combined organics were dried and evaporated. The crude

30  material was purified on 115 g of silica gel, ellrting with 80% ethyl acetate/ hexanes to afford
442 g of E-(3-{4-[3-chioro-4-(6-methyi-pyridin—3—yloxy)-pheny!amino]-quinazo]_in-ﬁ-yl}-allyl)—
carbamic acid tert-butyl ester. *H NMR (CDCL,): & 8.66 (s, 1), 8.24 (m, 1), 8.03 (m, 2), 7.77-
7.65 (m, 3), 7.18 (m, 2), 6.97 (d, J = 8.7 Hz, 1), 6.54 {d, 1), 6.35 (m, 1), 4.8 (m, 1), 3.90 (m, 2),

. 252(s,3),1.46 (s, 9).

35 E-[G-(S-amino-propenyl)-quinazo!in-4-yl]-[3-chIoro-4-(6-methyl-pyridin-3-YIOXY)'
phenylj-amine. To a solution of 4.42 g of E-(3-{4-[3-chloro-4-{6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-yl}-allyl)-carbamic acid tert-buty! ester in 21 mL of tetrahydrofuran
was added 21 mL of 2 N hydrochioric acid. The mixture was heated at 60°C for 2 hours,
cooled fo room temperature and basified with 10% aqueous potassium carbonate. Methylene

40  chloride was added to the aqueous mixture and a solid precipitated. The solid was filtered




2-ynyl)-3-(2-fluoro-ethyl)-urea 161-(3-{4-[?-Ch|€50rf)i4-(6- met hyl - pyridin

- 3-D503. 04. 98 yl oxy) - phenyl am no] - qui nazolin-6-y pr op- ber
2-ynyl )-3-(2-hydroxy ethyl)-urea 173-[4-[ 3-Methyl -4-(pyridin- §Dﬁcem 53 2004
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N (3-{4-13-Chl oro4- (pyridi n-3-yl oxy) - 19phenyl am no] - qu i nazol _
in-6-yl}prop -2- C520.05.15 ynyl)-2-(2-hydroxy-ethylsulfany |)- acetam de

(+)- [ 3-gvetdngl ariéd ( RY 91!316'2’!?839 Yof %h%ﬁ%bﬂopenyl}»qumazolm4— %[ chioro-4 (6-methy!-
2016 rorphoty 12 v ethuny Sul nageld v £0TT A S0 81T 620 on

21yl oxy) - gfﬁwﬁﬁm @b (94 Az, 1); B3Y (0h,-I)rEXY (m, 4%4%&;} g& %Mﬁgg ) - ﬁcgt slm} de
prop. 2. B52. 05, S1Grgly BB A iR R R et o dlinEsfin 60
(3-{4- [ 3- nediiplyeetarpjder iAchirture of 14.4 pl (0.25 mmol) of acetic acid and 40.3 mg (0.33 mmol) of
10 dicyclohexylcarbodiimide in 2 mL of methylene chloride were stirred for 10 minutes and
treated with 1003 mg of E-[6-(3-amino-propenyl)quinazolin4-yl]-[3-chioro-4-(6-methyi-
pyridin-3-yloxy)-phenyl}-amine. The reaction was allowed to stir at room temperature
-ovemight. The precipitate .which formed was .filtered and chromatographed on silica gel,
eluting with 6-10% methanol/chloroform to afford 106 mg of the file compound; mp 254-
15 256°C; 'H NMR (d; DMSO): § 9.88 (s, 1), 8.58 (s, 1), 8.48 (m, 1), 8.20 (m, 3), 7.95 (m, 1), 7.83
(m. 1), 7.71(d, 4= 8.7 Hz, 1), 7.24 (m, 2), 7.19 (d, J = 8.7 Hz, 1), 6.61 (d, J = 16.2 Hz, 1), 6.48
{m, 1}, 3.90 (m, 2).
Method H: E-2S-Methoxymethyl-pyrrolidine-1-carboxylic acid (3-{4-[3-methyi-4-
(6-methyl-pyridin-3-yloxy)-phenylaminol-quinazolin-6-yi}-aliyl)-amide (8):

20 To a stirred solution of 0.125 g (0.31 mmol) of £-{6-(3-amino-propenyl)-quinazofin-4-
yl]-[3-rnethyl-#(ﬁ-methy[—py;idin-B-yloxy)-phenyl}-amine (prepared according to method G) in
1 ml of dichloromethane at 0°C was added 60.3 pL (0.34 mmol) of Hunig’s base followed by
dropwise addition of a solution of 48.2 uL (0.34 mmuof) of 4-chlorophenyl chloroformate in t mL
of dichloromethane. The reaction was stired 30 minutes and evaporated under reduced
25 pressure. The residue was dissolved in 2 mL of dimethyl sulfoxide and 123 uL {0.94 mmol) of
(S)-(+)—2—(methoxymeﬂ1y!)—pyrro]fdine was added neat. The reaction was stirred for 3 hours at
room temperature. The reaction was quenched into 10% potassium carbonate and extracted
with ethyl acetate. The organic layer was washed several times with water and twice with
brine. The organic layer was dried over sodium sulfate and reduced to yield the crude
30 material. This material was purified over 90 g of silica gel using 96:4:0.1
chloroform:methanol:ammonium hydroxide as eluent to yield 75 mg (0.14 mmol) of the fitie
compound. "HNMR (d; DMSO): & 9.83 (s, 1), 8.56 (s, 2), 8.21 (d, 1), 7.95 (d, 1), 7.80 {d, 1),
7.50 (d, 1), 7.25 (m, 2), 7.01 (d, 1), 6.63 (d, 1), 6.53 (m, 1), 3.95 {m, 2), 3.40 (dd, 1), 3.28(5.
3), 249 (s, 3), 2.24 (s, 3), 1.85 {m, 4).
35 . Method I E- 2-Hydroxy-N-{3-{4-[3-met[xyl-@(s-methy]—pyndm-a-yloxy)-
phenylamino]-quinazolin-6-yi}-aliyl)-isobutyramide (9):
To a solution of 0.170 g {0.42 mmol) of E-[6-(3-amino-propenyl)-quinazolin-4-yl]-{3-
- methyl-4-(6-methyi-pyridin-3-yloxy}-phenyl}-amine (prepared according to method G) in 1 mL
of dichloromethane at 0°C was added 65 pL (0.47 mmol) of triethylamine foliowed by a
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29[ 6- ( 3- Met W@k pomseipm caganais.qifierz edusriaykr wBSexira8ied 2gh dichloromethane and the

yU [ 3- et hYEGrﬂbnﬁé&’é SH:& v?éré/ {NQQ_%Q \g)@h ﬂ%é%@e_?%%?k%?ium sulfate and evaporated. The
gggn)(/ﬁ a£n3n('\)/§':[ua% m-qgagaﬁp\y e }Qﬂ%éﬁ@ 9 slligr gel eluting gith 96:4:0.1 chloraform / methanol /

312- Met hy~44rﬁmbaumetrwroxxée (1Y Bt N2-BeetoxhlE-{A-AenytlaqE et SAYh-BIRY)- -
qui nazol I n- l%mlnoi -quinazolin-6-yl}-allyl}-isobutyramide. - A solution of this material in 2 mL of
methanol was treated dropwise with a solution of 41 mg (3.02 mmol) of potassium carbonate
in 0.5 mL of water. The solution was stirred at room temperature for 1 hour. The reaction was
evaporated and the residue was partitioned between water and chloroform. The aqueous
o 15 layer was extracted twice with chloroform and the combined organics were washed with brine,
dried over sodium sulfate and evaporated to yield 100 mg of the title compound {47%).
'HNMR (d; DMSO): § 9.78 (s, 1), 8.50 (s, 1), 8.48 (s, 1), 8.15 (d, 1), 7.95 (m, 2),7.65 (m, 3),

7.21 (m, 2), 6.96 (d, 1), 6.56 (dt, 1), 3.92 (t, 2}, 2.46 (s, 3), 2.1.
Method J: Synthesis of Z-Cyclopropanecarboxylic acid (3-{4-[3-methyi-4-{6-

20  methyl-pyridin-3-yloxy})-phenylamino]-quinazolin-6-yl}-allyl}-amide

Z-[B-(S-Amino-propenyl)-quinazolin-4-yl}-[3-methyl-4-{6-methyl-pyridin-3-yloxy)-
phenyl]-amine : A solution of of (3-{4-[3-Methyl-4-(6-methyl-pyn'din-3-yloxy)—phenylamino]-
quinazolin-6-yl}-prop-2-ynyt)-carbamic acid tert-buty! ester (1 g, 2.01 mmo!) was taken up in
methanol (20 mi), palladium in carbon (50 mg) added and the resuliing suspension subjected

25  to hydrogenation at 40 psi for eight hours. Thereafter the suspension was filtered through a
pad of celite and the filtrate concentrated in vacuo to afford the Z-alkene compound. This was
taken up in methanol and HC! (g) was added. Evaporation of solvent then provided Z-[6-(3-
Amino-propenyl)-quinazoIin-4~y|]-[3-methyl-4—(6-methy!-pyridin-S-onxy)-phenyl]-amine as its
hydrochloride sait. The salt was taken up in CH,Cl, and stirred with NaZCO;,. filtered and

30  solvent evaporated to afford ~700 mg of the free amine.

'H NMR (CD;0D): § 849 (s, 1), 8.31 (s, 1), 8.07 (m, 1), 7.78 (s, 2H), 7.72 (m, 1H),
7.67 (s, 1H), 7.58 (d, J=10.5 Hz, 1H), 7.25 (m, 2H), 6.99 (m 2H), 5.88 {(m, 1H), 3.95 (d, J=8Hz,
2H), 2.47 (s, 3H), 2.23 (s, 3H). MS: M+1, 389.3

Z-Cyclopropanecarboxylic acid (3-{4-[3-methyl-4-{6-methyl-pyridin-3-yloxy)-

35 phenylamino]-quinazolin-6-yl}-allyl)-amide

Z-[6-(3-Amino—propeny[)-quinazoIin-4~yl]-[3~methyl-4—(6—methyl-pyridin-3~yioxy)-
phenylj-amine (106 mg, 0.25 mmol) was taken up in DMF (3 ml), HATU (143 mg, 0.38 mmol)
and cyclopropane carboxylic acid (36 mg, 0.42 mmol} were added and the resulting solution

~was allowed to stir for 18 h. Water was then added, the reaction mixture extracted with
40  methylene chloride, the organic extract washed with brine and dried over Na,S04. After
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[|3- !{Vﬁt hyl -4-(2-mg hﬁM&bﬁW—*l?erp—Q yAGPRehidd yl oxy) -phenyl ) - (6- pf peri din-3
yl et hynyl= mnna' LN \/

53[ 3- Met-hyP- 4- (2. h‘e(ﬁﬁ‘irl&%;ﬂ"rﬁiwn@pﬁrym} A450. 042 39| 5200 | &35
AR e e o s e

- DX Y- ne Yy . .

pyri di n- 8-yl oxy) B WFQ%&?% Jfg‘ﬁ"’f rTgzm I n -] 6-yl}-prop-2-ynyl)-acetam de
552- (2- Mpt hoxy- ef h@tan)ldd\l- (3. {4 [3 -net hyI -iB498. 35. 34

N YA A —CHH-RaZ 6\l dnron 2vnvl ) - i
(RyrTdi 3y roxy B X .4_(5ynm.y1oxyrphenyu- RPERe TR acetam de

(6-morpholin-2-ylethynyl-quinazolin-4-y!)-

amine
21 2-Cyano-N-(3-{4-[3-methyl-4-{pyridin-3- B 448.9 5.18
yloxy)-phenytamino]-quinazolin-6-yl}-prop-

2-ynyl)-acetamide
22 N-(3-{4-[3-Methyl-4-(pyridin-3-yioxy)- B 4520 | 561
phenylamino]-quinazolin-6-yi}-prop-2-

ynyl}-butyramide
23 Pentanoic acid (3-{4-[3-methyl-4-(pyridin- B 466.0 6.02
3-Ybloxy}-phenylamino}- quinazolin-6-yl}-

prop-2-ynyl}-amide
1 24 2-Methoxy—N-(S-{4—[3-methyl-4-(pyridin-§- B 454.0 5.24
yloxy)-phenylaminol-quinazolin-6-yl}-prop-

2-ynyl)-acetamide ]
25 N-(4-{4-[3-Methyl-4-{pyridin-3-yloxy) B 438.1 | 511
phenylamincl-quinazolin-6-yl}-but-3-ynyl)-
acetamide

26 [6-(4-Amino-but-1-ynyl)-quinazolin-4-yj- A 396.1 4.04
[3-methyl-4-{pyridin-3-yloxy)-phenyl]-
amine 7
27 N-(3-{4-[3-Methyl-4-(pyridin-3-yloxy}- B 470.2 5.50
phenylamino]-quinazoiin;G-y[}-prop-z-
_ ynyl)}-2-methylsulfanyl-acetamide
28 3-{4-[3-Methyl-4-(pyridin-3-yloxy)- B 383.0 | 497




56()-Tetrehydro-furan -2-carboxylic acid (3-B480.05. 45
(4-[3-net hyl -4-(pyridin-3-yloxy )- phenyl am no] - qui nazol i n- 62¥ bhcab&i> b4
~ynyl)-amde 57(+)-4,4-Dinethyl -5 (4-[3-nethyl-4-(pyridin-B466.05. 70

3-yl oxy) - phEayl/@seTno] - qui nazolin-6- ylethynyl}-oxazolidi nPRTABE/01046
58{6-[ 4- (2- Met hoxy- et hoxy) - but - 1-ynyf] - B455. 36. 23 qui nazolin-4-yl}-[3-
met hyl -4- (pyridin-3- yl oxy)-phenyl]-amare

594{4[ 3- Met hyl - 4- (pyri di n- 3-yl oxy) - A452.03. 82

phenyi am no] - qui nazol i n-6-yl et hynyl }- pi peri di n-4- ol

601- Met hyl -4-{4-[ 3-net hyl - 4- (pyridi n- 3- B466. 14. 03 yl oxy} - phenyl am no] -
qui nazol i n- PexapdpRt Nwfef - pT peri di n-4-ol ~ BI(+- )} -Method [ LRMS | HPLC
[ 3- Met hyl - 4-*6- met Ryl - pyri di n- 3- A450. 04. 52
yl oxy) - pheny™§'- (6- gi peri di n-3-yl et hynyl - qui nazol i n{4-yi) -aM nd WO
01/ 98277- 40} 22 Dec drpbeyiz2tidd quikZblin-BAEpof246-1Exanpl eNaneMet/hodLRYSHPLC
No. RT [ 3- Met hyl - 4- (16; et hyl - pyri di n- 3-yl oxy) -
62phenyf] - {|6-pi perildi n-4-yl et hynyi - qui nazolin-} A450.[04.49 {4-vyi } 4am ne
2- Met hoxy- N-393- ( 4- [|36raMatnoxydpreg-1yayihgrinazoli§3py i dBn- 3- §97ckl) 6.23
phenyl am no)) - qui naz Qi ﬁﬂ,ﬁ(g ._ -Rr op- 2-ynyl ) - acqt am de
[ 6- (4- Met hoxy- but - Jq{]/rgé;rln?m qui %@?‘o%ﬁ?\@zy@e}w

64[ 3- met hyl |- 4- (pyr i{@#1€3- y| oxy) - phenyl ] - B411. 26. 30 ami ne [|4-(2-¢hloro
- pyri di n- 3-[y30XY) - J4{4phREhE piieedibxy}-0- PT PETT OBN $- 3791 Y BYT- |

phenylaminec}-quinazolin-6-yi}-but-3-yn-1-

ol
31 2-Methyl-4-{4-[3-methyl-4-(pyridin-3- B 411.0 5.62
yloxy)-phenylamino]- quinazolin-6-yl}-but-

\-._/,

3-yn-2-ol
32 (3-{4-[3-Methyl-4-(pyridin-3-yloxy)- B 4403 | 561
phenylamino}-quinazolin-6-yl}-prop-2-
ynyl)y-carbamic acid methyl ester

33 N-(3-{4-[3-Methyl-4-(pyridin-3-yloxy}- B 460.0 5.38
phenyilamino]-quinazolin-6-yl-prop-2-

ynyl}methanesulfonamide
34 N-(3-{4-[3-Methyl-4-(pyridin-3-yloxy)- B 424 1 4.94
phenylaminoj-quinazolin-6-yi-prop-2-

ynyl}-acetamide
35 [3-Methoxy-4-(pyridin-3-yloxy)-phenyl}-(6- A 452.0 410
piperidin-3-yiethynyl-quinazolfin-4-yl}-

amine )
36 2-Chloro-N-~(3-{4-[3-methyl-4-(pyridin-3- B 458.0 552
yioxy}-phenylamino]- quinazolin-6-yi}-prop-
2-ynyl}-acefamide :
37 2-Methylamino-N-(3-{4-[3-methyl-4- c 453.1 4.08
(pyridin-3-yloxy}-phenylamino}- quinazolin-
6-yl}-prop-2-ynyl}-acetamide -

38 2-Dimethylamino-N-(3-{4-[3-methyl-4- c 467.3 415
(pyridin-3-yloxy})- phenylamino]-quinazofin-
B-yl}-prop-2-ynyl)-acetamide

39 . (#)- (6-Piperidin-3-yiethynyl-quinazoiin-4- A 422 1 4.13




A470. 04. 89 quinazol in-4-yi) -am ne Cycl opropanecarboxylic acid (4-(4-]3-

66nmet hyl - 4- (py(di n-3-yl oxy) - phenyl am no] B464. 35. 63 qui nazgbi{:85

}-but-3-ynyl)-am de [4-(2-Chl oro-pyridin-3-yl oxy)-3-net hyl - 2'0%cBmbbr 2004

67phenyf - (V@OP&427di n- 4- yl et hynyl - qui nazol in- A470.04. 86 APETNB@MINE

N-(3-(4-[4-(2-Chl oro-pyridin-3-yloxy)-3- 68nethyl -phenyl am no] -

qui nazolin-6-yl}-. B488. 05.84 prop-2-ynyig- 2- net hoxy-acet am de

N-(4-{4-[3-Methyl-4-(pyridin-3-yloxy)- 69phenyl am no] - qui nazol

I n-6-yl}-but-3-ynyl)- B484. 25. 64 2-net hyl sui f anyl - acet am de

[ 3-Chl or0-4-(pyridin-3-yl oxy) - phenyEJ-[6- 70' (4- net hoxy-but-1-yny!)-

qui nazol i n- inple 43amkb. 67 am ne (+) - 4-{4-[ 3- Voudhad-[FeRMS ]I BPIC 3- Yi OXY) ~- -

71phenyl am -qui nazol i n-6-yl }-but-3-yne- A413: 14. 31 1. 2-(i OI!2T72( +) -

[ 3- Met hyl - 4-pyri di{n- 4-yl oxy) - phenyi ] - A434.13./88

(6- pi peridijin- 3-yi et} viHir{pyddin-Bgiopti phedylyarhine amjne 22 [Decenfjer 2004 WO

01/ 98271 - 4 —PeH B4 xanp-eNarehbt .”"‘dl."%l’vﬁ—HFLL’“ No—RT-
40 H3-Methoxy-4-(pyiini3-yioXy)-pheny(]-(6- 4520411

piperidin-4- quinazolin-4-yl)-amine

41 [3-Chloro-4-(pyridin-3-yioxy)-phenyi]-(6- A 456.1 4.57

piperidin—4-ylethynyi-'quinazolin-4—yl)-

amine
42 [3-Fluore-4-{pyridin-3-yloxy)-phenyl)-(6- A 440.1 4.38
piperidin-4-ylethynyl-quinazolin-4-yl)-

amine
43 {6-Piperidin4-ylethynyl-quinazalin-4-yl)- A 4221 4.11
[4-(pyridin-3-yloxy)- phenyfi—amine
44 2-Methoxy-N-(3-{4-[3-methoxy-4-(pyridin- B 470.3 4.87
3-yloxy)-phenylamino}-quinazolin-6-yl}-

prop-2-ynyl}-acetamide
45 N-{3-{4-{3-Chloro-4-(pyridin-3-yloxy)- B 4742 548
phenylaminoj-quinazolin-6-yl}-prop-2-

ynyl}-2-methoxy-acetamide ‘
46 N-(3-{4-[3-Fiuoro-4-(pyridin-3-yloxy}- B 458.3 5.23
phenylamino}-quinazolin-6-yl}-prop-2-

ynyl}-2-methoxy-acetamide
47 [3-Methyl-4-(pyridin-2-yioxy}-phenyl}-(6- A 436.0 4.52
piperidin-4-ylethynyl-quinazolin-4-yl)-

amine _
48 2,2-Dimethyl-N-(3-{4-[3-methyl-4-(pyridin- A 4523 5.60
3-yloxy}-phenylamino}-  quinazolin-6-yf}-
prop-2-ynyl}-propionamide

49 N-(3-{4-[3-Methyi-4-(pyridin-3-yloxy)- B 466.3 | 6.01
phenylaminb]-quinazolin-ﬁ-y!}-prop-z-
ynyikisobutyramide

50 {6-3-(2-Methoxy-ethoxy)-prop-1-ynyl}- B 4411 6.11
quinazolin-4-yl-[3-methyl-4-  (pyridin-3-
yloxy)-phenyl}-amine

51 2-Diethylamino-N-(3-{4-[3-methyi-4- c 4951 | 445




i .7313- Met hyl - 4- (pyri di n- 4-yi oxy) - phenyl ) - (6- A436. 13. 91

pi peridi n-4-yl ethynyl - quinazolin-4-yl)- am ne 29 December 2004
742- Met hoxy-N-(3-{4-[ 3-net hyl -4-(pyridi n-4-B452. 04. 71 ]
-yl oxy) - pherWQaP43] - qui nazol i n-6-yl }-prop- 2-ynyl)-acet am deCT/IB01/01046

752, 2-Difluoro-N-(3-[4-[3-net hyl -4-(pyridin-3-B460. 25. 63

yl oxy) - phenyl am nol - qui nazol i n-6-yl }-preg 2-ynyl)-acetam de

76N- (3-{4-[3-Chl oro-4-(pyridin-3-yloxy)-B482. 2,5. 92

phenyl am no] - qui nazoiin-6 yl}-prop-2-480.1 ynyi)-2,2-di fluoro-acetam de 77R
Pyrrolidine-2-carboxylic acid (3-{4-[3-A479.14.22 nethyl -4-(pyridin-3

yl oxy) - phgrExbapie nqNanggui nazol | n- 6-yl } - prop- 2yrjwtethoa i idavs | HPLC
78() - Tet rah“y o- furjan- 3- carboxylic acid (3-B500Q. 05. 3¢9
{4-[3-chl orfo-4- (pyri di n-3-yl oxy) - phenyl am no] -|qu i ngzol i n- 6-§T}-
ynyl }am de [79Cycl oprryidinecdexybphienylemingle quingzdiink 4- [ 3- B484. 05.{92
chloro-4-(gyridin- {3l 3 1 no] - qui nazolin-6-vyi}
- but - 3-ynyll)-anm de éﬁ%ﬁ?§¥%ﬁm@%$ é%ggg-4-(pvrrlin-3- | oxy) - B505)45. 91
phenyl am noP2qui nazdttin- 6 §Methyido@-netiyhgyridin-32 | ey || s480flany M4&c ét ani de
811- (3-{4-13- Met hyl| vi& EhviliEbBandiPXVitthviorO0l1. 16. 17
phenyl am ng] - qui na::gl ﬁ]}mﬁ_gfig_ ;Elrsop- Zyl y!r’]ﬂ):/}iﬁ) - 31phenyl|- urea{821- Cycl ohexyl
-3-(3-{4-[ 3- et hyl { 39’('5733% YHEPES7. 26. 24 3-yl oxy) - phenyl anifno] - |

qui nazol i n{63yl }- | g8-0fetdi-y-Ryingthypeaiin-3-yioxy)- A 450.0 | 4.39
831-(3-{4=[3-Ch|0r)4-éﬁ%r%din:3- I i D528 16.49 2% Decefrber 2004 WD
01/ 98277 -42 PCTI | BOTHBL '%erﬁi?é%ﬂ? FAOBENBY | LRVBHPLC No| RT

phenyl am no] - qu i na#ylhiami® yi } -prop-2- ynyl)-38-cycl phexy |-urea

C \ [ A P | Attt i . . D AN AEA DA 7

842- Hydr OX-—55'?(‘4'_(‘14:zlro?étrab%y-wx(sqztrsxrﬁéwm:(2'.m~éth91- e %0 | 533
pyridin-3-yloxy)}-phenylamino]-quinazolin-

prop- 2-

6-yl}-prop-2-ynyl)-acetamide
55 2-(2-Methoxy-ethoxy)-N-{3-{4-[3-methyi-4- B 498.3 534
(pyridin-3-yloxy}-phenylamino}-quinazofin-
6-yl}-prop-2-ynyl)-acetamide

56 (*+)-Tetrahydro-furan-2-carboxyiic acid (3- B 480.0 545
{4-[3-methyl-4-(pyridin-3-yloxy)-
phenylaminol-quinazolin-6-yl}-prop-2-

ynyl)}-amide
57 {+)-4,4-Dimethyl-5-{4-[3-methyi-4-(pyridin- B 466.0 5.70
' 3-yioxy}-phenylamino}- quinazolin-6-

ylethynyl}-oxazolidin-2-one
58 {6-[4-(2-Methoxy-ethoxy)-but-1-ynyi}- B | 4553 | 623
quinazolin-4-y{}-[3-methyl-4- (pyridin-3-
yloxy)-phenyl}-amine

89 4-{4-[3-Methyl-4-(pyridin-3-yloxy)- A 452.0 3.82
phenylamino}-quinazolin-6-yiethynyl}- v
piperidin-4-ol

60 1-Methyl-4-{4-[3-methyl-4-(pyridin-3- B 466.1 4,03
yloxy}-phenylamino]- quinazolin-6-

ylethynyi}-piperidin-4-ol
61 @r [3-Methyl-4-(6-methyl-pyridin-3- | A 4500 | 452
yloxy}-phenyi]-(6-piperidin-3-ylethynyl- '
quinazolin-4-yl}-amine




yl oxy) - phenyl am no] - qui nazolin-6-yl}-but- 3-ynyl-acetam de
85E-3-{4-[3-Methyl -4-(pyridin -3-yloxy)-E 385.14.71 22 December 2004
phenyl ani no UI nazolin-6-yl}- prop-2-en- 9-01

86E-[ 3- M2 P Qﬁzﬂayrl di n-3-yl oxy) - phenyl | - [ 6- F 454.14. 14 PCTAB01/01046
(3-nor phol i n-4-yl - propenyl) - quinazolin-4- yl]-amne 872-Met hanesul f onyl
-N-(3-{4-[3-nethyl -4-B 502. 05. 00 (pyri€bn-3-yloxy) -

phenyl am no] - qui nazol in - 6 yl}-prop-2 ynyl)- acetam de

88N- (3-{4-[3-Chl oroo-4-(pyridin-3-yloxy)- B 522.0528

phenyl am no] - qui nazol i n-6-yl} -prop-2- ynyl)-2-nethanesul fonyl -acetam de
89( 3- {4- [ BEXAreisy/| { Mafmeyri di n- 3-yl oxy) - B 456. PBeB@ phemgl AmALE] { qui nazo |
in-6-yi )| gyRrop-24 ynyl)-thiocarbamc acid S-hethyl{ester RT
90(3- (4-[ -ChI oroi4- (pyridin-3-yloxy)-B 476.16. 29
phenyl am h8d - qui naddMatyse-Prmetpi-eysidp-3-yigey| ) - | hiacaf #ad0c] 4d9d| S- et hyl
ester 91[A-(2- Met 1ﬁhergq_(@‘b,‘§&,§mwmw,anﬁ£%hd 6- A B36. 14|24
“piperidint4-yleth) 2%’ uinaz l'in-4-yi ) ampe 92(})-

[ 4- (2- Met hyl - pyri ¢f rT&eoxy) phenyl]-A 436. 04. 85

(6- pi pe(dfes 3-yI ef iawrhoxﬂw(wmimeuwﬁwmethyla" neg 468.8 | 5.38

oheny | am ol - qut nERBTAEEoYE ) PRt iersti e ot ark de
94N- ( 3- { 4 [ 3- Vet hyb-y-pigpringt)-aceimydeoxy) ~ B 452 15. 64 22 Defenber| 2004 VO

01198277 FA3—PCHBEHO1046 H"'ﬂ“ml eNare et Hﬂd-l:?lvs RPLC—Ne
phenyl amno] - qui na PJFLM&* But 'oglyﬁ-ﬁ?%ﬂﬁ‘)%y%- 0XO- pI’OBI b%axm%%o
95N (3- {4 13- Chl orB-methnvdqimrS-alow)@kyr)yﬂ- B474. 3,5. 93
phenyl anmi|noj - qui npzglkn-6-yl }- prop-2-472.3 ynyl) - 2- oxo- |pr opi ohani de
65 @ [4-(2-Chioro-pyridin-3-yloxy)-3- | A | 4700 | 4.89
meﬂ1yl~phenyl]—(6—piperidin-3-ylethynyl-

quinazolin-4-yi}-amine
66 Cyclopropanecarboxylic acid (4-44-[3- B 464.3 5.63
methyl-4-(pyridin-3-yloxy}- phenylamino}-

quinazolin-6-yi}-but-3-ynyl}-amide
67 [4-(2-Chioro-pyridin-3-yloxy)-3-methyl- A 470.0 4.86
phenyl}-(6-piperidin-4-ylethynyl-quinazolin- |

4-yl}-amine
68 N-{3-{4-[4-(2-Chloro-pyridin-3-yloxy)-3- B 488.0 5.84
methyl-phenylamino}- quinazolin-6-yf}- |

RN prop-2-ynyl}-2-methoxy-acetamide
69 N-(4-{4-{3-Methyi-4-(pyridin-3-yloxy)- B 4842 5.64
phenylamino]-quinazolin-6—yi}-bu@-3~ynyl)—

2-methylsulfanyl-acetamide

70° [3-Chloro-4-(pyridin-3-yloxy)-phenyl}-{6- B 4311 6.67
(4-methoxy-but-1-ynyl}  quinazolin-4-y[}-

amine

71 (+)-4-4-[3-Methyl-4-(pyridin-3-yloxy)- A 4134 4.31
phenyiaminoj-quinazolin-8-yl}-but-3-yne- '
1,2-diol

72 | () [3-Methyl-4-(pyridin-4-yloxy)-phenyl]- A 4341 3.88
(6-piperidin-3-ylethynyl-quinazolin-4-yl)- '

amine




96N (3-(4-[3-Methyl -4-(pyridin-3-yl oxy)-B496. 25. 56

phenyl am no] - qui nazol i n-6-yi} -prop-2- ynyl)-mal onam ¢ aci do8iRubmBst S04
97N- (3-{4-[3-Chl oro-4-(pyridin-3-yloxy)- B516.05.84 .

-phenyl am nwjo euaseEzo! i n- 6yl}- prop-2-ynyl) - rnalonamc add/msohglodest er
98N- (1, 1-Di net hyl - 3- (4-[3-net hyl - 4- (pyri di n- B506. 06. 76 '
3-yl oxy) - phenyl am no] - qui nazol i n-6-yl44.- prop-2-ynyl)-2,2,2-trifuoro
-acetam de 99(+)-N-(1-Hydroxynethyl -3-{4-[3-nmethyl -4 -B454. 14. 47
(pyridin-3-yloxy) - phenyl am no]-qui nazolin- 6-yl}-prop-2-ynyl )-acetam de
100( +) - [3 Et hynyl - 4- (pyridi n-3-yl oxy )-phenyl }- A446. 14. 33
(6-pi peri difxadpidl effmyT - qui nazol i n-4-yT) - afiMeod | LRMS | HPLC
101] 3- Et hyzwl -4- (pyridin-3-yloxy)-phenyl ] -(6- 461427 RT
pi peri di n-|4°%1 et hylnyl - qui nazol i n-4-yl)- aning

1023- { 4- [ 3-%@hI or o- A (3ayathyi(eyddipaioyy)-phB036-15 | 43Aphéngdeaim|nale1qy
I nazolin-g-yl}- priop-2-.vyn-1- . .

103(f) - N- (|1~ Hydr oxﬁr?@?ﬂ‘x%yg?"’i’ﬁ’!-‘f‘é‘ﬁar%’%‘wf 4- B468. 14. 66
(6-met hyl -jpyri di n-3anyr|la)xy) phenyl am no] - quiinazol in-6-yll}-prog 2-yrry

| ) - acet am jdg—104(=) ek e i T ng 3= YW %74 04. 78.
phenyl ani o] - qui na &g F’L{ R hﬁr met hy I-prmdfé'ynyl ' Jetam’de
1052, 2- Di t{l uoro -I\H’émlfﬂi‘ﬂﬂwwamhr(-%ﬂ%@m | - B47425. 83 22 Decenber 2004
WD 01/98247 -44 mm&a@% Exanpl eNameMet hod LRVS HPLC No.|RT :
pyri di n- 3-lyloxy) - envlamnol-guinazolin-. 6-yl}-prop-2-yayl)-aget an de

1062- Met hdrf@sul fonﬁ2“le‘!(%&{‘43*435mﬁ*h¥wip4fﬂ‘é%‘3B 518. 0| 5168¢F | 563
met hyl - py((di n- 3- y||ai))-phemimol-qihazoln6-yl}-prop-
qul nazol i - 6-yi)-gr l%-ﬁ}ért%n -acetam de

1072- Fl uorjo- N—(3-{ 3F‘ -4(pyr|d|n 3- Bj441.8}5. 27
yl oxy) - pherigl am nq]N-B-{4-¢piCliaz-at(pynidia-3pligypr op- B 4822, | 5.92
phenylaminoj-quinazolin-8-yl}-prop-2- 480.1

ynyl}-2,2-difluoro-acetamide
77 R-Pyrrolidine-2-carboxylic acid (3-{4-[3- A 479.1 4.22
methyl-4-(pyridin-3-yloxy}- phenylamino]-

quinazolin-6-yi}-prop-2-ynyl)-amide

78 Q}-Teh-ahydro—furan-&-carboxyii‘c acid (3- B 500.0 5.39
{4-[3-chioro-4-{pyridin-3-yloxy)-
phenylamino]-quinazolin-6-y{}-prop-2-
ynyl}-amide _

1 79 Cyclopropanecarboxylic  acid  (4-{4-[3- B 4840 | 592
' ‘ chioro-4-(pyridin-3-yloxy}- phenylamino]- '

| quinazolin-6-yi}-but-3-ynyl}-amide
80 N-{4-{4-[3-Chloro-4-(pyridin-3-yioxy)}- B 505.4 5.91
phenylamino]-quinazolin-6-yi}-but-3-ynyl)-

2-methylsulfanyl-acetamide
81 1-(3-{4-[3-Methyi-4-(pyridin-3-yloxy}- D 501.1 6.17
phenylamino}-quinazolin-6-yl}-prop-2-

ynyl}-3-phenyl-urea

82 1-Cyclohexyl-3-(3-{4-[3-methyl-4-(pyridin- D 507.2 624
3-yloxy}-phenylamino]- "quinazolin-6-yl}-
_ prop-2-yniyi}-urea .
83 1-{3-{4-[3-Chloro-4-{pyridin-3-yloxy)- D 528.1 6.49




2-ynyl)-acetam de 108N-(3-{4-[3-Chloro-4-(pyridin-3-yloxy)- B 461.9 5.55
phenyl am no] - q ui nazolin-6-yl} -prop-2- ynyl)-2-fluoro -acet3seember 2004
1092- Fl uoro- N-(3-{4-[3-net hyl - 4- (6-nethyl -B 456.2 5.47 pyridi n-3-yl oxy)-
phenyl am n®0 aquusazzol i n- 6-yl }-prop-2-ynyl) -acetam de PCT/IBO1/01046
110N-(3-{4-[3-Ethynyl -4-(pyridin-3-yloxy)-B 464.1 5. 16

phenyl am no] - qui nazol i n-6-yl }- prop-2- wayl)-2- nmethoxy-acetam de

9112- Met hoxy-N-(3-{4-[4-(2- methyl-pyridin-3-B 454.2 5.15

yl oxy) - phenyl am no] - qui nazolin-B-yl}-prop- 2-ynyl)-acetam de
112[ 4- (2- Chl or o- pyri di n- 3-yl oxy) - pheny{] -(6-A 456.1 4.64

pi peridi n- fe¥hREOY MWam@Ul Nazol TN-4=yI )= am NeT kghd T LrRMS | HPLC
[ 4- (2- Chl of ﬁl pyri dijn- 3-yl oxy) -phenyl]-A 456.0;4. 67

( 6- pi peri dif °3-yl etthynyl - qui nazol i n-4-yi) - anine RT
114N- (13- 0- [ 4- ( 2- Chl] phényRyinoPqumadeiionyprop-B 474] 0 5. 54 phenyTam ng] - qui nazol
I n-6-yi}- Prop-2- Y wl))g_z- HetlhOéy- acet am de
115N (3- {4 [ 4- (2- YOV BRI AV vi oxy) - B 444.0 5. 25
phenyl am npg4 qui naz @tHydrosy-M-14-{4-[pirathyR4-(pyidiyB- } 1 acat am 422 | 4.78
116N- (3- (44][ 3- Et hynyd-4- i Nz 3-v] ox 34.1 4.88 22 Decenber 2004 WO
01/ 98277 -#5 PCTI éé’?ﬁBﬁ%’%H?%n%‘ﬁ%%&ﬁﬁ%@FﬁgaLRMSHP_C No. RT

phenyl am np3- qui nagéiyhyi-agetamjde prop-2- ynyl)-acetam flie 1171-(2- Chl oro-

et hyl) - 3- ( B 21 - TERWIr fatit o ined Aoty T o nF 3=yt ox e

phenyl am na]&tf qui na zolaiqﬁ-w m%”’@??‘%’f’@%‘q?’é‘b’%y| }urgea 118 +g_a55,_1 35112\1]u DI O

- 4- (2- met hiyl - pyri d| PResYiamigal-ayirazojinGivix yirom®rerry| 3- (6- pi peri ¢i n- 3- Yl et hynyl -
qui nazolint4-yi) -amene 119[ 3- Fl uor o- 4- ( 2- et hyl - pyr | di n- 3;yi oxy) -

A454. 14. 56 —
: 86 E-[3-Methyl-4-(pyridin-3-yloxy)-phenyl]-[6- F 4541 4.14
(3-morpholin-4—y1-propeny1)7 guinazolin-4-

yl}-amine
87 2-Methanesulfonyl-N-(3-{4-[3-methyl-4- B 502.0 5.00
(pyridin-3-yloxy)- phenylamino]-quinazolin-

6-yl}-prop-2-ynyl)-acetamide
88 N-(3-{4-[3-Chloro-4-(pyridin-3-yloxy)- B 522.0 528
phenylamino]-_quinazolin~6-yl}-prop-2-

ynyl)-2-methanesuifonyl-acetamide
89 (3-{4-[3-Methyl-4-(pyridin-3-yloxy)- B 456.2 6.02
phenylamino}-quinazolin-6-yi}-prop-2-

ynyl)-thiocarbamic acid S-methyl ester
' 1 90 (3{4-[3-Chloro-4-{pyridin-3-yloxy)- B 476.1 629
phenyiamino]-quinazolin-6-yl}-prop-2-

ynyl)}thiocarbamic acid S-methyl ester
91 [4-(2-Methyl-pyridin-3-yloxy)-phenyl]-(6- A 436.1 4.24
piperidin4-yletnynyi- quinazg!j_n-tt-y[)-

amine
g2 *)> [4-{2-Methyl-pyridin-3-y|oxy)-phe_ny]]— A 436.0 4.85
(6-piperidin-3-ylethynyl-quinazolin4-yl)-

amine _
93 N-(3-{4-[4-(2-Methyl-pyridin-3-yioxy)- B 4241 | 4.85
phenylamino]-quinazolin-6-yl}-prop-2-

_ ynyl}-acetamide
94 N-(3-{4-[3-Methyi-4-(pyridin-3-yloxy}- B 452.1 5.64




.phenyl 3- (6- pi peridi n-4-yi et hynyl - qui nazolin- 4-yl)-am ne

120N-{3-{4-[ 3- Fl uor o- 4- ( 2- net hyl - Pyddi n- 3- B442.15.19 29 December 2004
yl oxy) - phenyl am no3- qui nazol i n-6-yl} -prop- 2-ynyl)-acetam de

121N ( 3- { AwpIi@d70r 0- 4- (6~ et hyl - pyri di n- 3- B458. 05. 48 yi oxXOT/IB01/01046

- phenyl am no] - qui nazolin-6-yl}-prop - 2-ynyl)- acetam de

122[ 3- Chl or 0- 4- (6- net hyl - pyri di n- 3-yi oxy3.- A470.04.78

phenyl ] - (6- pi peridi n-4-yl ethynyl -quinazo | in- 4-yl) -amne 123{}-

[ 3- Chl or0- 4- (6- et hyl - pyri di n-3- A47G 04. 80 yl oxy) phenyl ] - (6-pi peridin
-3-yl et hynyI C]UI nazolin-4-yl )-am ne 124Acetic acid

3-{4-[3- rre h]p (PNERET - 3- B4257 16734y OXY) - Phiéiod pORMS] | HPLC

qgui nazol i n} fé prop 2-ynyl ester

1253- (4] 3-|\ia- hyI 4 (6-met hyl - pyridi n-3 -B39725. 31 yl pxy) - pheﬁ\}l am no]
- qui nazol i =" 6-yT} piﬁﬁﬂﬁ?mnoi'quﬂaiohﬁlyl}-prbﬁ-Q%ﬁﬂy-l ¢l acid
3-{4-[ 3- neft hyl - B439. 16. 57 pyri di n-3-yl oxy) - phepyl am jno} -

qui nazol i n- 6-yl} %)‘?’Sﬂ’ré“%?ﬁ?'ldgst 127Acetic jacid

3-(4-[3-chiam o- 4-(py-(3-{d+[$\cﬁloroa14(¢5mdh6366x@-2 DecerrtBar 2800U3, WO DY 98277 - 46
PCT/ 1 BO / 01046 Ex | eName M M yl oxyj) - nyl am njo] -
qui nazoi i n-6-yl1}- n&enwangﬁo E"F %ﬁ'—?@g—z Hyd 428
~roxy-N-(3-f{4-[ 3- netwmylk2-4x€(-@’0nmﬁw¢e pyr| din | 3-ylxy)-
phenyl am nog=—ctins ;,@f@_ PTOPF 2y Ny| kodB ef agidgde 129
I\I—(3-{4-[g§q\%t hyl ZNE ;%ﬁﬁ&?#(b I n- %SM- B 438. OEy Vi )g?(%@ p?\g?\{?/?laam no |-
qui nazolin. 6 yt}- mhéfjviammo]-qumal'dln-S-Yf}-PTOP-2~ '
ynyl}malonamic acid ethyt ester

97 N-{3-{4-[3-Chloro-4-{pyridin-3-yloxy)- B 516.0 5.84
.phenylamino]-quinazoiin-ﬁyl_}-prop-z-ynyl)-

B
~—

fY

malonamic acid ethyl ester
98 N-(1,1-Dimethyi-3-{4-[3-methyl-4-(pyridin- B 506.0 6.76
3-yloxy)-phenylamino}-  quinazolin-6-yl}-

prop-2-ynyl)-2,2 2-trifluoro-acetamide
29 (+)-N-(1-Hydroxymethy|-3-{4-[3-methyi-4- B 454.1 447
{pyridin-3-yloxy}- phenylamino]-quinazolin-

6-yl}-prop-2-ynyl}-acetamide
100 (+)- [3-Ethynyl-4-(pyridin-3-yloxy)-phenyf}- A 446.1 4.33
{6-piperidin-3-ylethynyl-quinazolin-4-yl)-

amine
P \ 101 [3-Ethynyi-4-(pyridin-3-yloxy)-phenyl}-{6- A 4461 427
piperidin-4-ylethynyl-quinazofin-4-y1)-
amine ]
102 3-{4-[3-Chloro-4-(pyridin-3-yioxy)- B 403.1 543

phenylamino}-quinazolin-8-yi}-prop-2-yn-1-
ol ,
103 (+)-N-(1-Hydroxymethyl-3-{4-[3-methyl-4- B 468.1 4.66
{6-methyl-pyridin-3-yloxy)- phenylamino]-
quinazolin-6-yl}-prop-2-ynyl}-acetamide

104 (+)-N-(3-{4-[3-Chloro-4-(pyridin-3-yloxy} b 4740 4.78
phenylamino}-quinazolin-6-yl}-1-

‘ hydroxymethyi-prop-2-ynyl)-acetamide
105 . 2,2-Difluoro-N-(3-{4-[3-methyl-4-(6-methyi- B 474.2 5.83




520 2-ynyl)-acetam de 130 R-Pyrrolidine-2-carboxylic acid (3-{4[3- A 493.0

4. 42 nmet hyl -4-(6-net hyl - pyridi n-3 yl oxy) - 22 December 2004
phenyl am no] - qui nazol i n-6-yl }-prop-2- ynyl)-am de 131
:2-(2- Hydr oX¥Q &39Tsul f anyl )-N-(3-(4-[3- C 513.9 5.07 PCT/IB01/01046

met hy[ - 4- (6- net hyl - pyri di n-3-yl oxy) - phenyl am no] - qui nazol i n-6-yl)-Prop-2- .
ynyl)- acetam de 132 (+)-2-Methanesul f syl -N-(3-{4-[3-nmethyl-4 - 499.9 4. 71
(6-nmet hyl -pyridin-3-yloxy} - phenyl am no] -

qui i nazol i n-6-yl }-prop-2-ynyl}-acetam de 133

(3-{4-[3-Methyl -4-(6-nethyl-pyridin-3 - B 469.9 6.25 yl oxy) - phenyl ami no] -
qui nazol i n} 8xarhgle pf mpme 2- ynyl ) -t hi ocarbam ¢ af meéth&r "eRmg | ager | 134

&Tet rahydi furan 3-carboxylic acid (3- B 4p4.0 5(31
{4-[3-meth ®4- (6- et hyl - pyri di n- 3- yl oxy) - phenyl ajn no] - quinaz Dl i n-6-yl}-
prop-2- ynyl)- am pdpyrid8&3-Nexys- Qkﬂen[/lamwbjt-dmnlazm( 6-met hyl -pyr{din-3/ - B 465.9

5.87 ylo)y)-phenyl - ﬁ%?! -yl)-prop-

2-YnYl) - 2- pxo- prooag_kg-ﬂogz@g%g a{4 [ 3- Met hyl -4- (6-nethyl -pyridin-3 - B
510. 0 5. 77} {RGoxy) - p?rM?}ﬂaaﬁﬁUﬁ@]w-N (it [Pronetilyt-4-(6- 6] yIB -jpBopo P2-520/1) - nal onamni ¢
348 22 bebenber %8’%2{“ “"’1"/‘ T e T TR S MR e

. cenber -

Exanpl eNaneMet hod LRF#SIaeEEe-Gag-reer-Eaoyiapeiemids- 2-lyl oxy} - phepyl ] - anine 138{
}- (6-Pi periafi n-3- y:t-emewwts-gqsm @yndﬂ-, PA222E B 4418 | 597
{lsgaNE ?é(?zr I[ ?1[ ?Pﬁr |36'1"’W¥é“‘”3??”’8§’§‘?f§‘t‘1 r”aﬁﬁ'}er?P” B410. 13. 81
qui nazol i n-6-yl }- prbmyﬂ-apetyah)deacet am de

l-armE—ameNe [ B o) a4.26- et hvl invri diln- 3- -
shenyl am ot q || SSE PR RPR Sy ) Jack a a0 | 6 | 0 )
phenylamino]-quinazolin-6-yl}-prop-2-
ynyl)-2-flucro-acetamide '
109 . 2-Fluoro-N-{3-{4-[3-methyl-4-(6-methy!- B 456.2 547
pyridin-3-yloxy)- phenylamino}-quinazolin-
6-yl}-prop-2-ynyl)-acetamide
110 N-(3-{4-[3-Ethynyl-4~(pyridin-3-yloxy}- B 464.1 5.16

phenylamino]-quinazolin-6-yl}-prop-2-
ynyl}-2-methoxy-acetamide

11 2-Methoxy-N-(3-{4-{4-(2-methyl-pyridin-3- B 4542 5.15
yloxy)}-phenylamino}- QUinazolin-S-yi}—prop-
2-ynyl)-acetamide

' | 112 [4-(2-Chlore-pyridin-3-yioxy)-phenyl]-(6- A 456.1 | 4.64
' piperidin-4-ylethynyl-guinazolin-4-yl)- |
amine ]
113 (+)- [4-(2-Chloro-pyridin-3-yioxy)-phenyi}- A 4586.0 467
(6-piperidin-3-ylethynyl-quinazolin-4-yl)-
amine

114 . N-(3-{4-[4-(2-Chloro-pyridin-3-yloxy)- B 474.0 5.54
' phenylamino}-quinazolin-6-yl}-prop-2-
ynyl)-2-methoxy-acetamide

115 N-(3-{4-[4-(2-Chiloro-pyridin-3-yloxy}- B 4440 5.25
phenylamina}-quinazolin-6-yi}-prop-2-
ynyl}-acetamide

116 N-(3-{4-[3-Ethynyl-4~(pyridin-3-yloxy)- B 434.1 4.88




-1412- Di et hyl am no- N- ( 3-{4-[ 3-net hyl - 4- (6- C481. 04. 26

met hyl - pyridi n-3-yl oxy) - phenyl am no ]- qui nazolin-6-y[}-propy

}-acetam de 142(+)-N-(3-[4-[3-Chloro-4-(6-nmethyl-pyridin _B48%1j0éE¥1lnber2004
-3-yl oxy) - pHENgYATo] - qui nazolin-6-yl} -1- hydroxynet hyl -ROTABeRONMY | ) -
acetam de 143N-(3-{4-[3-Chl oro-4-(6-nethyl-pyridin-3-C501. 04. 83

yl oxy) - phenyl am no] - qui nazolin -6-yl¥s-prop-

2-ynyl } - 2-di met hyl am no- acet am de 144N (3-{4-[ 3-Chl oro-4-(6-

met hyl - pyri di n- 3- B488. 05. 79 yl oxy) - phenyl am no] - qui nazol i n-6-yl - prop-
2-ynyl)-2-nmet hoxy-acet am de 145N ( 3-{4-[ 3- Chl or 04- (6- net hyl - pyri di n- 3-
B476. 05. 79| gkamtye - pemgl am no] - qui nazol | n- 6-|ygthqar DpRMS 2F }‘lnyd:) -2 fluoro
-acet am de &46N—(3- {4-[3-Chloro-4-(6- nethyl-pyridin-3-B49%4 14
yl oxy) - phe whani no]l - quinazolin-6 yl} - prop- {2-ynyl)-2.2-d I uor 0-
acet am de [47E- 3- { #pfidwi@minol-qindzglipPrilerap-23- yl dxy) - H405. 15/
phenyl am np] - qui nag %w}rhc?la%ld}a prop-2-en-1- 01
1482- Met hoky- N (3-{ pyridin-2-vloxy)- 64 0_84 05 phenyl am no] - qui nazo
in-6-yl}- ptp-2- §infd-Phiomeativhd(@s-f3-methyl-4- 4872 | 546
1491- Et hyl | 3- (3- {4} E}nmgjwky r(eﬁylél‘ﬁihcﬂ)qhmaéaﬂrﬁ_ 25.36 22 Decenber| 2004 WO

01/98277 -u8 PCT/ /01046 npl eNaneMet hodLRVSHHLC No. [RT
pyri di n- 3- Yl oxy) - ﬁfc’a’rzrﬁnﬂ Treaqw nazol i n- -yl }-gdrop-2-iynyl }urea
1ﬁ01_1§3_{4 ]ﬁzeChl or O-(TA-(pyr[ad?lutr@%Xd-zﬁé‘tw-pyrBﬁa)Yﬁi- 25Aﬁ5| 4541 | 457
phenyf am np] - qui nagzql i n-6-vi}. -prap-2- _ynyl)-3-ethyl|-urea

1511-Et hyl | 3- (3-{4{ %B?Eiﬁ‘é‘sﬂ%ﬁ@g'ﬁﬂie M Dad3. 15 16 yl oXy) - phanyl ani no] -
qui nazol i n} 6-yi }- prq;mazolm-tyyl)jdn)mmrea 1521 (3-(4- [ 3-{Chl or

04(6 met hyd SAARL 5 £ heavamiaeol
qui nazol i n ’ngl J- H)S—Flﬁoriﬁ-‘-(z TR IS e e UL T Y

phenyl]-(B piperidin-4-ylethynyl-quinazolin-
4-yl-amine ‘

120 i N-{38-{4-[3-Fluoro4-(2-methyl-pyridin-3- B 442 1 5.19
yloxy)-phenylaminc]-quinazolin-6-yl}-prop-

2-ynyl)-acetamide
121 N-(3-{4-[3-Chloro-4-(6-methyl-pyridin-3- B 458.0 548
yioxy)-phenylamino}- quinazolin-6-yl}-prop-

2-ynyl}-acetamide
122 [3-Chioro-4-(6-methyl-pyridin-3-yloxy)- A 470.0 478
phenyl]-{6-piperidin-4-ylethynyl-quinazolin-

4-yl)-amine
\ 123 F [3-Chloro-4-(6-methyl-pyridin-3- | A | 476.0 | 4.80
' yloxy}-phenyl}-(6-piperidin-3-ylethynyi- '
quinazolin-4-yl}-amine _
124 Acetic acid 3-{4-[3-methyl-4-(pyridin-3- B 425.1 6.34
yloxy}-phenylamino}- quinazolin-6-yl}-prop-
2-ynyl ester
125 3-{4-[3-Methyi-4-(6-methyl-pyridin-3- B 397.2 5.31
yloxy)-phenylaminoj-quinazolin- 6-yl}-prop-
1 2-yn-1-0l
126 Acetic acid 3{4-[3-methyl-4-(6-methyl- B 439.1 6.57
pyridin-3-yloxy}-phenylamino}- quinazolin-

6-yi}-prop-2-ynyl ester
127 Acefic acid 3-{4-[3-chloro-4-(pyridin-3- B 4451 6.66




2-ynyl)-3 -ethyl
(pyridin-A454.14.79 3-yl oxy)-phenyl am no] -

prop- 2-ynyl
\Pg

154N- ( 3- ( 4-
gui nazolin-6

-yl }-prop-
155N (3-{4-[ 3- Met hyl
gui nazol i n-6-yL) - pr op-

pro i ona m de .

2H Yl - 4-(2- et hyl - pyri di n- 3- B466. 15. 85 y| oxyPCFHEM/IA46 no] -
2-ynyl ) - 2- oxo- pr opi onam de
- pyri di #63- B438. 15. 18 yl oxy) - phenyl am no] -
2-ynyl ) -acet am de

-4-(2- et hyl

-urea 153(+)-2-Hydroxy-N(3-{4-[3-nethyl -4
qui nazol i n- 6-yi } 22 December 2004

156(-) - 2- Hydr oxy- N- (3-{4-[ 3- et hyl - 4- (6- A468. 04. 98. net hyl - pyri di n- 3-yl oxy)
- - phenyl am no] gui nazolin-6-y1)-prop-2-ynyl) -propi onam de
157() - N- ( 3- {%WB‘ECHW4 (6-methyl - pyridin- A488408[3IRMS | HPLC
3-vyl oxy)-pkem;y[am no] - quinazolin- 6-yl}- prop-2
-ynyl) - ywdroxy-propionam de 158N (3- {4] 3- Met hyl - 6- met I‘VI pyrl di n- 3-
C536. 24. 46 yl oxy) - pHeyrRaRmsInd- qyinravirediacs= Y1} - piop. .
PARINR sl s v ANl i L ol i
byt i 3L 1ERy) - | GRBFUPRRTIS) SRR PHG: |} Apr pria2 12483cqmber 2004
WD 01/ 98277 -49 PCJ pyridBCs ilbﬁ/}Oﬁﬁenﬂtlﬁﬁin&]%{nasziMd oxy--efhyl amjno )-N-(3-(4-[3-
A N L R
N- (3- {4[ 3- CRDro- 4 Nﬁsif{ﬁﬁ MetByly(©mgphyl-pylidic3-487] 0 &. 6 4380 | 520 _ '
01/ 08277 50 32 Bii@hbefﬁ%ﬁ“m’%%%@ﬁ%%&c Exan| shaneqit hod[ RV  FPLC
No. RT [ 3- net hyl - Rdtasglamider i di n- 3-yl oxy) - | pheny|]-an he
v 130 R-Pyrroudme-z-carboxyhc acid (344-[3- | A | 4930 | 442
meﬁ1yl-4~(G-methyl-pyridin-séyloxy)—
phenylammo]-qmnazoim-s-yl}—prop-z-
ynyl)-amide
131 2-(2-Hydroxy-ethylsulfanyl)-N-(3-{(4-[3- C 513.9 5.07
methyl-4-(6-methyl-pyridin-3-yloxy)- '
phenylamino}-quinazolin-6-yf}-prop-2-
ynyl}- acetamide
132 (3)r-2-Methanesulfinyl-N-(3-{4-[3-methyl-4- B 499.9 4.71
(6-methyl-pyridin-3-yloxy)- phenylamino}-
quinazolin-6-yl}-prop-2-ynyl}-acetamide
133 (3-{4-[3-Methyl-4-(6-methyl-pyridin-3- B 4699 | 625
) \ yloxy)-phenytamino}- quinazolin-6-yi}-prop-
2-ynyl)-thiocarbamic acid S-methy! ester
134 @—Tetrahydr&furan-B—carboxylic_ acid (3- B 494.0 5.31
{4-[3-methyi-4-(6-methyi-pyridin-3-yloxy)}
phenylamino}-quinazolin-6-yl}-prop-2-
ynyl}- amide
135 N-(3-{4-[3-Methyl-4-(6-methyl-pyridin-3- B 4659 | 5.87
yloxy}-phenytamino}- quinazolin-6-yl}-prop-
2-ynyt}-2-oxo-propionamide ‘
136 N-(3-{4-[3-Methyl-4-(6-methyl-pyridin-3- B 5100 | 577
yloxy)-phenytamino]- quinazolin-6-yl}-prop-
2-ynyl}malonamic acid ethyl ester
137 (6-Fiperidin-4-ylethynyl-quinazolin-4-yl- A 4222 348




A71E- [ 6- ( 3- Am no- pr openyl )
-4- (6-net hyl

[ 3- net hyl

-pyridin- 3-yl oxy)-

- qui nazol i n-4-y1]-G398. 2 3. 87
phenyl ] -am ne

172E-[ 6- ( 3- Ami no- propenyl ) -qui nazolin -4-yl]-&418. 0 426

{ 3- chl or o- ¥Q®%&t7hy |
1732- Hydr oxy- N-(3-(4-[3 -net hyl
yl oxy) - phenyl am no]
1742- Hydr oxy- N- ( 3-{4[ 3- et hyl
phenyl am no] - qui nazol i n-

-pyridin-

qui nazoti n- 6-yl } —pf-op-
-4-(6-net hyl -

22 December 2004

3-yloxy ) - phenyl]-am ne PCT/IB61/01646
-4-(pyridin-3-A468.1 5.04
2-ynyl)-isobutyram de
A482.1 5. 24 pyridin-3-yl oxy)-
6 yl}-prop-2-ynyl)-isobutyram de

~175N- (3-{4[ 3-Chl oro-4-(6- nethyl -pyridin-3-A502.0, 5.55 yl oxy)-phenyl am no]
- qui nazol | Bxdoypyd } | Namep- 504. 0 2- ynyl ) - 2- hydr oixMethsiob uRMSaMHEEC
176{6- ( 3AN né) propr 1-ynyl)-quinazolin-4-yl]- A416.2 4. 25 RT
13-chl aro-4-(6-net hyl - pyridi n-3yl oxy)- phenyl| -am ne
177N- (3-[ 4+ [3 Mat hyl4 (mzr(ieinmxwyphq@ylﬂ-ardm -3-C535. 3 599
yl oxy) - phefmggam o B ek oo 2=yytass st 252t ri o
uor o-et hyljam no ) - g'c)-egg{ hbg 17gle Wﬁm hgi/ﬂ 3 (fl -[%- et hyl - 4- (6- D467. 3
5.36 methyj - pyri di n¥1l3[-45iﬂ’5@§’9')2-y‘°ﬁ5ﬁe?ﬂﬁ“¥{h@fﬁ'ﬁ? qui nazol in-6-yj}
- pr op- 2- yny{zg- Ut €a {( fin YA eRy@nibds [TEEY - BY6 1 O Teg3- 0515. 0 6. 32
yl oxy) - phenyl am nog igg%wﬁ_o | F?r 6- &' KA 2-ynyll } -1,[1-di etjhyl -urea
1803- ( 3- (4t [ 3- Chl op §nazgin Yé’fF‘?f%fPHe -iD487. 1] 6. 70 Jyl oxy)
- phenyl am n@p- qui mmﬁy!mf&NL(ﬁ@B%mylﬁﬁﬂyl )I- TCl- drasidy| -48e€d 22
Decenber 2004 WO 0119;_3:%77. -.531 PCTI | Bﬁl/plo4§5 ExanplleNaneNet hod RVSHPLC
No. RT 1818 N- (3- (4 TEWRYIRTSYUOYE. mePPVERIOFdi n- 3- G440. 34, 74
yl-oxy) - phenyl ani noj quinazajiniérydpadptRyreh-pddtamidel | M | }acgt am de
182E- 2- Metihoy NS by i N S e > 95 ¢ [ as10 | 4%
methyl-pyridin-3-yloxy}-phenylamino]-
quinazolin-6-yl}-prop-2-yny!}-acetamide
142 (+)-N-(3-{4-[3-Chloro-4-(6-methyl-pyridin- B 4880 | 499
3-yioxy)-phenylamino}- quinazolin-6-yi}-1-
hydroxymethyl-prop-2-ynyl}-acetamide
143 N-(3-{4-[3-Chioro-4-(6-methyi-pyridin-3- C 501.0 4.83
yloxy}-phenylamino]- quinazolin-6-yI}-prop-
2-ynyi)-2-dimethylamino-acetamide
144 N-(3-{4-{3-Chloro-4-(6-methyl-pyridin-3- B 488.0 | 5.79
yloxy)-phenylamino}-quinazolin-6-yl}-prop- .
2-ynyl}-2-methoxy-acetamide
| 145 N-(3-{4-[3-Chioro-4~(6-methyi-pyridin-3- B 4760 | 579
yloxy)-phenylamine]- quinazolin-6-y(}-prop- |
2-ynyl)-2-fluoro-acetarnide )
146 N-(3-{4-[3-Chloro<4-(6-methyi-pyridin-3- B 4940 | 6.14
yloxy}-phenylamino}- quinazolin-6-yi}-prop-
_ 2-ynyl}-2,2-difluoro-acetamide
147 E-3-{4-]3-Chloro-4-{pyridin-3-yloxy}- E 4051 | 504
phenylamino}-quinazolin-6-yi}-prop-2-en-1-
ol .
148 2-Methoxy-N-(3-{4-[4-(pyridin-2-yloxy)- B 440.8 4.05
phenylamino]-quinazolin-6-yl}-prop-2-
ynyl}-acetamide
148 1—Ethyl-3-(3-{4-[3-meﬂ1yl-4—(6-meﬂjyl- D 467.2 5.36




-met hyl - pyri di n-3-yl ox y)- phenyl am no] - qui nazolin-6-yi}-allyl) -acetam de
183 Mbr phol i ne-4-carboxylic acid (3-[4-[3-D529. 05.58 chl or o- 42 @&cember 2004
-met hyl - pyri.di n-- 3-yl oxy) - phenyl ani no] - qui nazolin -6-ylrprop-2- ynyl

}-am de 18MYPVHA Ui ne- 1- carboxylic acid (3-{4-f3- D513.06. BOT/IBOIA1046

chl oro-4-(6-nethyl-pyridin- 3-yloxy )- phenyl am no] - qui nazol i n-6-yl
}-prop-2--ynyl)-am de 1851-(3-(4-[ 3-Chl e48- 4- ( 6- net hyl - pyri di n- 3-

D473. 05. 37 yl oxy} phenyl am no] - qui nazol i n-6-yE)-prop -

2-ynyl)-3-methyl -urea 1861-(3-[4-[3-Chloro-4

-(6-nmethyl - pyridi n-3-D501. 06. 03 vyl oxy) - phenyl am no] - qui nazol i n-6-yl } prop-
2-ynyl ) - 3- prxpmble - rieane Method | LRMS | HPLC
- 1871-tert- Byl -3-(]3-{4-[3-chl oro-4-(6-net hyl - D515. 0§. 56 pyrilg.i.n-S-yI oxy) -
phenyl am n¢]l-quinazolin- 6-yl}-prop-2-ynyl) -urnea 1882S- Hydr oxy
-N-(3-{4-[ 3- net hyl -{4¥{ido-grilolgt -PREBEIIP]-ggnazolin-
pyridin-3-yl oxy} th‘%YW%ﬁlﬂbnMré@zm I n- 6-yf}-prop+2-ynyi}) - progi onam de
1891- (3-{44[3-Chlora-4-(6-nethyl -pyridin-3-D540.76.19 yl oxy) - pheryl am no] -
qui nazol i n{85911 prl IP3-&IFRer4<ryiin: 3%} f | uojo Det yd%P-2ur e&45
190( +) Azet di ne- 2- caiphenydrii]-g@haboknds-{idpbpaA465( 24. 21

met hyl -4- (pyridin-3-ylo - phenyl am no] -

gui nazol i n{6-yl } - pn %X%W%JT”)"@am d e 191} Azeti di ne -2-carboxyliciacid
(3- (4] 3- A4Y9584. 41 | 2xthyG<IpeB-rabtyi4 Wrifid-898277 -b2 | REBAT BOEABI046
Exanpl eNaneMet hod I . met hyl-4-(6-fret hyl {pyri dijn-3- |yl oxy) -
phenyl am ngj - qui naz%{ﬂg&&fa}ﬂQoﬁ%gg?jix-%yﬁ-yft)ﬁ A de

1:92(+) - Azeti di ne- 21 @éanbwgti ¢ acid (3-{4-[3-A{499.3]4.70 ¢h
| of 0- 4- (6- Tyt = DY R e O E Yoo B - P g Taggit gy - prop- 2 -
yloxy}-phenylamino}- quinazolin-6-yl}-prop-
2-ynyl}-3-ethyi-urea

153 (+)-2-Hydroxy-N-(3-{4-[3-methyi-4-(pyridin- A 454 .1 4.79
3-yloxy)-phenylamino}-  quinazolin-6-yi}-

prop-2-ynyl)-propiona mide
154 N-{3-{4-[3-Methyl-4-(2-methyl-pyridin-3- B 466.1 5.85
yloxy)}-phenyiamino]- quinazolin-6-yl}-prop-

2-ynyl)-2-oxo-propionamide
185 N-(3-{4-[3-Methyl-4-(2-methyl-pyridin-3- B 438.1 5.18
yloxy)-phenylamino}- quinazolin-6-yf}-prop-

2-ynyl}-acetamide
:\ 156 (*)-2-Hydroxy-N-(3-{4-[3-methyl-4-(6- A 4660 | 4.98.
methyl-pyridin-3-yloxy)- phenylamino]-

quinazolin-6-yl}-prop-2-ynyl)-propionamide
157 (#)}-N-(3-{4-[3-Chloro-4-(6-methyl-pyridin- A 488.0 532
3—yloxy)—phenylamino]- quinazolin-6-yl}-

prop-2-ynyl)-2-hydroxy-propionamide
158 N-(3-{4-[3-Methyi-4-(6-methyi-pyridin-3- o 536.2 4.46
yloxy)-phenylamino]- quinazolin-6-yl}-prap-
2-ynyl)-2-(4-methyl-piperazin-1-yf)-

acetamide
159 2-[Bis-(2-methoxy-ethyl)-amino]-N-(3-{4- C 569.1 .93
[3-methyl-4-(6-methyl-  pyridin-3-yloxy)-
phenylarﬁino}-quinazolin—ﬁ-yl}—prop-z-




-ynyl )-am de 1931- Hydr oxy- cycl opropanecarboxylic acid (3-B 480.0 5.20

{4=] 3-nmet hyl -4-(6-nmet hyl -pyridin-3- yloxy)- phenyl am no] - qui ngbé,ﬂbgrzdm
" -prop-2- yvyl) am de 194N—(3 {4-[3-Methyl -4-(6-methyl -pyridin-3-B 45

5.55 yl oxy)YOBH&WT ani noj - qui nazol i in-6-yf}-prop - 2-ynyl )PCHMWOMm de
195N- (3-{4-[ 3-Met hyl -4-(6-nmet hyl -pyridin-3-B 466.1 5. 88
yl oxy) - phenyl am no] - qui nazol i n-6-yl }-¢¥Pop- 2-ynyl)-butyram de

196N- (3-{4-[3- Met hyl - 4-(6-net hyl -pyridin-3- B 466.1 5.88
yl oxy) - phenyl am no] - qui nazolin-6-yi)-prop - 2-ynyl)-isobutyram de

1972- Et hoxy N (3-{4-[3-nethyl -4-(6-nethyl -B. 482.1 5.89 pyridin-3-yloxy)-
phenyl am npFxamié naXemen- 6-yl }- prop- 2-ynyl ) - agbetbeti H&RMS | HPLC .
198N- ( 344[ Bpiyet hyl 14- (6-met hyl -pyridin-3- B 484.0 5.76 vyl o<y)R-Tph enyl am noj -
qui nazolint6-yl}-prop- 2-ynyl)-2-nethyl sulfany] - acet anm de
199Cycl opr ppanecar h¥R{r peetanids g (3-{ 4- [3-B 464{ 1 5.7p

met hyl - 4- (646ETNYT{ B -_\,(:E-l-lgldir Iaﬁ?ﬁb)-N'—(&FMlSnW anr Ty = U880 TH
-6--y[}-propp-2- vy %M%g{o cl obut anecarpoxyl i ac|d 213;
478.1 6.07{ met hyl -4}/’? HS'H‘“'%X}? éi rRIsWIaMiRgl ) - phienyl anj noj

- qui nazol i p-6 -yI qiinaplind-ylRaodpyayiaeaniied VIO 01/ 98277 -53
PCT1l BO1/ ORQ46—FEkarpte SHPLC No-{RT-ynyif ) -am de
201[ 6- (3- A o~ pr o ”é%‘ﬁ@}“ﬁh“’ﬁﬁ?ﬁ%@. FOWy| - |A362. la%BH0 | 465
[ 3--nmethyl | 4- (pyri jphensiaiyhdwmazqhhéryj}#prop-z-am ne 202lisoxazof e -5-icarboxylic

(4] 3-B

acid (3-{4}]3- B491 Mmc}_a&%ﬂt hyl - py(di n- 3-yl oxy) -
phenyl am np] - qui na oI J n prop- ynyl ) - dmi de
o 162 N-(3—{4-[3-Chloro-4-(pyndln-3-yloxy)- C 4730 | 4.42
J phenylamino]-quinazolin-6-  yi}-prop-2-
ynyl)-2-methylamino-acetamide
163 N-(3—{4—[3—Chloro-4—(6-meﬂ1yl—pyridin—3- C 487.1 4.60

yloxy)-phenylamino}- quinazolin-6-yl}-prop-
2-ynyl}-2-methylamino-acetamide

164 N-(3-{4-[3-Chloro-4-(6-methyi-pyridin-3- A 474.0 5.13
yioxy)-phenylamino]- quinazolin-6-yl}-prop-
2-ynyl)-2-hydroxy-acetamide

165 1-(3-{4-[3-Chloro-4-{6-methyl-pyridin-3- D 501.8 5.98
yloxy)-phenylamino}- quinazolin-6-yi}-prop-

2-ynyl)-3-isopropyi-urea
166 1-Isopropyl-3-(3H{4-[3-methyl-4-(6-methyl- D 481.0 5.69
pyridin-3-yloxy)- phenylamino]-quinazolin-
6-yl}-prop-2-ynyl}-urea -

167 Morpholine-4-carboxylic ~ acid  (3-{4-[2- D 509.1 5.27
methyl-4-(6-methyl-pyridin- 3-yloxy)-
phenylamino}-quinazolin-6-yi}-prop-2-
ynyl)-amide : .
168 N-(3~{4-[3-Chloro-4-{6-methyl-pyridin-3- c 543.3 5.64
yloxy)-phenylamino}- quinazolin-6-yl}-prop-
2_-ynyl)-2-morpholin—4~yl-acetamide

169 N-(3{4-{3-Methyl-4-(6-methyl-pyridin-3- C 522.8 5.37
yloxy)-phenytamino}- quinazolin-6-yi}-prop-
2-ynyl}-2-morpholin-4-yl-acetamide

170 - | [6-(3-Amino-prop-1-ynyl)-quinazolin-4-yj- A 396.3 4.05

——




-203N- Met hyl - N- (3- {4-[ 3- net hyl - 4- ( 6- net hyl - B452. 55. 79 pyri di n- 3-yl oxy) -
phenyl am no] - qui nazolin- 6-yl}-prop-2-ynyl) -acetam de 22 December 2004
2042- Met hoxyo D dshriet hyl - 3-{4-[ 3- net hyl - 4- B48195. 86
“(6- et hyl - pyrl c{'() 3-yloxy) - phenylam no] qui nazol i n-6-yl) PSF%“‘Z“}??{W
-acetam de 205N- (1, 9-Di net hyl - 3-{4-[ 3- net hyl - 4- ( 6- B466. 25. 82
nmet hyl - pyri di n- 3-yl oxy) - phenyl am no] - I nazolin-6-yl}-
prop-2-ynyf)-acetamd e
2062R- Hydr oxy- N- (3-{4-[ 3- net hyl - 4- (6- et hyl - B468. 04. 95 pyri di n- 3-yl oxy)
- pheny| anm nel—au—inazol—i a) 6 \lI 1 nr nn 2- \/n\/ )= hl‘_ﬂlhi onam de 20Q7E .
Cycl opropang?:(%{ﬁ%%x PNege  acid (3-{4-[3- G466, 15| Method ['LRMS | HPLC
met hyl - 4- ( §Neet hyl | pyr| d| n- 3 yI oxy) RT
phenyl am nef=etiraz - 208
ON-(3-{4[ 3] Methyl - b ('Eé‘n%ﬁ’“ry{e?“ew IR e
yl oxy) - phenyl am no} Ph!ft!ﬂvil’rarzloﬁ n-6-yl }-all y| ) DI’Opi opam de |209E
2- Et hoxy- Ni@#r T4- 1T BeEE o 54
pyri di n-3-yl oxy) - phe rg Faﬂr%h'rnl% - B%] U%h;fohﬁta’xr} 6ryl} - 93?12) 1288 ani de
210E-(-r)-2- Met hokgﬁ-mﬁfbwﬁrﬂwwrmmw 43Ylexs3184. 15
met hyl - pyr| di n- 3- y| gaenyg-amipbeny| am no] - qui nazplin-6tyl)alliyl)- .
pr 0p| onam 'in 22 Deb glabg 2004 \WD 01198277 -b4 Exa ] | eNal!I:eJyB_tﬂ)dL- R- M5
HPLC No. RIT2L1E- 2| FilGirAsming-prepenyaginarolndvil-4- | 6-Gret hy#16.0G] 488. 1 5. 48
pyri dj n- 3- yJo) q4- phpriplosra-Banethyl-@iridiaz ol 3-Roxy)or y~-af | yl ) -acetam ¢. e
2122- Met hoky-N-( | h{ef“iﬁs et hyl-4-(6-nmethyl- B 5080 6.1}
pyddi n- 3-yj oxy) - pheRVT 4 Tt - gui nazol i n-
6- VI et hyny| }%3cycl op2Hiydrpxyete-(a-id+8-dethyi-4-(pyridin-3- A 468.1 5.04
213N- (I -[ 4} 3- Math | 478. 0 5. 90
yl oxy) - phehyl am noj - qxa?—é]r@ng?rhné{] qﬂy&:ﬁ‘@{pﬁjﬁxf cycl objut yl ) - acet anj de
214E-N- (3-f4-[ 3-Ch| Y'Ul)zlsoéwfﬁ@tdﬁyl pyr| din-3- | G 47%.0 5.5p
yl oxy) - phep¥izam Mol 2 pydrBy TRESaEiE - Ry e metiyr- A 4821 | b5.24
pyridin-3-yloxy}- phenylaminoj-quinazofin-
6-yl}-prop-2-ynyi)-isobutyramide
175 N-(3-{4-[3-Chioro-4-(6-methyl-pyridin-3- A 502.0, 5.55
yloxy}-phenylamino]- quinazolin-6-yl}-prop- 504.0
2-ynyl)-2-hydroxy-isabutyramide
176 [6~(3-Amino-prop-1-ynyl)-quinazolin-4-yi]- A 416.2 4.25
[3-chloro-4-(6-methyl-pyridin-3-yloxy)-
phenyl}-amine
" 177 N-(3-{4-[3-Methyl-4-(6-methyl-pyridin-3- C | 533 | 599
yloxy)-phenylamino]- quinazolin-6-yl}-prop-
2-ynyl)~2—(2,2,2—triﬂuoro—emylamir_xo)—
acetamide
178 1,1-Dimethyl-3-(3-{4-[3-methyi-4-(6- D | 4673 | 536
meﬂ1yl-pyridin-3-yloxy} phenylamino}-
quinazolin-6-yl}-prop-2-ynyl)-urea
179 3-(3-{4-[3-Chioro-4-(6-methyl-pyridin-- D | 5150 | 6.32
yioxy}-phenylamino]- quinazolin-6-y{}-prop-
2-ynyl}1,1-diethyl-urea
180 3-(3-{4-[3-Chloro-4-(6-methyi-pyridin-3- D | 4871 | 570
yioxy}-phenylamino}- quinazolin-6-yl}-prop-
2-ynyt}-1,1-dimethyl-urea



allyl)-2-fluoro-acetam de 215E-Cycl opropanecarboxylic acid (3-{4-[3-G
485.7 5.77 chloro-4-(6-nethyl-pyridin-3-yfoxy)- 22 December 2004
phenyl am no] - qui nazol i n-6-yl ~-allyi)-am de

-216[ 6- (| - Awionat/agTi obut yl et hynyl ) - qui nazolin- A 436. 0 4. 87 PCT/AB01/01046
4-yij-[3-methyl-4-(6-nethyl-pyridin-3- vyloxy)-phenyl]-amne

217(+)-2- Met hoxynet hyl - pyrrolidine-1 P 537.1 6.13 carboxylic acid
(3-[4-[3-nmethyl -4 (6- nethyl-pyridin- % yi oxy) - phenyl am no] -

qui nazol i n-6-yl)-prop-2-ynyl)-am de 218Pi perazine-1 -carboxylic acid
(3-{4-[3-D 508 1 4.28 rrethyl 4-(6- rrethyl pyr|d|n 3-yl oxy) -

phenyl am nek=ra =6=ytF=prop=—2= yyt—at Méfh q N
2193- ( 3- K—[%xd é )Ha %6 met hyl - pyridin-3- D 531.0 5 ’I'R%ﬁoxwl-'cphenyl am nol -

qui nazol i n Boyl ~- p op- 2-ynyl)-I-et hyI -1 - (2-hydroxy- et hyl -RTurlea 220[6- (1
- Anti no- cyCigpropy Me | yhdin-3- G 4403 | 4.74 .
qui nazoling-yl]-[3 met h I - lp yri dijn- 3-yljoxy) - phenyg-lam ne

2- 21E- 3- (4} 13- I\/Etth’“’W)‘%;'Be”WE'F‘W?]I' pyﬂP*{ﬁZﬁ n-8Y}'E 399.i2 4.93 22 Ddcenber 2004
WO 01/ 98277 -55 PCTézlyﬁa:dtQﬁ:BéG Exarrpl el\larrel\/bt Hod LRI\'/S HPLCG No. RT]

yl oxy) - phepyd-am-re Z0 en

529N, (3 {4 T2 Chl of B4Rty Fﬁe‘?ﬁ‘ijp ’B‘iﬂﬁy"ﬁ*e‘h oo o |54 | 505

yl oxy) - phenyl am no| methyjpymidredyiond-6- yiphenylamiopl- [2- ynyli) - 2- (]2- met Hoxy

- et hoxy) - acet am de g‘@la[ﬁ nﬁ}{lé"h’éécggnﬁc{ 0-4(6-nmgt hyl -gyridin-3- B|486.0 6. 17
n-o6-y

yl oxy) - phenyl am noj gui nazo -prop- {2-ynyit )-2-adxo-prapi onam de
224N- ( 3- (4-183- Chi of Momhdlige-feehgivipy racidi n334-3-534D0 §. 82.¢/110%yEB- phenyl ani no]
g uinazalin-6-yl }crﬂ:fr&@- %et)ﬁﬂlb}n)id'rz (2- xy-ethylisul farjy |)- tacet am de
225N—(3 4- [ 3- Chl of o- 4- ridin-3-B 504.0 .04
phenylamlno]—qumazo!m Vikprop-2-
ynyl)-amlde
184 Pymrolidine-1-carboxylic acid  {3-{4-[3- D 513.0 6.00
chioro-4-(6-methyl-pyridin- 3-yioxy)- :
phenylamincl-quinazolin-6-yl}-prop-2-
ynyl)-amide
185 1-(3-{4-[3-Chiorg-4-(6-methyl-pyridin-3- D 473.0 537

yloxy}-phenylamino]- quinazolin-6-yi}-prop-
2-ynyl}-3-methyl-urea

186 1-(3-{4-[3-Chloro4-(6-methyi-pyridin-3- D 501.0 6.03
yloxy}-phenylamino]- quinazolin-6-yi}-prop-
2-ymyl)-3-propyl-urea

) 187 T-tert-Butyl-3-(3{4-[3-chioro-4-(6-methyl- D 515.0 | 6.56
pyridin-3-yloxy)- phenylamino]-quinazolin-
6-yl}-prop-2-ynyl)-urea _

188 28-Hydroxy-N-(3-{4-[3-methyl-4-(6-methyl- B 468.0 4.95
pyridin-3-yloxy}-phenyiamino]-quinazolin- |
6-yi}-prop-2-ynyl}-propionamide

189 1-(3-{4-{3-Chloro-4-(6-methyl-pyridin-3- D 540.7 6.19
yioxy)-phenylamino}- quinazolin-6-yl}-prop-
2-ynyl}-3-(2,2,2-trifluoro-ethyl)-urea

190 (+)-Azetidine-2-carboxylic  acid  (3-{4-[3- A 465.2 421
methyl-4-(pyridin-3-yloxy)- phenylamino}-
quinazolin-6-yl}-prop-2-ynyl}-amide

191 (+)-Azetidine-2-carboxylic acid (3-{4-[3- A 479.3 4.41




yl oxy) - phenyl am no] - quinazolin-6-yl}-prop - 2-ynyl)-2-nethyl suifanyl
-acetam de 226Pyrrolidi ne-2R-carboxylic acid (3-{4-[3-A 513. $2H36mbB} 966
4- (6-met hyl - pyri di n- 3-yl oxy) - phenyi am no],- qui nazol i n-6-yl} -prop-2-

ynyl ) - am deW227p§X7i ol i di ne- 2R- carboxylic acid (3-{4-[3-A 49Pdr/Bo4B1046

chl oro-4-(pyridin-3- yloxy)- phenylamno ]- quinazolin-6-yl}

-prop-2-ynyl }-am de 228(+)-2-Met hanesuf f-fdy | -N-(3-{4-[3-nethyl -4-B 486.1
4.52 (pyridin-3-yloxy) - phenylam no]-quinazolin - 6-yi}-prop-2 ynyl)
-acetam de 229()-2- Met hanesul finyi-N-(3-(4-[3-chloro-4 -8 506.0 4.81
(pyridin-3-yloxy)- phenylanm no]-quinazofin- 6-yl}-prop-2 -ynyl)-acetam de
230( +) Tet r ahxhrplef urtd@ms- car boxylic acid (3-B [48&had 5L RMS | HPLC
{4[ 3-met hyl [ g5 (pyridi n-3-yl oxy )- phenyl am no] -lqui nazpli n-p-yh}-prop-2-
ynyl)-am del 2312-Hylddroxy-N-(3-[4, 4[ 3- pet hy| -4- (lpyri diln-3- A 440.3 4. 60 22
Decenber 2004 WO 01y 9ghyiA-(C-mefivEymidint801/ Oviegkdq Exanp| eNanmejMet hodL RVSHPLC
No. RT yl oxy) - pheny|l gghfghinol-inbsaRZ6MiProf-ay| } - grop- Rynyi )-acet am de
2322- Et hoxyF N- (3-{4- [ 3- et hyl -4- (pyri di n- 3- B467. 95. 62
yl oxy) - pheny! ami no]|-XGHPAZRES] i n-6-yi }-prop- 2-ynyl) - dcet ani de
233 3- (I;/Et hzlwlé-(ﬁyr I@)-quﬁdmé-%;!rboﬁmena&d - B4 ggfﬁ&t. ?5%9.3 470 A
pi peri di n-4-yl et hynyl - qu zolin-4- - .am ne ¢l obut apecar bpxyl i c
acid (3-{4-] 3- B464. ﬁ!%'ﬂ%{"ﬁ'bﬂ?ﬁ“ﬂ(%%%‘f”&’?‘n_ 3-yl{oxy) - ghenyl aivi no ]}

qui nazol i n-[6-yl } - grabipaanyinsiaingesiid@yRB5EZe| opriopanegar boxyf i ¢ ach d
-(3-{4-[3-B450. 05. 44 M%%Jdéll' (pyridin-3-yloxy)4 phenylam no] -
qui nazol i n-i6-yl } - priop- 2-ynyl -am de 236[ 3- Met hyl - 4- (dyri di ni- 2- yl oxy)
- p.henyl ] - (6-18436. 04.1gHydroxy-cyclopropanecarboxylic acid (3- B 480.0 5.20
w {4-[3-methyl-4-(6-methyl-pyridin-3-yloxy)-

phenylaminol-quinazolin-6-yl}-prop-2-

ynyl}-amide
184 N-(3-{4-[3-Methyl-4-(6-methyl-pyridin-3- B 452.1 555
yloxy)}-phenylamino]- quinazolin-6-yi}-prop-

2-ynyl)-propichamide
185 N-(3-{4-{3-Methyi-4-(6-methyl-pyridin-3- B 466.1 5.88
yloxy)-pheny[aminb]- quinazolin-6-yi}-prop-

2-ynyl}-butyramide
196 N-(3-{4-[3-Methyl-4-(6-methyi-pyridin-3- B 466.1 5.88
yloxy)-phenylamino]- quinazolin-6-yi}-prop-

Z-ynyl}-isobutyramide _
-I‘\ 197 2-Ethoxy-N-{3-{4-[3-methyl-4-(6-methyl- B. 4821 5.89
pyridin-3-yloxy)- phenylamino]-quinazolin-

@yl}-prop—2-ynyl)—acetamide _
198 N~(3-{4-[3-Methyl4-(6-methyi-pyridin-3- B 4840 | 576
' ylexy)-phenylamino]- quinazolin-6-yl}-prop-

2-ynyl}-2-methylsulfanyl-acetamide
199 Cyclopropanecarboxylic acid  (3-{4-[3- B 464.1 6.76
methyi-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-y{}-prop-2-

ynyl}-amide
200 Cyclobutanecarboxylic  acid (34413~ | B~ | 4781 | 6.07
methyl-4-(6-methyl-pyridin-3- yloxy}-

phenylamino]-quinazolin-6-yi}-prop-2-




-pi peridin-3-yl et hynyl
237(6-Azeti di n-3-yl et hynyl
-4- (pyridin-3-yboxy) - pheny!]
= 3-[4-[ 3- nsdnydrosd?7 pyri di n- B481. 95. 96 3 yl oxy) -

nmet hyl

-quinazol in-4-y |I)- am

ne

-qui nazolin -4-yl)-[3-A407.94. 10
-am ne 238N (1, 1- Di net hyi

22 December 2004

phenyl am nopeTiBNAZ®IGE N- 6-

)- prop 2-ynyl)-2-nmethoxy- acetam de
2392-[4-(3-{4-[3-Met hyl -4-(pyridin-3-ylgxxy) -A495.44.10
phenyl am noj - qui nazol i n-6-yl}- .prop-2- ynyl)-piperazin-1-y9-ethanol
240( +) - 2- Met hoxy- N- ( 1- et hyl - 3- (4-] 3-nmet hyl -B467. 95. 57
4- (pyridin-3- yI oxy)- phenyl am no] -
ui nazolin-§ DT ORame YNY! ) - acet am de Method | LRMS | HPLC
241[ 3- Met hyl - 4- (pyri di n- 3-yl oxy) - phenyl ] - (6- A436. 04. 8 pi per iRg_i nt 3
R-yl et hyny f5“E]ui nazplin-4-yl )- am ne 242[ 3- Methyl - pyri di n-3-y| oxy)
- phenyl ] - ( b- A436. Olyr48-aniiqeer | di n- SS-yI et hynyl - qui nazoiin-44yi )-{22
- Decenber 2 Q3277 57 PCH/ 1 BO 1/ 01046—arp bvh* red] RVBHPLC
No. RT anmi 325|243< +f [ECRATAgPoR:! Z"B{l"ﬁuﬁﬁaﬁ"ﬁ%ﬁ@r oxy)ﬁ fe:’%ﬁ] Aﬁ% 04. 30
(6-pyrrolidin-3-yl e[Bhlyeuwl-4¢uyridua-zfyloky)+pher4r¥]yl )- jam ne b Tabl ¢
Exanpl eNangMet hodL%gg’LC No. RT 2441-(2- Met hoxly- et hy|) - 1- net hyI 3- (3-{4] 3-
D511.15. 61 nethyl -4-(6 -nmethyl-pyridin-3-yloxy)- phehyl am hol-quj nazolin
-6-yl }- prop2-  yny|l lpoxazele-5Zabeyyic - 2aqid, dr GXgiet |hy | B py A810d| nd78 - P523. 15. 19
carboxylic| acid (3 ﬁ\éthgia??l:(@ﬁﬁelﬁﬁvl-pﬁdlﬁ 8vioxy)- _ o
met hyl - pyr|j di n- 3-y|l oxy heny| am no] - qui nazolfin-6-y| }-prpp 2 ynyi )-amde
246( +) - 3- Hydr oxy- pyﬁ*}eariﬁfawﬂéluwa%?éw%‘kWP@- D509. 14. 75
ynyi}-amide ,
i 203 1 N-Methyl-N-(3-{4-[3-methyi-4-(6-methyi- B 4525 | 579
pyridin-3-yloxy)- phenyiamino]-quinazolin-
6-yl}-prop-2-ynyl)-acetamide
204 2-Methaoxy-N-{1-methyl-3-{4-[3-methyi-4- B 481.9 5.86
(6-methyl-pyridin-3-yioxy)- phenj;lamino]—
quinazolin-6-yl}-prop-2-ynyl}-acetamide
205 N-{1,1-Dimethyl-3-{4-[3-methyl-4-(6- B 466.2 5.82
methyi-pyﬁdin—.’i—yioxy)—_ phenylamino}-
quinazoiin-G-y[}-prop—2-yriyl)-acetamide
206 2R-Hydroxy-N-(3-{4-[3-methyl-4-(6-methyl- B 2660 | 495
pyridin-3-ytoxy}-phenylamino]-quinazolin-
) 6-yl}-prop-2-ynyl)-propionamide
207 E-Cyclopropanecarboxylic acid (3-{4-[3- G 466.1 5.41
methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-yi}-allyl}-atnide
208 E-N-(3-{4-[3-Methyl-4-(6-methyl-pyridin-3- G 4541 | 507
yloxy)-phenylamino]-quinazolin-6-yl}-aliyl)-
propionamide
209 E-2-Ethoxy-N-(3-{4-[3-methyl-4-(6-methyi- G 4840 5.54
pyridin-3-yioxy)}-phenylamino}- quinazolin-
B-yi}-allyl}-acetamide
210 E-(+)-2-Methoxy-N-(3{4-[>-methyi-4-(6- G | 4841 | 545
methyl-pyridin-3-yioxy)- phenylamino]-
quinazolin-6-yl}-aliyl)-propionamide




acid (3-4-[3-nethyl -4-(6-methyl -pyridin - 3-yl oxy)-phenyl am no] - quin
azolin -6-yi}- prop-2-ynyl)- amde 247C s- and trans 22 December 2004
2,5-Di net hyl - pyrroiidine-D521. 16. 38, 1-carboxylic acid

--(3 {4-[ 3- MXMP1/98277 6- 6. 28 net hyl - pyri di n-3- yl oxy} - phenyl anPaoiB01/01046.
qui nazolin-6-yl} -prop-2 ynyl)-am de 2481-1sobutyl -

I -met hyl - 3- (3-{4-[ 3-net hyl - 4- D509. 16. 45-546- net hyl - pyri di n- 3-yl oxy) -
phenyl am no ]- qui nazolin-6-yl}-prop-2- ynyl)-urea

249N (1] 3- Met hyl - 4- (6- et hyl - pyri di n-3 - B464. 05. 46

yl oxy) - phenyl am no] - qui nazolin-6- ylethynyl}-cycl opropyl}-acetam de
2502- Met hok#xampie ( 1 Nadhe[ 3- et hyl - 4- (6- B5. 76493} KMeadd De&RiFD rH;ﬂ_@Oé WO
01/98277 - 5@0 PCTI 1 BO /0] 046 Exanpl eNaneMet hogl LRVS|HPLC F{}’T

met hyl - pyr{ din-3-yl oxy) - phenyi am no] - q ui nazolin-6-yl et hypyl
acet am de PBUE- N- ( 3E{AFIEBe-BHBd-B-metityb-4f@miatnlt- pyri @i nt @58.74| 05 B553

3-yl oxy) - phenyl am U )+ propi pnam de 252E
N-( 3- { 4(3- [Onl or o- 4 g’"dg’ ’F.é!ﬁg p@#f‘%’%}} “gg’%%h 67 3-JI

oxy) - pheny| ami no] - yﬁr&%@fﬁcﬁfﬁ@dyl }- aliyl)- 2 - et hoxyj pr opi pnani d
253E- N- (3- [(#H3-Tni ngﬂeﬁf&pmmﬂ[glmew_g_wﬂe 48P 785 P2080 | 6.7
yl oxy} - phenyl am no I nazo -allyl 2- nmet hoky- acef am de

254E- N- (3-{(4- [ 3- Ch '"?(W’%%P'}?{)Y'gfﬂg}?lﬁ’ai"ﬁzw'ﬁ,ort. 0 5.89

dopr opyl ) -

U

(1%

3-yl oxy) - phenyl am ﬁ&ybmmyﬂ&;’dbbum}&cytbhdeal I yI ) - 2- et hoxy- ackt am dg
255( 3- CA- [ Bsifethy et-hyl—oyridin 63 7. 11
yf oxy) - phe;2y1I3a M no N’cﬁH“‘cz‘aHﬂ# gslv?tﬁ"pﬁrr‘%?’? vhy!5 - cafb&fic 2 d| tert-butyl
" ester 2562- (R) - Hygloyxphenyladinplquirdzoinshy| - 4- (6- B 468. 0 5.04
- | viethynyl}-cyclobutyl)-acetamide

214 E-N-(3-{4-[3-Chlorc-4-(6-methyi-pyridin-3- G 478.0 58.55

yloxy}-phenylamina}- guinazolin-6-yl}-
aliyl}-2-fluoro-acetamide

215 E-Cyclopropanecarboxylic acid (3-{4-[3- G 485.7 577
chloro-4-(6-methyl-pyridin-3-yloxy)-

phenylamino}-quinazolin-6-ylj-allyl}-amide
218 [6-(1-Amino-cyclobutylethynyl)-quinazolin- A 438.0 4.87
4-yl]-{3-methyi-4-(6-methyl-pyridin-3-
yloxy)-phenyl]l-amine

217 {+)-2-Methoxymethyi-pyrrolidine-1- D 537.1 6.13
carboxylic acid (3-{4-[3-methyl-4 (6-
b methyl-pyridin-3-yloxy)-phenylamino}-

quinazolin-6-yl}-prop-2-ynyi)-amide
218 Piperazine-i-carboxylic ~acid  (3{4-[3- D 508.1 4.28
methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-y{}-prop-2-

ynyt}-amide
219 3-{3-{4-[3-Chloro-4-(6-methyl-pyridin-3- D 531.0 541
yloxy)-phenylamino)- quinazolin-6-yl-prop-

2-ynyl}-1-ethyl-1-(2-hydroxy-ethyl)- urea

220 [6-(1-Amino-cyclopropylethynyt)- A 422 1 5.1
quinazolin-4-yl]-[3-methyl-4~(6-methyl-
pyridin-3-yloxy}-phenyl]-amine

221 E-3+{4-[3-Methyl-4-(6-methyi-pyridin-3- E 399.2 4.93




.met hyl - pyridi n-3-yloxy) - phenyiamno ]- quinazoiin-6-yl}-prop-2-yny )-
propi onam de 257Cycl obut anecar boxylic acid (3-[4-[3-B 49829,pember 2004
chl oro- 4- (6- net hyl - pyri di n-3-yl oxy )-500.0
-phenyl am nwjo@wseEzol i n- 6-yl }-prop- 2- ynyl)-am de PCT/IB01/01646 .
258N (3{4[ 3-Chi oro-4-(6-methyl -pyridin-3- B 472.0, 5.86 :
yl oxy) - phenyl am no] - qui nazol i n-6-yl}-5474. 0 prop-2 ynyi}-propi onam de
259Cycl opr opanecar boxyli¢ acid (3-(4- 13- B 484. 0, 6.06 22 Decenber 2004 WO
01/98277 -59 PCT/1BOL/ 01046. Exanpl eNane Met hodLRVMS HPLC No. RT
chl oro- 4- (6- net hyl - pyri di n- 3- yI oxy) 486. 0 phenyl am noj - C]UI nazol i n-6-yl }-
prop- 2-  ynFiElandl OFNgREN (3-{ 41 3= Chforo=4=1(%6- TT'EMéMdd- PYRET MRece |B486. 1,
6.17 yl oxy) - phenyl am noj - qui nazofin-6-yl}- 488.1
pr op- 2- ynyj ¥¢i sobul yrami de  261(+) - N- (3-{4-[ 3-Ichl or a- 4- (6-jnefhyl{ B502. 0,
6. 00 pyri din-3- yT OKyidxyippRdnye@mnbRinazdid- 6&yifprGp [ _aZzolji N-6- Y F-prop- 2-ynyl )
- 2- met hoxyy pr opi oh&m’ qe 262(+) - 2- Met hoxy-N-(3-{4-[3-nmethyl -4-(§ - B482.1
5.73 net hyjl - pyri di p8Y 'W oxy) - phenyl anino ) -| qufngzolin-{6-yl} }-prop-2
ynyl )- pri@22onam dﬁ-(&-@@ﬁ-@ﬂmﬁm&hy}ﬁmﬂ% ar lgox |l 632.@ql &.g63-] B507. 1

4.73 {4-[3-nmethyl - 4. (O3 . oxyf) - phenyl am o] - quifnazol i n- 6-y
| }- prop-2-ynyl - %&E%@%‘T&I—@u&%&m- c{r%lﬁr priopanedar boxylic 1482.0 4.65
acid (3-{4-[3-net hyz-ywl}(mﬂmﬂw-ﬁbwmmamide

3-yl oxy) - ghggytamng ’ _lmlﬁ 0 -y
265E- 25- Hydr oxy- N-{ 3"{ %( | -%Wz‘gy”d'”og
yloxy)—pheny[amlno]— qumazolsn-ﬁ-yi}-prop-

N
1

iy '_'gzcﬁ,as.o 6.17
2-ynyl}-2-oxo-propionamide
224 N-(3-{4-[3-Chloro-4-(6-methyl-pyridin-3- c 534.0 557
yloxy)-phenylamino}- guinazolin-8-yl}-prop-
2-ynyl}-2~(2-hydroxy-ethyisulfanyl}-
acetamide

535 N-(3-{4-[3-Chioro4-{6-methyl-pyndin-3- B | 5040 | 604
yloxy)-phenylamino]- quinazolin-6-yi}-prop- {.

2-yny!)-2-methylsuifanyl-acetarmide
22.6 Pyrrolidine-2R-carboxylic acid  (3-{4-[3- A 5134 4.86
chloro4-(6-methyl-pyridin-3-yloxy)-

phenylamino]-quinazofin-6-yl}-prop-2-
ynyi}-amide

227 Pyrrolidine-2R-carboxylic acid  (3-{4-[3- A 499.0 445
A A chioro-4-{pyridin-3-yloxy}- phenylamino]-

quinazolin-6-y[}-prop-2-ynyl}-amide
228 (_-t)-z-Methanesufﬁnyi-N-(3-{4~[3-methyl—4- B 486.1 452
' (pyridin-3-yloxy)- phenylamino]-quinazolin-
6-yl}-prop-2-ynyl}-acetamide ,
229 (+)-2-Methanesulfinyl-N-(3{4-]3-chloro-4- B 506.0 4.81
{pyridin-3-yloxy)- phenylamino}-quinazolin-

6-yl}-prop-2-ynyl)-acetamide
230 {+)-Tetrahydro-furan-3-carboxylic acid (3- B 480.1 5.11
{4-{3-methyl-4-(pyridin-3-yloxy)-

phenylamino}-quinazolin-6-yl}-prop-2-

ynyl}-amide
231 - | 2-Hydroxy-N-(3-{4-[3-methyl-4-(pyridin-3- A 440.3 460




i-.met hyl - pyri di n-3-yl oxy) - phenyl ani no]- quinazolin-6-yf}-allyl)
© -propi onam de 266E- 2R Hydroxy-N-(3-{4-[3 -nethyl -4-(6- i470. 22$6c68mber 2004
met hyl - pyri di n-3-yl oxy}- phenylam noj= q uinazolin_6 _yl}-allyl}

- pr opi onanmwle 0288477 2- Hydr oxy- N- (3-{4-[ 3- net hyl - 4-{6- 1456. 1 pé&Tako1/01046

met hyl - pyri di n-3-yl oxy) phenylam no ]- quinazofin-6-yf}-allyf) -acetam de
2681- Cyanonet hyl -3-(3-{4-[3-nethyl-4-(6 D478.1 5.26 22 Decenber 2004 WO
01/98277 -60 PCT/1B01/01046 Exanpl eNameMet hodl' LRVSHPLC No. RT

met hyl - pyri di n-3-yl oxy)- phenyl am noj - quinazoiin-6-yi}- prop-2 yny[)
-urea | -Cyctohutyl-3-(3-{4[3- nethyl-4-(6-
269met hy[ - Eb[ﬂ?;@-dmhexy)-pnenwam n— 0] - Ul7 #ftho RS | HPLC

qui nazol i n4{6-yl)-prop-2-ynyi)-urea 1,1, 3-Tringthyl -Jé-(s-{é-[S-nqt hyl - 4- (6
- 270met hyN%y(di f- 3-yl oxy)- phenylanino ]- Pl 481J1 6.39 RT
qui nazol i n{6-yT | - pil 9px@-phenyianinsl-emindzdidsyf-plog- Chl or 01 4(6- et hyT -[yri di n- 3-
271yl oxy) - thenyI am 9%-1 qt% nac%ol in-6-yl - D1 5p1.1 6|52 prap-2-ynyl)-
1,3,3-trinmethyl -ured Yt? i‘?lm-' - (2-hydroxy-ethyl|)-3-(B-{4-[ 3-

272met hyl - 4@82 met hy R-Ebiyaxy-Hi(B-{BRBymeiny-4)pyriBitB11. | 5B20] 467.9 | 5.62

phenyl am ng] - qui na:z%wiﬁfrry’ﬁﬂ@%@pﬁﬁm&ﬁﬁﬁg&- Ur ea

(+)-3-Di nmethyl am no

2-ynyl}-acetamide
233 B-Methyl4-(pyridin-3-yioxy)-phenylj-(6- A 43686 | 435
piperidin-4-ylethynyl-quinazolin-4-yl)-
amine
! 234 . | Cyciobutanecarboxylic  acid  (34413-| B | 4640 | 578

methyl-4-{pyridin-3-yloxy)-phenylaminoj-
quinazolin-G-yl}-prop-2-ynyi}-amide

235 Cyclopropanecarboxylic acid  (3-{4-[3- B 450.0 5.44
methyl-4-{pyridin-3-yloxy)- pheﬁylamino}

quinazolin-6-yi}-prop-2-ynyl}-amide
236 [3-Methyl~<(pyridin-2-yloxy)-phenyl]-(6- A | 4360 | 4.64
piperidin-3-ylethynyl-quinazolin-4-yl)-

amine
237 (6-Azetidin-3-ylethynyl-quinazolin-4-yl}-[3- A 407.9 4.10
methyl-4-(pyridin-3-yloxy)-phenyl]-amine
338 N-(1,1-Dimethyi-3{4-[3-methyl~(pyridin- B 4879 | 596
) 3-yloxy)-phenylamino]-quinazolin-6-yl}-

prop-2-ynyiy-2-methoxy-acetamide .
238 2-[4-(3-{4-{3-Methyl-4~(pyridin-3-yioxy)- A 4954 4.10
phenylaminoj-quinazolin-6-yl}-prop-2- '

ynyl}-piperazin-1-yl}-ethanol
240 (+)-2-Methaxy-N-(1-methyi-3-{4-[3-methyi- B | 4679 5.57
4-(pyridin-3-yloxy}- phenylaming}-
quinazolin-6-yl}-prop-2-ynyl)-acetamide

241 [3-Methyi-4-(pyridin-3-yloxy)-phenyl}-(6- A 436.0 448
piperidin-3R-ylethynyl-quinazolin-4-yf)-

amine
242 [3-Methyl-4-{pyridin-3-yloxy)-phenyl]-(6- A 436.0 448
piperidin-3S-ylethynyl-quinazolin-4-yi)-




273carboxylic acid (3-{4-[3-nmethyl-4- (6- D1536.1 4.40

nmet hyl - pyri di n- 3-yl oxy) - phenyl am no ]- qui nazolin-6-yi} 29 December 2004
- prop-2-ynyi)-am de Morpholine-4-carboxylic acid (1-nethyl-
2743- {4- [ 3-wetoapkz74- (6- net hyl - pyridin-3- D1 523.4 5.58 PCT/II'?J)I/OIO-!G

yl oxy) - phenyl am noj - qui nazolin- 6-yl}- prop-2-ynyl)- am de
Exo- 6- Am no- 3- aza- bi cycl o[ 3. 1. O hexangy.3-carboxyli c¢ acid
275(3-{4[ 3-nmet hyl - 4- (6-net hyl -pyridin-3 - D520.9 4.28

yl oxy) - phenyl am no] - qui nazol i n-5-yl }- prop-2-ynyi]-am de
276Ex0- Hydroxyrret hyl - 3-aza- D.535.1 4.98
bicyclo[3.1 oA ar poxytttT —acrd W

(3-{4-[3-ne E* -4-( Nﬁhéfhyl pyridin-3 22 Decenbereg%jo L\?\%%U@é&?? - 61
PCT/ | [801/016% Exahpl e NaneMet hod LRVBHPLC No.|RT vyl oky) - phenfitani no) -

qul nazol I n-p-yl ;- pérﬁﬁez ynyl')-amde 277

(3_ ( 4[ 3- Met -4 ( hvl - npvuri di 3~-D 439 84.181 v]| nyy\ = Bthzd_zﬂ no] -

‘qui nazol i n- 53”93! ) - rQI%W&?Wr‘ﬁ @ﬁ?9%3'§9’9')'§'€1(ly'1‘3-{4-‘°f 3- Cf8Pol 448%

-met hyl - pyrj di n-1 7{6—p®#oiﬁﬁ-3?,yiqthwyc)wmﬁquam noj - gui nagol i n-6-
1

allyi)-2- hyblroxy-acea(n?}‘znlar 279 Piperazine -1-darboxylic ac|d (1,
536. 14. 74 d| net hyl 3-_nethyl -4-(6-net hyl -

m

5
Table I
Example | Name Method | LRMS | HPLC
'\ Nao. : RT

244 1-(2-Methoxy-ethyl)-1-methyl-3-(3-{4-{3- D 511.1 5.61
methyl-4-(6-methyl-pyridin-3-yloxy)- '
phenylamino]-quinazalin-6-yl}-prop-2-
ynyi}-urea .

245 (+)-2-Hydroxymethyi-pyrrolidine-1- D 523.1 518
carboxylic acid (3-{4-[3-methyl-4-(6-
methyl-pyridin-3-yloxy)}-phenylamino]-
quinazolin-6-yi}-prop-2-ynyl)-amide

246 (+)-3-Hydroxy-pyrrolidine-1-carboxylic D 509.1 4.75
acid (3-{4-[3-methyl-4-(6-methyl-pyridin-
3-yloxy}-phenylamino]-quinazolin-6-yi}-

; 3 prop-2-ynyl}-amide

247 Cis- and trans-2,5-Dimethyl-pyrrolidine- D “E6211 6.38.

1-carboxylic acid (3-{4~[3-rneth'yl-4-(6- 6.28

methyl-pyridin-3-yloxy)-phenylamino}-
quinazolin-6-yl}-prop-2-ynyl)-amide
248 1-Isobutyt-i-methy(-3-(3-{4-[3-methyl-4- D 508.1 645
(6-methyl-pyridin-3-yloxy)- |
phenylamino}-quinazolin-6-yj}-prop-2-
ynyl)-urea

249 N-{1-{4-[3-Methyi-4-(6-methyl-pyridin-3- B 4540 5486
yloxy)}-phenylamino]-quinazolin-6-
yiethynyl}-cyclopropyl)}-acetamide
250 2-Methoxy-N-(1-{4-[3-methy}-4-(6- B 5.76 4937




pyridin-3-yl oXy) - phenyl am no ] -
1- (1, 1- D net hyi
phenyl am no] -

di met hyl

-3-{

qui nazol i n-6-yl }-prop-2-ynyl) - 3-et hyi -
.Mor phol i ne-WO@&P$GXylic acid (1,1-D 537.36.02
-3-(4-[3-net hyl

qui nazol i n-6-yi }-prop-2-ynyl)-an de 280
-4-(6-D 495. 36. 11 net hyl - pyri di Qz@,égé,ggé/r)zom
urea 28

PCT/IB01/01046
pyri di n- 3-yl oxy) - phenyl am no] -

4[ 3- et hyl

- 4- (6- met hyl -

-qui nazol i n-6-yl }-prop-2-ynyl)-am de 282-58-

1, 3- Di et hyl
phenyl am no |-
N-(3-(4-[3-Cnl oro-4- (6-net hyl -

-1-(3-

qui nazol i n-6-yi} -prop-2 ynyi

-4-(6-D 467. 15.51 net hyl -pyridi n-3-yl oxy )-
)-urea 283
pyridin-3-B 5.02,5. 74 yl oxy) - phenyl am no] -

4-[ 3- et hyl

qui nazol i n{Exathyle 3.N¥nel, 1- di net hyl - pr op- 2- ynly Melhod- VMO Xy HPec e ami de 284
N-(1, 1-Di mhﬁyl 3-{4-[3-nethyl -4-(6-B 482. 25.{46 net hyl - pyri d% - 3-yl oxy) -
phenyl ami n{ o[- qui nazolin-6-y!}-prop-2-ynyl) |-2 - hydroxy-| acetgrnide 285
E- 1, 1- Di et hyl - 3- ( 34 fuHt84-pwidimyB-yieky BpHenyl@dindls. 12 net hyjl - pyri{di n- 3 {yl oxy) -
phenyl am np] - 22 I 5 %{}é W% 77 -162 PCT/1B0OL/{01046
Exanpl eNarﬁgl\/Et hod lﬁﬁﬁ%ﬁ) %o 9#}8% n- d-yl alil y!')-urea 286E-Pyn
- olidine-9{carboxyl| Peetawidg ( 3- {4- [3 H 495. 15.{40 ,
met hyl - 4- ( 528Ny | B A Snioh FehenyBRaA. a1 = quigg gty |
}-allyl)- amde 28VE-1 J-( Aﬂ | -3-(3 %e [%’?};‘r hyll - 4- ( 6- rreml - 5'5269. 14. 80
pyri di n- 3-yl oxy) - )ﬁé’m)a?‘i‘ieﬂﬂﬁmmﬂﬂwﬁ%z?m%l}“&yl } -dily 1)-urea|288E
Mor phot i ne{ - 4- car bD&Wi)I-;ﬁ‘opit@;laﬁludé?) {4 [3-.H 511.14. 75
-met hyl - 4- (Bspmhy i Boy-0xa-
pheny! anmi npf¥qui navgﬁ ﬁ"“%‘ ?/P? rﬁ@ﬁ‘e)my['pﬂ‘ﬁ[i“de G 504.0 | 567
. 3-yloxy}-phienylamino}-quinazolin-6-yf}-
sed aliyl)-2-methoxy-propionamide
253 E-N-{3-{4-[3-Chioro-4-(6-methyl-pyridin- G 4897 | 552
3-yloxy)-phenylamino}-quinazclin-6-y{}-
allyl)-2-methoxy-acetamide
254 E-N~(3-{4-{3-Chioro~-4-{(6-methyl-pyridin- G 504.0 5.89
3-yloxy)-phenylamino]-quinazolin-6-yf}-
allyl}-2-ethoxy-acetamide
255 (3{4-[3-Methyl-4-(6-methyl-pyridin-3- B 4963 | 7.1
yloxy}-phenylamino}-quinazolin-6-yi}-
prop-2-ynyl)-carbamic acid tert-butyl -
3 ester
256 2-(R)—Hydroxy-N—(3-{4-[3—methyl—4—(6- 8 468.0 5.04
methyl-pyridin-3-yloxy}- phenylamino)-
quinazolin-6-yl}-prop-2-ynyl)-
propionarmide
257 Cyclobutanecarboxylic acid (3-{4-[3- B " 498.0, 6.36
chloro-4-(6-methyl-pyridin-3-yloxy)- 500.0
phenylamino}-quinazolin-6-yi}-prop-2-
ynyl}-amide
258 N-(3-{4-[3-Chioro-4-(6-methyl-pyridin-3- B 4720, | 5.86
yloxy)-phenylamino}-  quinazolin-6-yl}- 474.0
prop-2-ynyl}-propionamide
259 Cyclopropanecarboxylic acid (3-{4-[3- B 4840, I ©6.06



.289()-9-Ethyl -1-(2-hydroxy-ethyl)-3-(1-D 525.15.51 nmethyl -3-{4-[3

-met hyl - 4- (6-net hyl - pyridin-3 yloxy)-phenyl am no] - qui nazobp meBembir 2004
prop-2-ynyl)-urea 290()-1-Ethyl-3-(1-methyl-3-{4-[3-nmethyl-D 481. 15. 68

4- (6- et hyIWQYRPEITH- 3-yl oxy) - phenyl am no] - qui nazol i n- 6- yl PEPABP/1R46 ynyi )
-urea 2914- Met hyl - pi perazi ne-1|-carboxylic acidD 522.34.44 (3-(4-[3-nethy
-4-(6-net hyl - pyridi n-3- yl oxy) - phenyl amd8o] - qui nazolin -6 yl}-
prop-2-ynyl)- am de 292N (3-{4-[3-Chloro -4-(6-nethyl-pyridin-3-B

483. 15. 73 yl oxy) - phenyl am no ]- quinazolin-6-yl} - prop-2-ynyl)-
2-cyano-acet am de 2932- Cyano-N-(3-{4-[3-net hyl -4-(6-nethyl -B 463. 15. 44

pyri di n- 3- ylEsaygle |MNeewey|l am no] - qui nazol i n- §- Mkthed gricAMR-[yAFLG -lacet am de
2941 - N (3144 [ 3-Met hyl - 4- (6-met hyl - pyri din- {G 486. 35. 33 RT
3-yl oxy) - phenyl am no] - _qui nazol in-6-vyi)-__aillyl)-2-nethyl gul fanyl
- acet am de{ 22 Deceiyisalproabfumatyl- oo 82ory)- 63 [PCTI | BQLA8SID46 Exarpl e
NaneMet hod{ RVS | HPLL Gr&QuditndFomndim-elydldraiaydr 9- f ur an- 2R- cartboxyl ifc  295aci d
(3-{4[ 3-net hyl - 4- (6- met’hyl - pyri di n- 10. 2 18.58 3-yl oxy)-p henyl am no] - qu
inazolin-6{y 1}- &M% de E- N-(3-{4-[3- Vet hyl - 4- (6-mat hyl - pyri di n-
2963- yl oxy} 2gnenyl aN—(GC[HS-QthJBA_?'ﬁhiemvlkpyﬁdid-s- AR 0948 1, | 6.17

_ 1 = _ I 2 - - h - i i - -
ally[) - met hanesu f "9%9})%%{1,&1%0- {éluirhgolih/-eszyi 14- (6 Mtf 8|.1 pyridin-3

prop-2-ynyl}-isobutyramide
261 (+)-N-(3-{4-[3-Chloro-4-{6-methyi- B 602.0, | 6.00
pyridin-3-yloxy}-phenylamino}- 504.0

LA | quinazolin-6-yi}-prop-2-ynyl}-2-methoxy-
propionamide
262 (+)-2-Methoxy-N-(3-{4-[3-methyi-4-(6- B 482.1 5.73
methyt-pyridin-3-yloxy)- phenylamino]-
quinazolin-6-yl}-prop-2-ynyl)-
propicnamide
263 5-Oxo-pyrrolidine-2R-carboxylic acid (3- B8 507.1 4.73
{4-[3-methyl-4-(6-methyl-pyridin-3-
yloxy)-phenylamino]-quinazolin-6-yi}-
prop-2-ynyl)-

amide

264 E-1-Hydroxy-cyclopropanecarboxylic { 482.0 4,65
N acid (3-{4-[3-methyl-4-(6-methyl-pyridin-
" 3-yioxy)-phenylamino}-quinazolin-6-yl}-

allyl)-amide _ :
265 E-ZS—Hydroxy-N-(S-{4-[3-methyI—~;1—(6- i 470.1 4.56
methyl-pyridin-3-vioxy}- phenylaminoj-

quinazolin-6-yi}-aliyl}-propionamide ,
266 E-2R-Hydroxy-N-(3-{4-[3-methyl-4-(6- i 470.1 4.60
methyl-pyridin-3-yloxy)- phenylamino}- '

quinazolin-6-yl}-allyl}-propionamide _ 7
267 E-2-Hydroxy-N-(3-{4-[3-methyl-4-(6- I 456.1 | - 4.91
methyl-pyridin-3-yloxy}  phenylamino]-

quinazolin-6-yl}-allyl)-acetamide
268 1-Cyanomethyl-3-(3-{4-[3-methyl-4-(6- D 478.1 5.26




.297yl oxy) - phenyl am no] - gui nazolin-6- B466. 15. 22
yl et hynyl ) -norphol i n-3-one ' E-N-(3-{4-[3-Chloro-4- (6-nethygpiRemdei?o04
2983-yl ox ) henyl am no] - quinazolin-6-yl 490.16.06 allyl)-2S

- hydr oxy-%ﬂﬁgﬁ’ dmi de E- 1- Hydr oxy- cydopr opanecar boxylic  PXIGBE1/61046
(3-{4-[3-chloro-4-(6 -nethyl-pyridin- 502.25.24 .

3-yl oxy) - phenyl am no] - qui nazolin-6-yl -§0- aliy |)-am de
E-N-(3-{4-[3-Chloro-4-(6 -nethyl-pyridin- 3003-yl oxy)-phenyl am no] -

qui nazolin-6-yl) - 504.25.24 al[y[>. 2-hydroxy-isobutyram de (+-E
N-(3-{4-[3-Chloro-4-(6-nethyl - 301pyri di n-3-yl oxy) - phenyl am no ] -

| 490. 05. Q7EgupleazoNdame n- 6-yl } - al [ yi ) - 2- hydr pMethod pLEmMSONHRALEE
2R- Ami no-INg{ 3- (4-[ 3-chloro-4-(6 - nmethyl-pyridin-8-yloxy) = phenyl am n
302 propijonam de |A 487, 1 4.54 032R- Ami no- N-{3-{4-[B-net hyl -Ij b-  A67.2.35
met hyi - pyl( di n- 3 |yneihy-pyridingtidexy)- aphemjaminol-
quinazolin-G-yl}-prop-2-ynyl)-urea
269 1-Cyclobutyl-3-{(3-{4-[3-methyl-4-(6- D 4928 | 590

methyl-pyridin-3-yloxy)-phenylamino}-

quinazolin-6-yl}-prop-2-ynyl}-urea .
270 1,1,3-Trimethyi-3-(3-{4-[3-methyi4-(6- D 4811 | 6.30
' methyl-pyridin-3-yloxy}- phenylaminoj-

quinazolin-8-yl}-prop-2-ynyl)-urea
A 271 1-(3-{4-{3-Chloro-4-{6-methyl-pyridin-3- b 501.1 6.52
yloxy)-phenylamino]-  quinazolin-6-yl}-

prop-2-ynyl}-1,3,3-trimethyl-urea

272 1-Ethyl-1-(2-hydroxy-ethyl}-3-(3-{4-[3- D §11.1 5.20
methyi-4-{6-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yl}-prop-2-
ynyl}-urea

273 (+)-3-Dimethylamino-pyrrolidine-1- D 536.1 4.40
carboxylic acid (3-{4-[3-methyl-4- (6-
methyl-pyridin-3-yloxy)-phenylamino}-

quinazolin-G-yi}-prop-2-ynyl)-amide
274 Morpholine-4-carboxylic acid (1-methyl- D 523.4 5.58
3-{4-[3-methyl-4-(6-methyl-pyridin-3-
yloxy)-phenylamina]-quinazolin-6-yl}-

prop-2-ynyl)- amide
275 Exo-6-Amino-3-aza- D | 5200 | 428
bicyclo[3.1.0lhexane-3-carboxylic  acid |
(3-{4-[3-methyi-4-(6-methyl-pyridin-3-
yloxy)-phenylamino}-quinazolin-6-yl}-
prop-2-ynyl}-amide _

276 Exo-6-Hydroxymethyl-3-aza- D -535.1 4.98
bicyclo[3.1.0lhexane-3-carboxyiic  acid
(3-{4-[3-methyl-4-(6-methyl-pyridin-3-




.qui nazolin-6-y i}-prop-2 ynyl )- propionam de 22 Decenber 2004 WO

01/ 98277PC / EBO/01046 64- Exanpl e NameMet hodLRMS HPLC No. BJ pecember 2004
- L}-4-{4-[3-Methyl -4-(6-nethyl -pyridin-3 -

-304yi oxy) - ph@aydsam nol - qui nazolin -6- 452.26.40 vyl PCT/IB01/8104G.

et hynyl } - oxazolidin-2-one ( -)-E-3,3,3-Trifluoro-2-hydroxy-N(3-{4-

305[ 3- met hyl - 4- (6- net hyl - pyri di n- 3-yl oxyg4.) - 1524. 15. 52

phenyl am no] - qui nazolin -6-yi}-al lyl). pr opi onam de
(+)-E-2-Hydroxy-3-nethyl -N-(3-{4-[3 -

306net hyl - 4- (6-met hyl - pyridin-3-yloxy )- 1498.25.49 phenyl amno ]-q

ui nazol i n- GEYRm@T [Wathe-  DUTyTam de () =2-1 e:uékﬁaquw PHETON - idine -l
- 307carbexylic a¢id (3-(4-[3-chloro -4- (64 D557.
met hyl - pyr { 4Pn- 3- yloxy) - phenyl anino] - qui nazol i -6 yI} PRbp-|2- ynyl )
-am de (+){2-Hydr oxyiesi-pydnylamineel quirdkdif-6=Jl- { Soocar boxylii ¢ aci|d
(3-{4-[3-cph[oro-4 5.61 net hyl - pyfidi n-34yi oxy)-phenylamno | -
qui nazolin}6-yl}. p'Brgpf'y{?ﬁé"l’m] ~anm de

277 (3-{4-[3-Methyi-4-(6-methyl-pyridin-3- D 4398 | 481

yloxy}-phenylamino]-  quinazolin-6-yl}-

prop-2-ynyl)-urea
278 E-N-(3-{4-[3-Chloro-4-{6-methyl-pyridin- ] 476.0 4.86
3-yloxy}-phenylamino]- quinazolin-6-yl)-

allyl)-2-hydroxy-acetamide

279 | Piperazine-i-carboxylic acid (1,1- D 536.1 4.74
dimethyt-3-{4-[3-methyi-4-(6-methyi-
pyridin-3-yloxy)-phenylamino]-
quinazolin-6-yi}-prop-2-ynyl}-amide

2860 1-(1,1-Dimethyi-3-{4-[3-methyl-4-(6- D 4953 | 6.1

methyl-pyridin-3-yloxy)- phenylamino]-
quinazofin-6-yl}-prop-2-ynyl}-3-ethyi-
urea

281 Morpholine-4-carboxylic  acid  (1,1- D 537.3 6.02
dimethyl-3-{4-[3-methyl-4-(6-methyl-
pyridin-3-yloxy}-phenylamino]-

guinazolin-6-yl}-prop-2-ynyl}-amide
) 282 1,3-Dimethyl-1-(3{4-[3-methyl-4-(6- D 467 .1 551
methyl-pyridin-3-yloxy)- phenylamine)-

quinazolin-6-yi}-prop-2-ynyl)-urea

283 N-(3-{4-{3-Chloro-4-(6-methyl-pyridin-3- B 5.02, 5.74
yioxy)_-phenylamino]— quinazolin-6-yl}- _ 5.04
1,1-dimethyl-prop-2-ynyl}-2-hydroxy-
acetamide

284 | N~(1,1-Dimethy!-3-{4-[3-methyl-4-(6- B 4822 5.46

methyl-pyridin-3-yloxy)- phenylamino}-
quinazolin-6-yl}-prop-2-ynyl)-2-hydroxy-

acetamide

285 &-1,1-Diethyl-3-(3-{4-[3-methyl-4-(6- H 497 1 5.72

methyl-pyridin-3-yloxy)- phenylamino}- '




(+)-1-(3-{4-)3-Chloro-4-(6-nmethyl - 309pyrid in-3-yloxy)-phenylam no]-
D529. 26. 87 qui nazolin-6-yl} -prop 2-ynyl)-3-(1,2 - dinethyl 22@&9&(15&2’(5@@
()-1-(3-{4-[3-Chloro-4-(6-nmethyl - 310pyridi n-3-yl oxy) - phenyl am n o] -
-D529. 26. 8WQWILARIS] | n- 6-yl } - prop-2-ynyl )- 3-(1,1- di met hyPQIVIBpyoip4@r ea
(t)-1-(3-{4[3-Chloro-4-(6-methyl - 311pyridin-3-yloxy)-phenylamno |-
D531. 15. 41 qui nazolin-6-yi]- prop-2 ynyg2- 3-(1- hydroxynethyl -propyl) -
urea 3121-(3-{4-[3-Chloro-4-(6-nethyl-pyridin-3- D529.16.63

yl oxy) - phenyl am no) - quinazolin-6-yl} - 22 Decenber 2004 WO 01/98277

PCT/ 1 BOLl/ 01046 -65- Exanple Name MVt hoeoddLRVSHPL C No. RT

prop- 2- yny[l gxadplel- lekidrgd - propyi ) -urea 313(+) { Ivéawsr BuRws B-HR-{ 4-[ 3-chl oro
-4-(6-D5149.,16. 32 nethyl -pyridin -3 yloxy) - phenyl afino - T
qui nazol i N-©-yl }-prop-2-ynyl)-urea 314(+)-14(1,1-Dfnethyl- rﬁop‘yi )-3-(3-
(4-[3-D509. 26. 60 n dn;alzohmﬁé}ﬁ}-aﬂﬁi-mda pyridin {3-yloxy)- phenylamino j-q
ui nazol i n-1Gsee# P OREy fordnd TekboRie dcid @3- | H | 4951 | 540

methyl-4-(6-methyl-pyridin-3-yloxy)-

phenylamino}-quinazolin-6-yi}-aliyl)-
amide

287 E-1-Ethyl-3-(3-{4-[3-methyl-4-(6-methyi- H 489.1 4.80
pyridin-3-yioxy}-phenyiamino]-

; quinazolin-6-yl}-allyl)-urea
= 288 | E-Morpholine-4-carboxylic acid (3-{4-[3- H 511.1 4,75
methyl-4-(6-methyl-pyridin-3-yloxy)}-

phenylamino}-quinazolin-6-yl}-allyl}-
arnide

289 (*)-1-Ethyi-1-(2-hydroxy-ethyl)-3-(1- D 5251 | 5.51
methyl-3-{4-[3-methyl-4-(6-methyi-
pyridin-3-yloxy)}-phenylamino]-
quinazolin-6-yl}-prop-2-ynyl)-urea
290 (+)-1-Ethyl-3-(1-methyl-3-{4-[3-methyi- D 481.1 5.68
4-(6-methyl-pyridin-3-yloxy)-

phenyiamino}-quinazolin-6-yi}-prop-2-
ynyl}-urea
\ 291 4-Methyl-piperazine-1-carboxyiic  acid D 523 | 444
' (3-{4-[3-methyl-4-{6-methyl-pyridin-3- | |
yloxy)—phenylamino}-quinazolin-ﬁ_—yl}-
prop-2-ynyl}- amide
292 N-(3-{4-[3-Chloro-4-(6-methyl-pyridin-3- B 483.1 573
yioxy)-phenylaminol-  quinazolin-6-yl}-
prop-2-ynyl)-2-cyanc-acetamide
203 2-Cyano-N-{3-{4-[3-methyl-4-(6-methyl- B 463.1 5.44
| pyridin-3-yloxy)- phenylamino}- {
quinazolin-6-yl}-prop-2-ynyl)-acetamide .
294 E-N-(3-{4-[3-Methyl-4-(6-methyl-pyridin- G 4863 | 533
3-yloxy)-phenylamino}- quinazolin-6-yi}- '
aliyl)-2-methylsulfanyi-acetamide




~315(+) - 1- (1- Fi ydroxynet hyl - propyl ) -3-(3-{4- D511.25.13

[ 3-methyl -4-(6-nmethyl-pyridin-3 ylox y)- 22 December 2004
phenyl am no] - qui nazol in-6-yl }-prop- - ynyl)-urea ]
-3161- (1- Et WO opeeayl ) - 3- (3-{4-[ 3-net hyl -4 - D509. 36. 35 PCT/IB01/01046

(6-met hyl - pyridi n-3-yl oxy) - phenyl am no] - qui nazol i n-6-yl } - prop- 2-
ynyl)-urea 317()-1-sec-Butyl-3-(3-{4-[3ethyl-4-(6 - D495. 36. 07

met hyl - pyri di n- 3-yl oxy) - phenylam no] - quinazolin-6 yl}-prop-2 ynyl
)-urea 318Azeti di ne-1-carboxylic acid (3-(4-[3-D479. 25. 46

met hyl - 4- (6- met hyl - pyri di n- 3-yl oxy) phenyl am no] - qui nazol i n-6-yi) -
prop-2-  yryHxhmplel JeNamk91- (1, Z- DI meTNyT - pr opyf Methold 3- [AmE S| 1PREY 26. 36
met hyl - 4- (§-net hyl -{pyri di n-3-yl oxy) . phenyljam no] }-q
ui nazol i n- -y} - pr gp- 2 ynyl ) - ur ea 320Pi perfi di ne -|1- car box¥li ¢ aci d
(3-(4-[ 3- D3@¥5 36. 2] &80k etrdhydfo-fomni2R-cartpyytic |d 1 ®- 3-lyB1mxY|) -5.58

£ Pyri 8 neJ2- carboy %WPSH%@HE@ BT oty |
pyridi n-3-yl oxy) - 22-Vixgethsefamiouauingzoliodh8477 - 66 | PCTI 1{BOL/ 01046
allyl}-amide

296 E-N-(3-{4-[3-Methyi-4-(6-methyi-pyridin- G 476.0 5.36
3-yloxy)-phenylamino]- quinazolin-6-yl}-

allyl}-methanesulfonamide
297 (+}-5{4-[3-Methyl-4-(6-methyl-pyridin-3- B 466.1 522
| yloxy)-phenylaminol- quinazolin-6-

ylethynyl}marpholin-3-one -
298 E-N-(3-{4-[3-Chloro-4-(6-methyl-pyridin- i 490.1 5.06
3-yloxy)-phenylaminoc}- quinazolin-6-yi}-

aliyl)-28-hydroxy-propionamide
299 E-1-Hydroxy-cyclopropanecarboxylic | 502.2 5.24
acid (3-{4-[3-chioro-4-(6-methyl-pyridin-
3-yloxy)-phenylaminol-quinazolin-6-yi}-
allyl}-amide

300 E-N-{3-{4-[3-Chloro-4-{6-methyi-pyridin- | 504.2 5.24
3—yloxy)-phenylamino]- quinazolin-6-yl}-

altyl)-2-hydroxy-isobutyramide

301 (+}-E-N-(3-{4-[3-Chioro-4-(6-methyl- ! 4800 507
pyridin-3-yloxy)-phenylamino]-
quinazolin-6-yl}-allyl}-2-hydroxy- -
propionamide

302 2R-Amino-N-(3-{4-[3-chloro-4-(6- A . 487.1 4.54
methyl-pyridin-3-yloxy)- phenylaminc}-
quinazclin-6-yl}-prop-2-ynyl)-
propionamide

303 2R-Amino-N-(3-{4-[3-methy}-4-(6- A 4672 | 435
methyl-pyridin-3-yloxy)-  phenylamino]-
quinazolin-s-yl}-prop—z-ynyl)-
propionamide




-Exanpl e NanmeMet hodLRMSHPLC No. RT phenyl am no] - qui nazol i n-6-yi}-allyl)-

am de E-2-1sopropoxy-N-(3-{4-[3-nethyl-4-(6- 322net hyl - pyrgglggcgmuja%m-
phenylam no ]- (498. 35. 94 qui nazol in-6-yl}-al 1yl) -acetam de

E- N- (3- { 4| WOHOBYY- 4(6- net hyl -pyridin-  3233-yl oxy) - pheny PEFIBO]/01046

qui nazolin-6-yl} - Gb538.16.51 allyl)-benzenesuifonamd e E Et hanesul fonic
acid (3-{4-[3-nethyl-4- 324(6-mnet hyl - p§4-i di n- 3-yl oxy) - 490. 35. 62

phenyl am no] - qui nazol in-6-yl}-allyl)- am de E-1 H I m dazol e-4-carboxylic
acid (3-{4- 325[3-nethyl-4-(6-methyl- pyridin-3-yloxy)- (492.35.53
phenyl am no] _-quinazolin-6-yl}-allyl)- amde E Isoxazole -5-carboxylic
acid (3-{4} E&mple32 diyl - 4- (6-net hyl - pyri di p-thodl PXRMS CGHRECZD. 41

phenyl am npyl - qui npzolin-6 yl}-allyl )- amfde E-Pyfrolidi nemj - ¢car boxylic

acid (3-{4f hi or 0-4- (6-net hyl - pyri di n- 3t yl oxy)
304 _L)-4-{4—[3 Methyl-4-(6-methyl-pyridin-3- 452.2 5.40

yioxy}-phenylamino]-quinazolin-6-

ylethynyll-oxazolidin-2-one
305 (+)-£-3,3,3-Trifluoro-2-hydroxy-N-(3-{4- | 1 524.1 5.52
{3-methyl-4-(6-methyl-pyridin-3-yloxy}-

phenylamino]-quinazolin-6-yi}-allyl}-
propionamide

o 306 (+)-E-2-Hydroxy-3-methyl-N-(3-{4-[3- | 498.2 549
CL | methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yl}-allyl)-

_ butyramide
307 (+)}-2-Methoxymethyl-pyrrolidine-1- D 557.1 6.42

carboxylic acid (3-{4-[3-chioro-4- (6-

methyl-pyridin-3-yloxy)-phenytamino]-

quinazolin-6-yl}-prop-2-ynyl)-amide
308 (¥)-2-Hydroxymethyl-pyrrolidine-1- D 5432 561
carboxylic acid (3-{4-[3-chloro-4- (6-
methyl-pyridin-3-yloxy)-phenylamino]-

quinazolin-6-yf}-prop-2-ynyl)-amide
308 | (+)-1-(3{4-[3-Chloro4-{6-methyl- D 5292 | 6.87
N ) pyridin-3-yloxy}-phenylamino]-
quinazolin-6-yl}-prop-2-ynyl}-3-(1,2-
dimethyl-propyi)-urea

310 (#)-1-(3-{4-[3-Chioro-4-(6-methyl- D 529.2 6.89
' pyridin-3-yloxy}-phenylamino}-
quinazolin--yl}-prop-2-ynyl)-3-(1,1-
dimethyl-propyl}-urea

311 (1 -(3-{4-[3—Chloro-4~(6_-methyl— b 631.1 541
pyridin-3-yloxy)-phenylamino]-
quinazolin-6-yi}-prop-2-ynyi)-3-(1-
hydroxymethyl-propyl)- urea

312 1 -(3-{4-[3~ChIom-4-(6-methyi-pyﬁdin—3- D 529.1 6.63
' | vioxy)-phenylamino}-  quinazolin-6-yf}-




.phenyl am no] - qui nazolin - 6 yl}-allyl )- 327 am de H515.2 5.77

28E- Mor phol i ne-4-carboxylic. acid (3-{4-[3- 31.120 chl oro-4-¢(§

-nmet hyl - pyri di n-3-yl oxy)- phenyl am no] - qui nhazolin -6 y1}-al %yPef?mb%{n%o(?é
BE- N- (13- {4-[80an8176- 4- (6- nmethyl -pyridin - 3293-yl oxy) - phemdtamo oles

qui nazolin-6-yl}- Gb506.15.81 allyi)-2 -nethylsul fanyl -acetam de 330E

5- Oxo-t et rahydro-furan-2R-carboxylic Ghgf. 25.44 acid
(3-{4-[3-chloro-4-(6-nmethyl-pyridin - 22 Decenber 2004 WD 01/98277 -67

PCTI LB0O1/ 01046 Exanpl eNaneMet hodLRMS: ,-."'1;1 PLC No. RT

3-yl oxy) - phenyl am no] - qui nazolin-6-yl} - aliyl)-am de 331E

N- ( 3- { 4- [ 3- Cikawige 4 KBme MET NYT - pyT 1 0 M- G530 2] Guattoas TR -y | ami no] -
qui nazol i n- - y1}- aI | yl')-2-cydopropyl met hoxy{ acetam de 332L -E
N-(3-{4-[ 3- thPoro- 4f (6 - met hyl - 1518. 2 5. 73 pyfi di n-ejhw oxy) - pReny! ami no] -

qui nazol i n- 6- yI ) - aI gfb;)—Q-&ﬂylh&dlmeﬁpyl)—m hyl but'yrain de 333E
din_ G406 5 .72 12 /I oxAL) p_h_e_n_) | am no] -

U nacol 11 6oy A T R SRR aharton | Sior | B3
Hydr oxymet hyl - pyrr Imgthyi@yzidm-ﬁ-?lﬁxﬂ- Jptedylaraindjokyl i ¢ aci d
(_3' {4[ 3- et hyl - 4-( 6'quinazolin-s-yl}-prop-z-ynyl)-urea
314 (+)-1-(1,1-Dimethyl-propyl)-3-(3-{4-[3- D 508.2 6.60
methyl-d-(6-methyl-pyridin-3-yloxy)-

?

DO QD ]

phenyiamino}-quinazolin-6-yf}-prap-2-

- ynyl)-urea
315 (+)-1-(1-Hydroxymethyl-propyl)-3-(3-{4- b 511.2 5.13
[3-methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yl}-prop-2-
ynyi)-urea

316 1-(1-Ethyi-propyl)-3-(3-{4-[3-methyi-4- D 509.3 6.35
(6-methyi-pyridin-3-yloxy)-

phenylaminoj-quinazolin-6-yi}-prop-2-
ynyl)-urea

317 (M1 -sec-Buty!-3-(3~{4-[3-methyl-#—(6- D 495.3 6.07
methyl-pyridin-3-yloxy)-  phenylamino}-

quinazolin-6-yl}-prop-2-ynyl)-urea

318 Azetidine-1-carboxylic acid (3-{4-[3- b 4792 546
. _‘-'_f‘\ methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-yl}-prop-2-
ynyl)-amide
319 1-(1 ,2-Dimemyl-propyl)-3-(3-{4-[3;— b 508.2 6.36

methyi-4-(6-methyi-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-yl}-prop-2-
ynyl)-urea '
320 Piperidine-1-carboxylic acid (3-{4-[3- D 507.3 6.21
methyl-4-(6-methyl-pyridin;3-yloxy)-
phenylamino)- qu:nazolm-S—yl}—prop—Z—
ynyl}-amide

321 E-Pyridine-2-carboxylic acid (3-{4-[3- G 503.3°.| 6.1

methyl-4-(6-methyl-pyridin-3-yloxy)-




-met hyl - pyri di n-3-yl oxy)-ph enylam no]- quinazolin-6-yl} -ally(}- amde
335E 2S- Hydroxynet hyl - pyrrolidine-1-H5252 4.92 carboxylic a
(3-'(4-[3-net hyl -4-(6- nethyl-pyridin-3-yloxy) -phenyl anno ]Qbghm’:"’nber2004
-qui nazol iWo®148277al | y(} am de 336E-2- Cycl opropyl net hoxy -peTBe{dtoh3- G510. 3
6. 00 met hyl - 4-(6-net hyl - pyridi n-3-yloxy )-
phenyl am no] - qui nazol i n-6-yl }-allyl )-gmcetam de
337E- 1-i sopropyl -3-(344-[ 3-net hyl - 4- (6-H483. 2 5. 33 net hyl - pyridin-3 yl oxy) -
phenyl am no ]- quinezolin-6-yl}-allyl )-urea 338Azetidi ne -1-carboxylic
acid (3-{4-[3-D499.2 5.73 chloro-4-(6 -nethyl-pyridin-3-yloxy)- phenylam no
] - qui nazdiBx@mprey TINgHiOP- 2- yny T)-am de 339P pgha | TRMSL q.qm_@p ylic acid
(3-{4-[3-|D 528. 2 {4. 65 chl oro-4-(6-nethyl -pytidin-34{yioxy|()- Decenber
2004 WO Q1198277 | PCT/ 1 BO1 /01046 -68 Exanple ] Nafe Met 10§TLRI¢S HPLC RT
phenyl am|n o] -¢ pmbnyimﬁuinazﬁﬁnyﬁ-}l}-alnnop- 21 ynyT {) -amde
2- Met hoxy- N- (13- (7 zﬂ%hoxy -[3- nethyl-4-(p-nethyk-pyridin-3-ylo )-
B498. 25. 47 phenyljam no] qui nazol in-6-yl} tprop-2¢{ vynyl)-acetamd e
N- ( 3- (4- [[32Zh] or d-EZ2{Bpropmyi3-{pia-melihyi436- |yl axy) | plesy| as@a i o]
-7-met hoyy- B518 .ngeﬁhy?_gyrﬂhl‘l_d]ﬁgx?i_l 'bhgﬁﬁén}iﬁcﬁ-r Dp- 2-ynyl ) - 2- et hoxy -
quinazolin-6-yl}-aliyl}-acetamide-
323 E-N-(3-{4-[3-Methyl-4-(6-methyl-pyridin- G 538.1 | 651
' 3-yloxy)-phenylamino}- quinazafin-6-yi}-

. allyt}-benzenesulfonamide
‘ 324 E-Ethanesulfonic acid (3-{4-[3-methyl-4- G 490.2 | 5862
{6-methyl-pyridin-3-yioxy)-

phenylamino}-quinazolin-6-yli}-allyl)-
amide

325 E-1H-Imidazole-4-carboxylic acid (3-{4- G 492.3 553
[3-methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yi}-altyl)-

amide
356 E-Isoxazole-5-carboxylic acid (34413~ | G 4932 | 541
methyl-4-(6-methyt-pyridin-3-yiaxy)-

phenylamino}-quinazolin-6-yi}-allyl)-
amide

) 327 E-Pyrrofidine-1-carboxylic acid (3-{4-[3- H 5152 | 5.77
chloro-4-(6-methyi-pyridin-3-yloxy)-
phenylaminol-quinazolin-6-yi}-allyl)-

amide
328 E-Morpholine-4-carboxylic acid (3-{4-[3- H 531.1 520
chloro-4-{6-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yl}-allyl)-

amide
329 E-N-(3-{4-[3-Chloro-4-(6-methyl-pyridin- G 508.1 5.81
3-yloxy)-phenylamino]- quinazolin-6-yl}-

aliyl)-2-methylsulfanyl-acetamide
. 330 E-5-Oxo-tetrahydro-furan-2R-carboxylic G 530.2 5.44
acid (3-{4-[3-chloro-4-(6-methyl-pyridin-




.acetam de 3-(3-{4-[3-Chloro-4 -(6-nmethyl-pyrid in- 3- yloxy)-phenylamno ]
-qui nazolin-6-y )- D53125.92 prop-2-ynyi)-1-(2-nmethoxy -ethyl -
" nmethyl-urea N-(3-(7- Methoxy-4-[3-nethyl-4-(6- nethyl-pyri dizﬁj%'-cﬁ"g% 004
-phenyl am noye ¢B4887 25. 21 qui nazol i n- 6-y1} - prop- 2-ynyl ) - acet ®0Td801/01046°
N-(3-{4-[3-Chloro -4-(6-nmethyl-pyrid in-3 - yloxy)-phenyl am no] - 7- net hoxy-
B488. 25. 50 qui nazol i n-6-y1}-prop-2-ynyiJ)gzacetam de 1,1-Diisopropyl-3-(3-[7
-met hoxy-4-[3- nethyl-4-(6-nmethyl-pyridin-3-yloxy ) - D553.36.79
phenyl am no] - qui nazol i n-6-yl }-prop-2- ynyl }urea (r -2-Methyl-piperidine
-1-carboxylic acid (3-(4-[3-nethyl-4-(6-methyl-pyridin - D521.36.53
3-yl oxy) - pHERFRABT Naw@U Naz0oT 1 N-6-yI ) - P OPnvgthBBY] LrmBITl GPLE
Azeti di ne-2S- carboXylic acid (3-[4-[3- nethyl-4-(6-jmet hyl¢ p'&rﬁl d| n- 3-yl oxy
)- (A81. 34. 1¥s- phenyl am no] - qui nazolin -6-yl}-allyl) + - amde™E-1
- Ami no- cyci{dpr opane Galdxg)ptenylansied]-d{&blirdd-yg0 WO 01798277

allyl}-amide
331 E-N-~(3-{4-{3-Chloro-4-(6-methyl-pyridin- G 530.2 6.34
3-yloxy)}-phenylaminol- quinazolin-6-yi}-

allyl}-2-cyclopropylmethoxy-acetamide
332 (+)-E-N-(3-{4[3-Chloro-4-(6-methyl- { 5182 873
pyridin-3-yloxy}-phenylamino]- '

o quinazolin-G-yl}-allyl}-2-hydroxy-3-
o . | methyl-butyramide

333 E-N-{3-{4-[3-Chloro-4-(6-methyi-pyridin- G 496.1 572
3-yloxy)-phenylamino)- quinazolin-6-yl}-

allyl}methanesulfonamide
334 E-2R-Hydroxymethyl-pyrrolidine-1- H 525.2 4.91

' carboxylic acid  (3-{4-[3-methyi-4-(6-

methyli-pyridin-3-yloxy}-phenyiamino}-

quinazolin-6-yl}-allyl)- amide
335 E-25-Hydroxymethyl-pyrrolidine-1- A 5252 | 492
carboxylic acid (3-{4-[3-methyl-4-(6-
methyl-pyridin-3-ytoxy}-phenylamino}-

quinazolin-6-yl}-allyl)- amide
3 336 E-2-Cyciopropylmethoxy-N-{3-{4-[3- G 510.3 6.00
methyl-4-{6-methyl-pyridin-3-yioxy)-

phenylamina}-quinazolin-6-yl}-allyl)-
acetamide

337 E-1-lsopropyl-3-(3-{4-[3-methyi-4-(6- H 483.2 5.33
methyi-pyridin-3-yloxy}- phenylamino]-
guinazolin-6-yl}-allyl}-urea

338 Azefidine-1-carboxylic acid (3-{4-[3- b 4992 573
-1 chloro-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-y!}-prop-2-
ynyl}-amide

339 Piperazine-1-carboxylic acid (3-{4-{3- D '528.2 4.65
chloro-4-(6-methyl-pyridin-3-yioxy)-




©.-69 22 Decenber 2004 PCT/ 1 B01/ 01046 Exanpl eNaneMet hod LRVS HPLC No. RT
(3-{4-[3-nethyl -4-(6-methyl - pyri din- 3- ) 22 December 2004
yl oxy) - phenyl am no] - qui nazoiin-6-yl}- ally!)-am de

-349E- 2- Ami NYONIE87T 4- 13- net hyl - 4- (6- G 483. 3. 4. 12 net hyl - pyreaiimseBeyexy) -
phenyl am no] - qui nazolin-6-yl}-aflyl)-isobutyram de 350E-5-0xo-pyrrolidine
-2R-carboxylic acidG 509.2 4.45 (3-{4-[ 3gpet hyl - 4-(6-net hyl - pyri di n- 3-

yl oxy) - phenyl am no] - qui nazolin-6 yl}- allyl}-am de 351E 2RAm n
N-(3-{4-[3-nethyl-4-(6-G 469.3 4.09 net hyl - pyri di n- 3-yl oxyy- phenyl anf no] -

g uinazolin-6-yl}-allyl) -propionam de 352E

2S- Am no- N- [ Bxafrpte] 3 W@RAYT - 4- (6- G 4697374709 | Method | LRMS | HPLC
nmet hyl - py(dlﬁl-S-yI Oxy) - phenyl am noj - qu inazolin-6-yl
}-ally!)-pr op! onani lde 353E 5- Oxo- pyrroiidine {2R-carboxylig R de 509. 2
4. 42 ( 3-{4-] 3- et hy|l phéryidminalighipbzqbiy6iydprop32--
yl oxy) - phenyl am no] @Hl}%rﬁfd lin -6-yl}- ally I)-am de{354E-l|soxazgl e
-5-carboxyljic acid |(C3-{4-[3-G 513.0 5.86 chl ofo-4-(64nethyli- pyri di n-3-yi oxy
) - phenyl ani #8) -qui%HthMYrN B-imetaddyyd-B) - ani de B 498.2 | 547
355E- 3- (13- [{4- [ 3- Chl|qrdnyia @-m@ﬁgzlf})&lndnmé-yl&w H $172 6.1 1
3-yi oxy) - phenyl am nﬂ%} qui nazol i n-"6- { lyk)-1, 1-di et hylf-urea
356E- Pyri dijne- 2- carjihRyMamEnckgyigazet J}@m}a?szs 1 6.47

chl or o- 4- ( §- net hyl -|pwyij-sbetamidey| OXy ) - phenyl ami no] - qui nazolji n-6yf}-ally!} -
am de 357N Mothyl -4, (6- nethyl -pyridin-3-B K74 2 § 66

3. [4.13
yi oxy) - pher] Wé?ﬂ no r‘l G"{ J%QEWP“"@B'“?HMPWE@" “Pepener pEd&-2WD BT 98277 - 70
yloxy)-phenyiammo]-?-methoxy-

. ~"‘l )
:

quinazoiin-6-yl}-prop-2-ynyi}-2-methoxy-
acetamide

342 3-(3-{4-[3-Chloro-4-(6-methyi-pyridin-3- D 531.2 5.92
yioxy)-phenylamino]-quinazolin-6-yi}-

prop-2-ynyi)-1-(2-methoxy-ethyl)-1-
methyl-urea

343 N-(3-{7-Methoxy-4-[3-methyi-4-(6- B 468.2 5.21
methyi-pyridin-3-yloxy}-phenylaminoj-

quinazolin-6-yl}-prop-2-ynyl)-acetamide
344 N-(3-{4-[3-Chloro-4-(6-methyl-pyridin-3- B 488.2 5.50
yloxy}-phenylamino}-7-methoxy-

quinazolin-6-yl}-prop-2-ynyl)-acetamide
Y 345 1 ,1-Diisopropyl-S-(3-{7-methoxy—4*[3~ D 553.3 6.79
methyl-4-(6-methyl-pyridin-3-yloxy)-

phenylamino}-quinazolin-6-yl}-prop-2-
ynyl}-urea -
346 (+)-2-Methyl-piperidine-1-carboxylic b 521.3 6.53
acid (3-{4-[3-methyl-4-(6-methyl-pyridin-
3-yloxy)-phenylamino]-quinazolin-6-yi}-
prop-2-ynyl)- amide

347 E-Azetidine-2S-carboxylic acid (3-{4-[3- G 4813 4.10
methyi-4-(6-methyl-pyridin-3-yioxy)-
phenytaminol-quinazolin-6-yi}-allyl)-

amide

348 E-1-Amino-cyclopropanecarboxylic acid G 481.3 4.40




.PCT/ 1 B01/ 01046 Exanpl eNameMet hodLRVS HPLC No. RT

| prop- 2-ynyl ) - met hanesuf f onam de  358N- (3-{4-[ 3- Chl or 0- 4- (6- 25 pecember 2004
met hyl - pyri di n- 3- B494. 15. 93 yl oxy} phenyl am no] - qui nazol i n- 6-y|%_ -

-pr op- 2- ynywpo-emskminesuf f onam de 5 Tabl e V Exanpl e No. 359 RAAB8H110362 363
364 365 366 Nane Z- Cycl opropanecarboxylic acid (3-{4-{3-

nmet hyl - 4- (6- net hyl - pyridi n-3-ylox ) - phsgayl am no]-qu

i nazolin-6-yl]-allyl) -ami Z-N(3-{4-[3- Methyl-4-(6-nethyl-pyridin-3-

yl oxy) - phenyl am noj -qui nazolin-6-yl}-aflyf)- acetam de
Z-N-(3-{4-[3-Methyl -4-(6-nethyl -pyridin-3 -

yl oxy)= phef\ExafpiBo][ Nakienazol T N-6-yI J-al Tyl )= Metha@OULEET HPLC |
- 3-{4-[3- Metthyl - 4- (- net hyl -pyridin-3 -
Yl oxy) - phenylam nojl- qui nazoi i n-6-yl }-prop - 2-ynyl)-|car banj cRhcild met hyl
ester (3-{4-]3- Chl Q(BMABnEthyetiB-metbylrpydins-3-
yl oxy} - phefyl am no] - auli.r | - ll-pro pb- 2-ynyi)-l carbgmc agi d methyl
‘ester 3-{4{[3-Chl or 8'9%)?%%8}%?%05@{'5%&0'%?HI?S-

yl oxy) - phenyl anmi no] aépliramigeof i n- 6-yi }-pro p- 2-ynyl}-jcarbanic aqgid
tert-butyl rgsder B ESARRbR-GYEREMRERGZE ety @y s 3412

methyl-pyridin-3-yloxy}-phenylamino]-

quinazolin-6-yl}-aliyl}-isobutyramide
350 E-5-Oxo-pyrrolidine-2R-carboxylic acid | G 5092 | 4.45
(3-{4-[3-methyl-4-(6-methyl-pyridin-3-
yloxy}-phenylaminol-quinazolin-6-yl}-

allyl}-amide
351 E—2R—Amino—N-{S-{4—[3-me_ﬂ1yi-4—(6— G 469.3 4.09
methyl-pyridin-3-yloxy)-phenylamino]-

quinazolin-6-yl}-allyl)-propionamide
352 E-2S-Amino-N-(3{4-[3-methyi-4-(6- G 469.3 | 4.00
methyl-pyridin-3-yloxy}-phenylamino]-

quinazolin-6-yl}-allyl}-propionamide
353 E-5-Oxo-pymroiidine-2R-carboxylic  acid € 509.2 442
(3-{4-[3-methyl-4-(6-methyl-pyridin-3-
yloxy}-phenylaminol-quinazolin-6-yi}-

allyl}-amide
) 354 E-isoxazole-5-carboxylic acd (34413~ G 513.0 | 5.86
chloro-4-(6-methyl-pyridin-3-yloxy)- |
phenylamino]-quinazolin-ﬁ-yl}-aiiy[}-

amide
355 E-3-(3-{4-[3-Chloro-4-(6-methyl-pyridin- H 5172 6.11
3-yloxy}-phenylamino]-quinazolin-6-yl}-

allyi)-f[ J-diethyl-urea
356 E-Pyridine-2-carboxylic acid (3-{4-[3- G 523.1 647
chloro-4-(8-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-yi}-aliyl)-

amide
1387 N-(3-{4-[3-Methyl-4-(6-methy-pyridin-3- B 4742 | 566
yloxy}-phenytamino]-quinazofin-6-yi}-




* yI oxy) - phenyl am no] - qui nazofin -6-yl}-allyl)- carbamc acid tert-butyl
t ester method J J J 6 B B mass 517.3 RT 6.75 5.93 6.20 7. 34 Go34Redbdr Fodd
3 spec 466.3 440.3 4.65 5.56 468.3 454.3 474.2, 476.2
-3- Met hyl - pyWQIPHE2PL car boxylic acid (3-{4- PCT/IB01/01046
[ 3-met hyl - 4- (6- et hyl - pyridi n-3-yloxy )-
phenyl am no] - qui nazol in-6-yl}-allyl)-am goe G 15112-1 6. 39 367
E-N-(3-{4-[3-CWoro-4-(6-mef hyl-PYridin -3- G 5582 6.83 WD 01/9827722
Decenber 2004 PCTIIBO /01046 -71- _
yl oxy) - phenyl am noj - qui nazol i n-6-yl}-allyi)- benzenesul f onam de
3682- FI uor o BxgBpl¢ 41 Nareet hyl - 4- (2- met hyT - BAST. ddhoP [RMS | HPLC .
p)frimdin- gl oxy) 1phenyl ami no] - qui nazol i n96-yi } - gr op- 2-yn¥.}_) -lacet am de

| prop-2-ynyl}-methanesulfonamide
358 N-{3-{4-[3-Chioro-4-(6-methyl-pyridin-3- B 4941 593
yioxy)-phenylamino}-  quinazolin-6-yl}-

prop-2-ynyl)-methanesulfonamide

5
Table
Example No. Name method | mass RT
. spec
Cd 359 Z-Cyclopropanecarboxylic acid (3443~ | J 4663 | 4.65
methyl-4-(8-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yl}-aliyl}-amide
360 Z-N-(3-{4-[3-Methyl-4-(6-methyi-pyridin-3- | J 440.3 5.56
yloxy)-phenylamino]-quineizolin-e-yl}-aﬂyf)—
acetamide
361 Z-N-(3-{4-[3-Methyl-4~(6—methyl-pyddin-3- J 468.3 6.75
Yloxy}-phenylamino]-quinazolin-6-yl}-aliyl)-
isobutyramide
362 3-{4-[3-Methyi-4-(6-methyl-pyridin-3- B 4543 |[5.93
yloxy)-phenylamino]-quinazolin—ﬁ-yl}prop—
2-ynyl)-carbamic acid methyl ester
':j-, 363 (3-{4-{3-Chioro-4-(6-methyl-pyridin-3- B 4742, |6.20
yloxy)-phenylamino}-quinazolin-8-yi}-prop- 4762
2-ynyl}-carbamic acid methyl ester

364 3-{4-[3-Chloro-4-(6-methyi-pyridin-3- B 517.3 7.34
' yloxy)-phenylamino]-quinazolin-ﬁ-yl}-prop—
2-ynyl)-carbamic acid tert-butyl ester

365 E-{3-{4-[3-Methyi-4-(6-methyl-pyridin-3- G 4982 |[7.01
yloxy)-phenylamino]-quinazolin-6-yi}-allyi)-
carbamic acid tert-butyl ester

366 3-Methyl-pyridine-2-carboxylic acid (3-{4- [ G 5172 |6.39
[3-methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino}-quinazolin-6-yi}-allyl}-amide
367 E-N-{3-{4-[3-Chioro4-(-methyl-pyridin-3- |G 5562 | 6.83




369[ 3- Met hyl -4-(2-nethyl -pyrimd in-5-yloxy )-A451.54.09

phenyl ] - (6-pi peridi n-4--yfethynyl -qui nazolin - 4-y |)-am P pecember 2004
3702- Met hoxy- N- (3-{4-[ 3-net hyl -4- (2-net hyl -B-469. 34. 86

pyri m di n- 8o1e8yY7- phenyl am no ]- qui nazol i n-6-yi }-prop- 2emkro@set am de
. 371E-2- Methoxy-N-(3-(4-[3 -nethyl -4(2-G471.34.71 _
met hyl - pyri m di n-5-yl oxy) - phenyl ami no lz. quinazolin-6-yl1 }-ally]}acetam de
3722- Met hoxy-N-(3-{4-[3-nethyl -4-( pyrimdin-B455.44.79

5-yl oxy) - phenyl am no] - qui nazol i n-6-yl }- prap-2-ynyl)-acetamide
373N (3-{4-[3-Methyl -4-(pyrimdin-5-y | xxy )-B453. 15. 16 phenyl am no

] - qui nazol in-6-Yi |- pr OPvigxy-oREAVaT | Tgrp e J743= et hyt=T3soxazot
-5-carboxylic acid (3- *2- )-52. MS.%gsfﬁg%ﬁt hﬁé?yﬂlf)-(pyri m di n- 5-yl oxy} -
phenyl ani no] - qui nazol i heBZSAESYIO/AMLe = “ynyl ) - ami de” 375N ( 3-
4-[ 3- N]Et hy|l364- ( }oyrl g1 d %Eﬁmlmw-!&rﬁa'ﬁwﬂfﬁw-phﬂw _ d457.2 4.92
i am no] - gui nazol i n-6-y| }-prop- 2- n - anesul{f onam de
376&( 3- Metlhyl - 4- (pyrir %fi”ﬁ’f"ﬁgfyﬁ%%gﬁe}éﬂ%@%zf 4.01§ pheny]
}- (6- pi perji di n- 3-yl et hyayriazejoiSry§poip-2ynyl)-2détdmigé ) -{am ne B468. 315. 52
2- Met hoxy-Mgg methyt=N(@sidt -t et by 4 pytttisi—3—y+oxy)

phenyl am rog]B?qui nazol i n@“‘%‘fyﬁ ’ﬂﬁ%ﬂi“’éBﬁﬁ"ﬂyﬁ‘r‘{%y}"% cet zfym' de 4515|409
378E- N- ( 3-4{ 4- [ 3- Met hyl | rhenyiifGPperidin-Bylothmyluig20i2 15. 02
phenyl am no] - qui nazol i na.Gy-hihe - 2l 1 Y] )

370 2-Methoxy-N-(3-{4-[3-methyl-4-(2-methyl- | B - 469.3 4.86
pyrimidin-5-yloxy}-phenylamino]-

quinazolin-6-yl}-prop-2-ynyl)-acetamide .
371 E-2-Methoxy-N-(3-{4-[3-methyl-4-(2- G 471.3 4,71
methyl-pyrimidin-5-yloxy)-phenylamino}-

quinazolin-6-yl}-allyl}-acetamide
372 2-Methoxy-N-(3-{4-[3-methyi-4~(pyrimidin- | B 4554 | 4.79
5-yloxy)-phenylamino]-quinazolin-6-yi}-

prop-2-ynyl}-acetamide .

373 N-(3-{4-[3-Methyl-4-(pyrimidin-5-yloxy)- B 453.1 5.16
phenylamino}-quinazoiin-6-yl}-prop-2-
ynyl}-isohutyramide .

374 3-Methyl-isoxazole-5-carboxylic acid (3-{4- | B . 492.1 5.27

B [3-methyl-4-(pyrimidin-5-yioxy}-

) phenylamine]-quinazolin-6-yi}-prop-2-
ynyl)-amide

375 N-{3-{4-[3-Methyl-4-(pyrimidin-5-yloxy)- B 4611 - | 4.92
phenylamino]-quinazolin-6-yl}-prop-2-

ynyl}-methanesulfonamide .
376 (+)-[3-Methyi-4-(pyrimidin-5-yloxy)- A 4372 | 4.016
phenyl]-(6-piperidin-3-ylethynyl-quinazolin- '
4-yl}-amine

377 2-Methoxy-N-methyl-N-(3-{4-[3-methyl-d- [ B 468.3 5582
(pyridin-3-yioxy)-phenylaminal-quinazolin-
6-yi}-prap-2-ynyl}-acetamide

378 E-N~(3-{4-[3-Methyl-4-(pytidin-3-yloxy)- G 4282 5.02
phenylamino}-quinazolin-6-yl}-aliyl)-




.22 Decenber

2- Met hoxy-N-(3-(4-[ 3- net hyl -
gui'nazolin-6-yl}-
-phenyl am ndYOR&#IZol i n-6-y1}-allyl)-

N-(3-{4-[ 3-

phenyl am no] - qui nazol i n-6-yl }-aifyi)-

2004 WD 01/98277 -72 PCTI1B01/0104( acetam de 379E

4- (pyridin- (456.25.27 3-yloxy)- @b@j@égﬁ,m}p@dozr
4- (pyridin-3-yloxy)- 442

carbamic acid net Plry:lr/[esltlﬁm(381E
A62. 0529 '
AB2nmet hanesul f onam de (452. 25. 48

380E- (3-{4-[3-Methyl -

Met hyl - 4- (pyri di n- 3-yl oxy) -

E- Cycl opr opanecarboxylic acid (3-{4-[3-

met hyl - 4- (pyri di n- 3-yl oxy) - phenyl am noj - 383qui nazolin-6-yl}-.allyl)
-am de (489. 16. 15 EPyri di ne-2-carboxylic acid (3-{4-[3-
met hyi -4-(|cyri di n-3-yl oxydetapi“r&nyl am noj 584QUI nagor rn-6-yt y=—gttyH)=ay de
H455. 35. 16 Bty —3—3 ridin- 3- :
yl oxy) - pheny gm noj - qui n‘éEE&ff"ﬁ?"Y 5'@?[36{{“?‘93(')4 (W"ﬂlnea S Wi fHhg (®Fhods| A
through J gnd the appr opd-yietgpsanglatiney maiasdolid-s-yf-pf epared accgrding tp
nmet hodol ogy known in thbr@zg% Jide follow ng conpounds, which aje part pf
the present_invention e prepared: Z- 2- Met hox -N- (3] 4-[ 34
met hyl - 4- (388t hyl - pyri |Fn- 3- ()fir{ﬁayl)ﬂemﬂeﬁwmmm]awl@lazol 4423 10560
6-yl)-allyl)-acetam de aﬁeew&amﬁwﬁmm el N (3-4-3
- et hyl - 6- et hyl - pyriji di n- 3- r¥ m noj -
qui nazol i n{6-yl }-ailyl) %E@{"é?rﬁctﬂ'é“emyl ESter
Z-N(B-(4-['§3Chloro-4-(bgm EY Y WO URePT n_3_ 3 367,
yl oxy) - phenyi am no] -qw Ef’ ?ﬂé %9(6% y xy)f-l ugr o -acetear% de 5%% 2-
Hydr oxy- N-(1-{4-[3-r net M- RdpRpln- W‘?B’i[)h 3-yl{oxy} - ghenyl afr no] - qui naz
ol \| n- 6- methanesulfonamlde
- 382 E-Cyclopropanecarboxylic acid (3443- | G 4522 [ 548
methyl-4-(pyridin-3-yloxy}-phenylamino}-
quinazofin-6-yl}-aliyl)-amide
383 E-Pyridine-2-carboxylic  acid  (3-{4-[3- | G 489.1 6.15
methyl-4-(pyridin-3-yloxy)}-phenylamino}-
quinazolin-6-y(}-allyl}-amide
384 E-1-Ethyl-3-(3-{4-[3-methyl-4-{pyridin-3- H 4553 | 5.16
yloxy}-phenylamino}-quinazolin-6-yl}-aliyl)-
urea
5

10

15

20

Wilizing methods A through J and the appropriate starting materials (prepared
according to methodology known in the art), the following compounds, which are part of the
present invention, may be prepared .

Z-2-Methoxy-N- (3-{4»[3-methyl—4-(6-methyl-pynd|n—3-yloxy)-phenytammo]—qumazoi|n-
6-yl}-allyl}-acetamide

E-2-(2-Fluoro-ethoxy)-N-(3-{4—[3—methyl-4-(6—methyl-pyridin-3-yioxy)-phenylamino]-
quinazolin-6-yi}-allyl}-acetamide

Z-N-(3—{4-[3-Chloro-4-(6-meﬂ1yl—pyridin-3-y!oxy)~phenyIamino}-quinazolin-ﬁ-yl}—allyl)-
2-fluoro-acetamide

2-Hydroxy-N-(1-{4—[3-methyl-4-(6-methyi-pyridin-3-yloxy)—phemdamino]-quinazolin-s-
ylethynyl}-cyclopropyl)-acetamide

E—2—Methoxy-N-(S—{4-[3-methyM—(G-methyl-pyn‘din-3—yloxy)-phenylamino]-quinazolin—
6-yl}-allyl}-isobutyramide

1-Ethyl-3-{1 -{4-[3-meﬂ1yl—4—(6-methyl—pynd1n—3—yloxy)-phenylamlno]-qu:nazohn-6-
yiethynyf}-cyclopropyl)-urea




-yl ethyrryl }-cycl opropyi)-acetam de E 2-Methoxy-N(3-{4-[3

-met hyl - 4- (6- et hyl - pyri di n-3- yl oxyyphenyl am no] - qui nazoi i N22 pecember 2004
6-yl)-allyl)-isobutyram de

'1- Et hyl - 3- WO 1794237 net hyl - 4- (6- et hyl - pyri di n- 3-yi oxy) - PCT/IBG1/01046.
phenyl am no] - qui nazol i n-6- 20 yl ethynyl}-cyclopropyl}-uree 22 Decenber
2004 WD 01/98277 PCT/1BOL /01046. -73 L3.

1-Ethyl -3-[1-(2-{4-[3-nethyl -4-(6-methyl - pyridin-3-yl oxy) - phenyl am no] - qui n
azolin-6- yl}-ethyl}-cyclopropy!]-urea 3-Methoxy-azetidin e-|-carboxylic

~acid (3-{4-[3-nethyl -4-(6-net hyl - pyri di n-3-yl oxy) -

phenyl amsno] - qui naz Y3-metyiaNE4n ridmB- hen larmno uinazolin-6-

N(3-{7-(2- Nﬁgﬁvﬁ_ﬁﬁ?@g [- [Syﬁg(t hyéfﬂwb%G ney:&ﬁw}ppyy 4

n- 3- yl oxy) - H??PY 8 qui nazol i n-6-yl}- prop-2 ynyI) acetam de E-1

- Met hoxy- cycl opr Spatespairtitiyt-i cadhoiytic 684 4(3H3-{3mbhytl-(@-nidhyipiriam! sy di n- 3-

3(/ I)oxy) - p‘hegp{é,@mgh%aﬁ_@)}!l 6pt§2_¥'l')),}-_aq;iéeyl ) -am de 2-ynyl }-acetam de 15 .
+

- E- 1- ( 2- Ff uor o- eNH§HI-Cvgthoxpethon)-433 fptyB4-(lemetpyi-paridire3-mentiphenyizming]-n- 3- y| ox

y)-  phepyl %%in—ﬂ&l}-ﬂ%ﬁ-@lyhﬂ}é‘bebéhﬁdem|y|) urea E-N-[I -(2-[4- [3-
Chl or 0- 4( 6- net hyl_- l%{rldln henyl am noér(qw nazol i n-6-yl}-
vi nyl ) - cycl opr opyt ?FE?W&Y@%RF’FB‘?F&FF%@C() agd T Sif-Ehpethd-4rGreatypicidintoxy| i ¢

acid (3- {4[ae>q@bmngmmeﬁqmdnws M:ymama yl oxy)- 20
phenyl am nol - U, RRZ0L Lz AL & RISt ASi S 21 ¢
phgenyl ami no?ﬁnpwra@a@miden 6-yl}-all yI }-amde N-[1

=(2-{4-f3-Chl oro G(frﬁromt?@yg ﬁ_sﬁL%émﬁg_?&HE%npprg(%mg’wogﬁzol i n-6-yl}

-ethyl }- cyclop sul fon
(+} - E- Tet r aPfigay! amlﬂeircawa@h@ﬁwﬁﬁmrqrea aci d

(3-{4-[3-chloro- é:ry([ﬁiatgt B \ChtoRyA-{6dh Bty pyﬂndﬂ%iy%mxﬂph@mémm HRhaBii i@z O!

in-6-yl}-all %m de - Et hanesul fon| C ac
(1-methyl - 3"’%@"’[" “?56‘"‘?@ -pyridin- 3 yl oxy) -

phenyl am no] - qui @RZTktrahybroyrk -B*cﬁrlbo%rhwyuh}(ar{l-{hechle}@ﬂr&ﬂnélm L VA
acid (1267132%%%%"'{13_&%&@%_@%_; [9'(36 [ret hyl - pyri di n- 3-yl Oxy?‘ﬁbyﬂd Shekyy

phenyl am n -ynyI )-am de and the pharmaceutically
accept abl e sal t s&-Mowholmedsamoerylipr odedigs of(3-{4a@-nfethybg@E-nethylpengiosHresy)- 22

Decenmber 2004n, i 3h QLRS- e Pt Blled 01036 -74 CLAIMS 1. A conpound of the

formula |
N-[1 -(2-{4~[3-Ch!oro-4~(6-methyl‘pyridin-3-yioxy)—phenyiamino}-quinazoﬁn-s-yl}—emyl)—

cyclopropyf-methanesulfonamide
25 (*)-E-Tetrahydro-furan-2-carboxylic acid (3-{4-[3-chloro-4-(6-methyl-pyridin-3-yioxy)-
phenylamino]-quinazolin-6-yl}-aiyl}-amide
: "‘) (#)-Ethanesulfonic acid (1-methyl-3-{4-[3-methyl-4-(6- mnthyl-pyndln-S-yloxy)—
phenylamino]-quinazolin-6-yl}-prap-2-ynyl}-amide
(_)-Pmdme—2-carboxyhc acid (1-methyl-3-{4-[3-methyl-4-{(6-methyl-pyridin-3-yloxy)-
30  phenylamino}-quinazolin-6-yl}-prop-2-ynyl}-amide
and the pharmaceutically acceptable salts, solvates and prodrugs of the foregoing
compounds.



(R5)m ora pharmaceutical |y acceptable salt, solvate or prodrug thereof,
wherein: mis an integer fromO to 3; 10 p is an integer er@dgcgﬁ;,bérz(ﬁﬁph
Rl and R2 is independently selected fromH and C1-C6 alkyl; R3 is

- (CR R2), (4AWOMd/98¥7menber ed heterocyclic), wherein t is an irtramerofosem O
to 5 said heterocyclic group is optionally fused to a benzene ring or a
C5-C8 cycl oal kyl group, the -(CRLR2), -74av0iety of the foregoing R3 group
optionally includes a carbon-carbon double or 15 triple bond where t is an
i nteger between 2 and 5, and the foregoing R3 groups, including any
optional fused rings referred to above, are optionally substituted by 1 to
5 R8 groups; R4 is - (CRI6RL7)m CnC (CRceRMOtRI, _ (CR1I6RL7)m

C=C (CR16R 7), 317 T6RI7) kR13, -(CRL6RL7)m
C-C-(CRlGRn)kR?BFgfg %Iﬂﬁff U'Sﬁ erein the attachnent point to RO
is through a carbon atom of the R9 group, eactbﬁa‘ls an integer froml to 3,
each t is an integer 20 fromO to 5, and eash mis an integer fromO to 3;
each R$ is independently selected from ha il ydroxy, - NR1IR2, C, -C6
alkyl, trifluoronmethyl, Cl-C6 al koxy,, tr Wor omet tl oxy , - NRGC(O)Rl, -
C(O NR6R7, - SO2NR6R', -NR6C(O)NR7RLN anu C(O OR7 ; each R6, WB and
R7 is independently sel ected me Cl- C6 al kyt,’r- (CRLR2)j (C6-C10 25
aryl), and - (CRLR21(4 to 10 ne rocyclic), whereint is an
integer fromO to 5,. 1 or 2 ri tonms of the heterocyclic group
are optionally substituted wth Q O noiety, the alkyl, aryl and
het erocyclic noieties of the for 0| ngNRG and R7 groups are opti onal |y
sugstl tuted with 1 to 3 substi t(ERe)}l;s i ndependent|y sel ected from hal o,

cy nitro, -NRIR2 , trifluoromethyl, trifluoronethoxy, Cl1-C6 alkyl,
C2- C6 al kenyl , - Coramhagmaesipally apppaiebis galt, SClB@teaDndrOGIﬂg%reoawnmem or R6 and R,
or R64 and R7, \Ahﬁ@arﬁh@géph@qott@gthe same nitrogen atom can be taken

toget her, . to forma to 10 membered heterocyclic ring which may include 1
to 3 addPtional BEPILRHEAMOBG1 W0 01198277. PCT/ 1BO /01046 -75 5 hetero
noi eties, in addeeﬁcmmabm’t:ﬁadépehﬁ@@?eeléc%d\mhﬂhamdc%«i Rsa, and R7 are

attached, sel ect gg. ovi ded tvvo 0O atons, two S
atons or an 0 anﬁ 3" Q‘{ g’ N&(S?grﬁba?fetgaﬂ?%é%yﬁ'ﬂ' g’ff‘?ﬁeﬂ? i3 2B fiegep om0 odach RB
i s i ndependesit hgterg@p@mrw if pptivnally dused @ a bérarbes rn@)/c&@ms-(lfu éyb@alkyl group, the
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( ABh
A

A

tril t s K Cl-C0 0
11 O 0 RIS o o S Sl s 2
NR6C( O) PR RSO IarerHs an intagRBEHEENIRER] RRET(HD) @%@pmg B(’ @)owﬁﬁmgudmg aMR6R7,
-NROOR , - SipRbIRbIEed nng%@mee@ atroled afd é%maumgtﬁmgd by § § A& JdllE0 regcfy Llolmcg

to 2, -(CR R2 )
(CC):R1R2) éq o) ()CR(‘%? ‘?‘%ﬁg o st %f%ﬁéﬂ’mg (-@%ﬁ%é’) @(@qm‘ms {QRYR")C=0enber ed
het er ocycl iI{CRER7 )R CRIGRIRTY- @Fﬁr@%ﬂ(’%@féﬁ zﬁ{% whérgﬁng:g% WW( 4 to

10 menbere ic), 1 and -
(CRIR2), , q%wse‘%%%ﬁa?"ﬂ e %&G%WQP e“rgch H%%’%V’E?@ch’lf’%’) to 3ygpash éisﬁnfn*ﬁ‘gsf 0, 1
or' 2, q2Chndr0mQatpé @G@hChm(Seipmmbemdnyoam integer fromO0 to 5, 1 or
‘each R° is independently selected from halo, hydroxy, -NR'R?, C,-C. alkyl,
tnﬂuoromethyl C-C; alkoxy, trifluoromethoxy, -NRSC(O)R!, -C(OINRSR?, -SO,NRSR?
-NR°C(O)NR'R', and -NR°C(O)OR™:

each R% R® and R is independently selected from H, C-Cg alkyl, {CR'R?)(C¢-Cyq
25  aryl), and -(CR'R%){4 to 10 membered heterocyclic), wherein t is an integer from 0 to 5, 1 or 2
ring carbon atoms of the heterocydlic group are optionally substituted with an oxo (=0}
moiety, the alkyl, aryl and heterocyclic moieties of the foregoing R® and R’ groups are
optionally substituted with 1 to 3 substituents independently selected from halo, cyano, nitro,
-NR'R?, trifiuoromethyl, trifluoromethoxy, C-C; alkyl, C,-C, alkenyl, C,-Cq alkynyl, hydroxy,

- 30  and C,-C alkoxy;
. ~orR°and R, of R® and R, when afiached to the same nitrogen atom; can be taken
together to form a 4 to 10 membered heterocyciic ring which may include 1 fo 3 additional




2 ring carbon atons of the heterocyclic noieties of the foregoing R6 groups
are optionally substituted with an oxo (=0 noiety, and thezaDg¢émber 2004
al kenyl , aI kynyl, aryl and heterocyclic noieties of the foregoing R6
-groups ar e QWS@?\EIIy substituted with | to 3 substituents FOviBndependent |y
selected fromhal o, cyano, nitro, ifluoronmethyl, t rifluoronethoxy,

azido, -OR6, -C(OR6, -C(OOR6, -OC-m-R6, - NR60(O)R7, - C(O) NR6RY7,
-NR6R7 , NRBCR7, Cl1-C6 al kyl, C2- C6 al kenyl, C2-C6 al kynyl,
-(CR1IR2),(C6-C1L 0 aryl), and - (CRLIR2),(4 to 10 nenbered heterocyclic),
whereint is an integer fromO to 5; RO is a non-aromatic nono-cyclic ring,
a fused 6r mterdg@ﬁaﬂ@, inyacidition foithegitragen @ wijsh said YRE| %, an@ B aderaagach\éd)%élebtad said

ri ng contai 1 n rom arbon atons -
ar egopt i onaF‘FT/ ?gcde%n&?s &PJVQE@ r(g%%o"{lsew]% @gjﬁeoﬁc?e% F?/d gbf"@dmfrom N,
0, S(O, whefashsq dgirectydo eaghioheeger from O to 2, and -NR -, provided that two
.0 atonms, two S(Qach @Iﬁﬁde@&ndeﬁﬂy 1@ Fdm @P@(‘@)) STan c;rf_léﬁg'rﬁi’}dc}’ )i xfﬁ&fnye@%&g] and

an S atom O atom are_not "attac ach

ot her withi¥ ‘?&i”&?%yfn@z’mar’?éjdrﬁ\ﬁ’ercmcn MW larBroflkith draCsopikeiyl £21Gs n@kmrie
oplt I otnagﬁly ch@)R&ust)ORﬂt-?d(MRf ANRSCQD)RE -msswtznm,, —m@@(@t ERF, ?NR ékﬁi’dent | y'
sel ecte r 7S 6 e I Tl 0 exce
i s not oxo(%g)?)))ﬁ\I WﬁM{J% %%&& % M ?2‘[% an igjeges fgm O
S(O,R6, - O, NREIRIRS){ORRIRT , arl), - NIRBRRENR7 , to-  NB6 SaizRibered NRA&EGENIRG; R7 ,
- NR6SOZNRG— 12
i nteger from %Rt)t(bﬁﬁwgﬁ ngﬂﬂ% F&CQ(R@ &%)%ﬁzj‘asﬁlh@l L%emﬁ{g ‘i'?ﬁ%ter L’é’%}
oR15 , -(RBHRER R?)Q(Cs-csoENMS@R‘R‘*)@&WB@MW 1R FembeiRt Bheterocyclic),
( R2)5(C@eFCéQ S(@r(&hmzn(CQ@R %%h); afl t@céﬁﬁg%r?(@?@ﬁ:@ﬁ%ggtﬁf %ygk%nﬁqer ginerein

Is an i of th erocycllc

gr oup are g'ﬁ‘fe?cl‘fﬁ%i' me?’“ﬁé@eﬁﬁ@ q?@‘éh"“?@ depgmentyEmintegRDfipn 048, 1 a6 5
substi t ut e svgt dartan atoras 66 he®foeydlic maifibst &Qh@fdégoa@chﬂygﬁs%g;[,ﬂoga"ym| eties

of the for 6 re.optiqnal th 1 to 3

subst i tuenfsgggt’g]gegh% g)gogpai'a}’"me paﬂlﬂlgrﬁeﬁ[% %‘Fﬁpyé@@&ﬁeﬂ;\ff?’ﬁrﬁeﬁmwmw

al kyl, and mC@iﬁﬂqf ther forgmeing ridf oiRdps e eopliariain stllmye.ltémemtrast toCHAGbRtitengr

- mzmzz‘a‘izmde!ﬂﬁeﬁt@ s@lect@frorﬁlhglﬁl oy b N (ﬁ%ﬁ %o% thtaou%ggt 88% N or O

atom or to I S an 1 nteger “f'rom ‘onal |y

substi t ut edc(fﬁéh @PR aI’RP(\QN%E 410@,)@ d?(oﬂmfésRébURQT mNR°DBh &4-Cs alfgit Cf-uent s
conpri sing ﬁkény( rmzt-d)ﬁyla)lﬁynyl CHZ:RW@H(@L-bé 8RA) 1andl R HATEL %Nn@) g%d whi ch
or

is not att 2 ‘group or tO a atom is
opti onal | y%gé 58 CE'C ‘g?f’%i‘ f%a'é'“gtﬁgﬁr "Pact ed from hydroxy, halo, C, C4
al kyl, Cl-C4 al Rdisy randronidi: Rﬁno-cy]:ﬁ: rfég, ﬂu%@@ﬁd&d%?@'&@ih@%rﬁgpﬁdc@éhm 1

wh R3 t t

it eger™t 1 ang yeekathp s di TR abvidh SHHE bibin S Febeneons o -

benzene ri At apfiongliygplaged with @If@@rd@metg mdeqandeluﬂyi seiérﬂedfmnegporgomhgbmql ps,
i'ncl udi ng @ Int&_:}ét‘ fr&ﬁ@lto i léﬁ@ CNFE‘l B%§|déc?tf1§trt&§ ) agé?-nsamr)o %DI)'%] ofetiod %al by

‘subst i tut ed c% mpound accor Mwher ei n
R3 is ? O),(rgplqtb aﬂ@? ﬁ@ﬁ@gﬁi @HS atom or an N atom and an O atom are not attached

directly to each other within said ring, and wherem the carbon atoms of said nng are optionally
30  substituted with 1 or 2 R® groups;

each R is independently selected from the substltuents provided in the definition of
R®, except R" is not oxo(=Q);
. R¥ is RS, -OR®, -OC(O)RS, -OC(ONRR’, -QCO,R?, -S(O),REi -S(O)NR°R’, -NR'“"R”
-NREC(O)R7 -NR®SO,R’, -NR°C(O)NR®R’, -NR°SO,NRSRY, -NRFCO,R’, CN, -C(O)RS, or
- 35  halo, wherein j is an integer from O to 2;
R®is -NR'R* or -OR"; :
R¥is H, R™, -C(O)R™, -SO,R™, -C(ONRR, -SONR™R, or -CO,R'S;
R* is R, (CR'R?)(C4-Cy, aryl), -(CR'R2){4 {0 10 membered heterocyclic), wherein t
is an integer from 0 to 5, 1 or 2 ring carbon atoms of the heterocyclic group are optionally




.20 heterocyclic), whereint is an integer fromO to 5, and the foregoing R3
groups are optionally substituted by I to 3 RB groups. 4. A¢RebaEEt004
according to claiml wherein R3 is selected from\ / NI INNQRL and 1 N
-S  wherei nWO8LSB7Egoi ng R3 groups are optionally substitut @drhgoforos 3 RS
groups. 25 5. A conpound according to claiml wherein R3 is pyridin-3-yl
optionally substituted by 1 to 3 R8 gragps. 6. A conpound according to
claiml wherein the follow ng structural portion of the conpound of
formula I 22 Decenber 2004 WO 01/98277 PCT/IBOL /01046 -77 5 is selected
fromthe group consisting of 3-Methyl-4-(pyridin-2-yloxy)-phenylam no
g- %l{ (ﬁl’ 0544(spt)9titu_tadi! withZanydx0X(¥0) meléte ranid g é]?lla(a;d heterocyclic moieties of the foregoing

- oXYy- 4+ in- 2=yl oxy)-phenyl a 8 . )
4- (pyri di n- éﬁ%dfg)a%p‘ﬁ’é‘é’i'ﬂﬂ%\%n‘)bﬁ“g&ey ‘%g"hﬂ’% SHOLEPTSHI n- 2yl oxy) - phenyl ani no
2- Met hoxy- 4- ( pyr ie8¢R2and Ri%is jndereadeptinselated frof-HOIO,-O% elikyd-a66—-CH,OH, or R™ and
- met hyl - pyr igthizas x. 9:41@?% n, N, hoxy- 4- ( 6- met hyl - pyri di n- 2-yl ox
-phenylam no 15 igfll\/g%%elr-&( é%en%ﬂerz p %ﬁ’n- 2-yl oxy) - phenyl am n
2- Met hoxy-4- (6 - ﬁeﬂﬁﬁﬂ%ﬁ%w’ﬁﬁ@n YRek garborppat hptedrind N or O atom, or to S(O),
2- Met hy e 4- (Bersi Rydn-idt¥der flom 0y 2 i9dpeantly subBRisk A Re.
4- (6- et hyl - pyri dl‘ﬂ‘if%- | ox%/%f- phenyl am no . .
3- Met hoxy- 4- ( 2- nEf ‘?%‘9 PIVCAT HresooyegRetionedRuRsHitusRis Remplising a CH, (methyl), CH,
&]{ hyl - j- (rastpiniy lor ﬁylr(@'ldthine)it;fgulbpx}ycl‘he ﬂMlaua‘(}:H’dﬁ to a halogeno, SO or SO, group or

oro-4-(2: - I - 3- X - phenyl am no

Vot oy~ 42 B it oo B¥ed RIED el 5fiGcte from nyarony, et G-,

t hyl - 4- 3. fatCh plkoianddNR'R3- y| oxy) - phenyl ami no  4- (2- net hyl
YNL di n48-yloxy 3 - peshipdnt BSofihg lo, i 1 whereln R is (CRIRE)(4 to 10 membered
Ch

t hyl - 4- (6- met hyl - pyri di n- 3- yrox e
i or 04- ( teragvalin). §ingh haminizpes, e (i dh §aid hetargeyclic group is optionally fused to
a benzene ring or @ C4-Cy cycioalkyl group, and the foregoing R® groups, including any
optional fused rings referred to above, are optionally substituted by 1 to 3 R® groups.
3. A compound according to claim 4 wherein R® is -(CR‘R251(4 fo 10 membered
20 heterocyclic), wherein t is an integer from 0 to 5, and the foregoing R® groups are optionally
substituted by 1 to 3 R® groups.

3
3
2
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b
3
3

4. A compound according to claim 1 wherein R® is selected from
z ,
| AN l NN , X TN
o = ~N N/)
| N N \

[ .
R1

X
and \@N

wherein the foregoing R® groups are optionally subsfituted by 1 to 3 R® groups.
25 5. A compound according to claim 1 wherein R? is pyridin-3-y! optionally substituted
by 1 to 3 R® groups.

6. A compound according to claim 1 wherein the following structural portion of the
- compound of formufa 1




.3- Met hoxy- 4- (6- net hyl - pyridi n-3-yl oxy) - phenyl am no

2- Met hyl - 4- (6- et hyl - pyridi n-3-yl oxy)- phenylam no 2- Met hoXyg24d:Ember 2004
met hyl - pyri di n- 3-yl oxy) - phenyl ami no 30

4- 1 6- met hyW@yrsdit- 3-yl oxy) - phenyl am no 35 4-(pyri di n- 3- yPORYBG1/61046

- phenyl am no 3- Met hyl 4- (pyri di n- 3-yl oxy) - phenyl am no

3- Chl or o-4- (pyri di n- 3- ybxy) - phenyl am no.77-

3- Met hoxy- 4- (py(di n-3-yl oxy) - phenylam n o

2- Met hyl - 4- (pyridi n- 3-yl 0) y} phenyl am no 2- Met hoxy- 4- (pyri di n- 3-yl oxy)

- phenyl am no 22 Decenber 2004 WO 01/98277 ] PCT/1B01 /01046 - 78 5

3-Met hyl - 4-(2-net hyl - pyri m di n-5-yl oxy) -p yl am no

3- Ch[ or 0- 4- (2- net hyl - pyri m di n- 5-yl oxy) » | am no

t hoxy-4-(2-met hyl -pyrimdin-5-ylo henyl am no

Met hyl - 4- (2- met hyl - pyri m di n-5-yl ox enyl am no 2- Met hoxy-4-(2

hyl -pyri m di n-5-yl oxy) - phenyl phyfio
- et hyl - pyri m di n- 5-yl oxy) - phgrgéanlno(R )

t hyl & 4- (4- met hyl - pyri m di n- 5- yT'8%y) - phenyl am no

LOf o- 4- ( 4- s Bborgyanihd biaubodrkietilg otphenyl ami no  3- Net hoxy-

4- et hyl

( {Tﬁyl y4 %“me %F' '@%V’?ﬁ%@ Hg’%’?’é}?e&)(a%"q%henyl am no 15
t hoxy- 4- (4- n@Chlydo-qa@amdm-zlylmeyﬁpndnwm)mphenyl am no
o1 glt hzl (Fz)yir{e hg)aé4' gé?&ﬂ%ylgﬂggﬂ%nﬁ enyI am no
ortl 4-(2- ne‘tfpyﬁdlfp%’lpwmh@y‘?mmy) phenyl ami no

hoxy- 4- ( 2- @MQM&IMWdﬁiﬂyid’xy yi)amﬁt}enw amino 20
hyl - 4- (2- et hyl - pyridin-4 enyl am no
hoxy- 4- ( 2- n%MﬁSr/‘P’iyrny'Eﬂ"'}‘? ﬂo’VPB‘WY@B‘H@nyI ani no

LT’E][ hyl - pyr i SChiord=4y(bmeshyt @hﬂiﬁ-}llyﬁiﬂv)%eny!ammo
fo¥o 4 (pyr 1 RO BRAS Ry R Hphsayiamin
: Eo?ié‘?y44( ( pyr::dMeﬁ1ﬂ4—(§h@ﬂy&pypdm>ﬂwloammenylameno
y pyri !
t hoxy- 4- (py I‘IMI&R%&.@)&}/ yp‘%ﬁ& Z%r)f?ﬁphen%arf"ﬁg/rl di n- 4-yl oxy} phenyl am no
t hyl - 4- ( 2- mﬁ-wrlxw pyTidin-gHylexyyphpimdamitam no 30
t hoxy- 4- ( 2- megdiyppyridiiadidiy rﬁhﬁ%ﬁhophenylanlno
| or o-4-(2- et ZL Lmdin- on phenyl am no
3-Met o>g-4~(2~methyl-pynd: 3—yloxy)-phenyiammo
20 3-Methyl-4-(2-methyl-pyridin-3-yloxy)-phenylamino
3-Chloro-4-(2-methyl-pyridin-3-yloxy)-phenylamino
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- 2-Methoxy-4-(2-methyl-pyridin-3-yloxy}-phenylamino
S 3 2-Methyl-4-(2-methyl-pyridin-3-yloxy)-phenylamino
4-(2-methyl-pyridin-3-yloxy)-phenylamino
25 3-Methyl-4-{6-methyl-pyridin-3-yloxy)-phenylamino
3-Chloro-4-(6-methyl-pyridin-3-yloxy)-phenylamino
3-Methoxy-4-(8-methyl-pyridin-3-yloxy)-phenylamino
2-Methyl-4-(6-methyl-pyridin-3-yloxy)-phenylamino -
2-Methoxy-4-(6-methyl-pyridin-3-yloxy)-phenylamino
30 - 4-(6-methyl-pyridin-3-yloxy)-phenylamino
S-Methyl-4—(pyridin-3-yloxy)-phenylamino
* 3-Chloro-4-(pyridin-3-yloxy)-phenylamino
3-Methoxy-4-{pyridin-3-yloxy)-phenylamino
2-Methyl-4-{pyridin-3-yloxy)}-phenylamino
© 3 . 2-Methoxy-4-(pyridin-3-yloxy)}-phenyfamino
4-(pyridin--yloxy)-phenyiamino




2- Met hyl - 4- (2- met hyl - pyri m di n-4 yl oxy) - phenyl am no

2- Met hoxy- 4- (2- et hyl - pyri m di n- 4-yl oxy) - phenyl am no 22 December 2004
4- (2-met hyl - pyri m di n-4-yl oxy) - phenyl ani no 35

3- Met hyl - AWq &/982Thy| - pyri m di n- 4-yl oxy) - phenyl am no PCT/IB01/01046

3- Met hoxy- 4- (6- net hyl - pyri m di n- 4-yl oxy) - phenyl am no

3- Chl oro-4-(6-net hyl - pyri m di n- 4-yl oxy) =gghenyl am no

2- Met hyl - 4- (6- net hyl - pyri m di n- 4-yl oxy) - phenyl am no

2- Met hoxy- 4- (6- net hyl - pyri m di n- 4-yl oxy) - phenyl am no 40

4- (6-net hyl - pyri m di n-4-yl oxy) - phenyl am no 22 Decenber 2004 WD 01198277
PCT/ | BO & 01046 -34@ethyl3-(Maichiylpydmidpys-adtyppiknyie@kyg) - phenyl am no

s V" e R AL APty o & (pyrazi n-2- 1 ox
2- Met hoxy- 4- ( pyr aziieth@a it @xefhyiryemidinadriiny)-phenlamino

4- (pyrazin- 2- yI 0%V hﬁet&h—@%’h@fﬁyl%nrﬁnd%%ﬂ}ﬂmeﬁ amﬂFt hyl - pyrazi n-2 yl oxy) -

phenyl am no oxy- g/-r azin oxy) - phenyl am no
3- Met hyl - 4- ( 3- rret-?rmtbfpawe{ ﬂ?ihzmyf*@s@w ﬂ%hgfl'%lﬁlﬁ@

g Nmét EOTM44( é 3- mt(b-yﬂetﬁw;symdmréywywuanp@mwI amino i15

- y me m no

4- ( 3- et hyI yra%’rq ﬂ@h%'(‘g ?lylpmréﬂvf%-ﬁmbp%nﬁammo

3- Chl or 0- 4- ( 5- neBigHor@y(amethylDyrhiob)vigdheshehdaming

3- Met hoxy- 4- ( 5- |

3 nethyl 4 (5 ot HE FRy s ISR 4

2- Met hoxy- 4- (5- n@tMgﬂwJ—M# mzﬁﬁmﬂwwoﬁyﬂqmmhmln@

121 E\/gt %'{1?\3' (gyggﬂémzﬁ%ﬁfh)emg p%rgﬁﬁ%n Enow‘h%&%&no-4 (6-net hyl - pyrazin-2

yl oxy) - phenyl anﬁﬂﬁmE@ny"ﬁés@;&w%ph?@wﬁwo pyrazin -2-ytoxy)-phenyl anino 25
g Met hyl - 4- (6- mswhwy{memylayﬁdmyibwbﬁwda&mono

2-
2

%t E;i(y44(§56rren$1£?6"5£¥é ‘hﬂﬁw’r%‘gy@éx%ﬁ ‘?ﬁh@g lf‘f’gnm 20 4- (6-met hyl - pyrazin

-yl oxy) - phenyl aiMettwxy-3-(MathyHpyddi-pyloidaenyiathingl oxy) - phenyl amno 30

3- Chl or)9/94 (PYyri 83zki gf_g&zyljﬂgﬁﬁ%r%m?%‘h a%ylal%ﬁ'%m hoxy-4- (pyridazin

- 3-yl ox pheny amn yl oxy) - phenyl am no
2- Met hoxy- 4- ( pyr Zteiiony-843mefRyl-pytidihétipkaithenylamine

4-(2-methyl-pyridin-4-yloxy)-phenylamino
3-Methyl-4-{pyridin-4-yloxy}-phenylamino
3-Chioro-4-(pyridin-4-yloxy}-phenylamino
25 3-Methoxy-4-(pyridin-4-yloxy}-phenylamino
- 2-Methyl-4-(pyridin-4-yloxy)-phenylamino
NEPR 2-Methoxy-4-(pyridin-4-yloxy)-phenylamino
h 4-(pyridin-4-yloxy)-phenylamino '
3-Methyl-4-(2-methyi-pyrimidin-4-yloxy)-phenylamino
30 3—Memoxy-4~(2-methyi-pyrimidin-4-yldxy)—phenylamino
3-Chioro-4-(2-methyl-pyrimidin-4-yioxy}-phenylamino
2-Methyl-4-(2-methyl-pyrimidin-4-yloxy)-phenylamino
2-Methoxy-4-(2-methyl-pyrimidin-4-yloxy)-phenyiamino
© 4-(2-methyl-pyrimidin-4-yioxy)-phenylamino
- 35 ~ 3-Methyl-4-(8-methyl-pyrimidin-4-yloxy)-phenylamino
3-Methoxy-4-(6-methyl-pyrimidin<4-yloxy)-phenylamino
3-Chioro-4-(6-methyi-pyrimidin-4-yloxy}-phenylamino
2-Methyl-4-(6-methyl-pyrimidin-4-yloxy)}-phenylamino
2-Methoxy-4-(6-methyl-pyrimidin-4-yloxy)-phenyiamino
 4~(6-methyl-pyrimidin-4-yloxy)-phenylamino




ridazin-3 yl oxy)-phenylanmno 35

hyl - 4- ( 6- net hyl - pyri dazi n- 3-yl oxy) - phenyl am no 40 22 December 2004
or 0- 4- (6- et hyl - pyri dazi n- 3-yl oxy) - phenyl am no

hoxy- @ 81/982fhyl - pyri dazi n- 3-yl oxy) - phenyl am n PCT/IB01/01646
hoxy- 4- (6-met hyl - pyri dazi n- 3-yl oxy) - phenyl am no

- et hyl - pyri dazi n- 3-yl oxy phenyl am i79. 22 Decenber 2004 WD 01/ 98277

| BO1 /01046 -80 5 3-Met hyl - 4-(6-net hyl - pyri dazi n-4-yl oxy) - phenyl am no
| or o- 4- (6- met hyl - pyri dazi n-4-yl oxy) -phenylamn o

t hoxy- 4- (6- et hyl - pyri dazi n- 4-yl oxy) - phenyl am n

t hyl 84- ( 6- nemmdthypy{pMLmyld;wbmyﬁamﬁ@enyl ani no

th 4-(6- h | 10
et byl - pyr 1 QARG ANIR Sk Bidkpghe oY A "0
hyl 4- ( 3- et H;ﬂhlopw—{mazm@wﬂwrmeyﬂylarph@nyl am no

or o-4-( 3- rreymgthypy dy%%ﬁ'zfyl&y)lbl%mm;;?&eny' am no

hoxy-4- (3 dazi'’n -4-yi1oxy)-phenyl am no

hyl - 4- ( 3- rret’-ﬂi%' RyseZinrR-Yioxyl-ehepylepiReny | ani no 15

homg I4 (3- nei(ﬁyyézmwylclb@pgudaylémmboxw phenyl am no

met hyl - pyri Y

t hyl - 4- (pyri g%k%@w%@%yfa%ﬂ-gﬁilp(ﬁml%iammo

I (r)]ro 4- ((pyl‘l &a@thnw;&mew-pymwoayppnmy?gm

t hoxy-4- (pyr n

thyl -4-(pyri %ﬁa@ﬁ.‘kﬂﬁé r%{éui}%'?}m‘ﬁg%%ygﬁmnéflam?o%t hoxy- 4-

i dazi n- 4-yl oxethprehiprastivroyrazin@iyioxy}ehgriyiamind- y| oxy) - phenyl ani no

| or g5 4- ( 1- |
tﬁgii 45-(|”%%?ﬁ?“i?b“ﬂﬁgﬁﬁﬁ%P?x“hﬁ?%*z?“ﬂﬁ2%y?2LPno 25

3- Mbt hyl - 4- ( 1- metRyT ﬂlyl“PWB’j"r‘ ?ES’P‘Y)ZPhB@M'EHW) phenyl ami no
2- Met hoxy- 4- (I - mcmymxshheﬂwr-@&ﬁm-é-ywk}%%n =@iRgny! am no

2- Met hyl -4-(1- henyl am no, and 4-(l-nethyl-I
H pyr azol - 4-y| %&% J'_t/ rfiqy W"'Qﬁ &ﬁ%ﬁf&ﬁﬂ"éccor ding to claim1 wherein
R4 is - (CR sR')3-Metip-4(GRIeBRITFa2RO2-yio3Ppiwig@aming M is an integer fromO to
3, and $gis an 'ﬂﬁﬂaﬂﬁ{y-4-(§9r'igggd ‘@f%%g’fﬂfyﬁ Igﬁﬂglgound according to claim1l

wherein R4 is -(CR/BR "Wherein mis an i nteger from
0to 3, and t |s?-M?Fhlf'ﬁt(é‘g@?hymymf(ﬁ-vlwﬁphemﬂe'nleon RO is selected from 3-

pi peri di nyl and ﬂspndﬂ@r-pﬁéjwi-yﬁﬁg@h%ambch is optionally substituted with

1 or 2 R8 grou ccording to claiml wherein R4 is
(CR16R17)mC- pj?%%‘ﬁd%"@“’ yrazife? Vlm}’lé'leﬁyf?ﬁ“ﬂ% an integer fromO to 3, and
t is an integer Fienox@-4t(6-miethyl-pyrazin-2-yloxy)-phenylamino

25 3-Methyi-4-(6-methyl-pyrazin-2-yloxy)-phenylamino
- 2-Methoxy-4-(6-methyl-pyrazin-2-yloxy -phenytamino
) 2-Methyl-4-(6-methyi-pyrazin-2-yloxy)-phenylamino
4-~(6-methyl-pyrazin-2-yloxy)-phenylamino
3-Methyl-4-(pyridazin-3-yloxy)-phenylamino
30 3-Chloro-4-(pyridazin-3-yloxy)-phenylamino
3-Methoxy-4-(pyridazin-3-yloxy)-phenylamino
2-Methyl-4-(pyridazin-3-yloxy)-phenylamino
2-Methoxy-4-{pyridazin-3-yloxy)-phenylamino
_ . 4-(pyridazin-3-yloxy}-phenylamino
- 35 3-Methyl-4-(6-methyl-pyridazin-3-yloxy)-phenylamino
3-Chloro-4-(6-meihyl-pyridazin-S-yloxy}-phenylamino
3-Methoxy—4-{6-methyl-pyridazin-3—yloxy}-phenylamino
2-Methyl-4-(8-methyl-pyridazin-3-yloxy)-phenylamino
2-Methoxy-4-(6-methyl-pyridazin-3-yloxy)-phenytamino
. ‘z:;._(s‘.r.ne.thyl-pyﬁldazi_nﬁ-yloxy_}-phenylamino
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.10. A conmpound according to claiml|l wherein R4 is -(CRLfi R17),,,
-C=C-(CRt6R')t RI, wherein mis an integer fromO to 3, and2p Desember 2004
i nteger fromO to 5, wherein RO is selected from 3- piperidinyl and

-4- pi peri di WP W T onal Iy substituted with 1 or 2 R B gr oupSFI/ABQI/0IAL6
conmpound according to claiml wherein R4 is -{CRL6RLl7 )mC-C—(CR16R17) KR13,
40 wherein k is an integer froml to 3-8d mis an integer fromO to 3. 22
Decenber 2004 WD 01/98277 PCT/1BOL /01046 -81 5 12. A conpound accordi ng
to claiml wherein R4 is - (CRLI6R17) m C- C CR16R17) kR13, wherein k is an
integer froml to 3 and mis an integer fromO to 3, wherein R13 is -

NR R74, Swher ei n3Rethyl-4(6smbbytrpitiatindryioxrOpRidnine SOZR15 and -C(O NR 5R .

13. A conpound a J
CRi 6R"), n- C—C—(CgR%g{?'m#& %&hﬁ p?ﬁd%}:b-g:’ﬁr]&%)fi{hgmg%ﬁmfﬁt eger froml to 3 and mis

an integer from @M"’H‘o@““'ﬁ)mf@y’ -PidEERIOAf-RCREFBINAg to claim | wherein R4
is (CR16R17)mQ‘ﬁh@ﬁﬂﬁ%é&%%dwﬁ\h@rﬁyph&y@mw integer from1l to 3 and m
is an integer fr % _4_g é&ls) NR R14, wherein Rio is selected
from - C(O R15, %@f PE-4Lhget @(”Eﬂcﬁﬁi Xy RSENYETBd L ound according to cl ai m
| whereilfh R4 is 4-(66mtﬁﬂ-b7ad’azﬁ=4@lc(xmh6®l£x)md?‘ 3 or -

(€R16R17), n- C=C ] i A Jdnteger froml to 3 and mis
an integer from%g%g%@r§§@55m?§£%k@(ﬁfh§%' 14, R14 is R15, Rs is

Ri b, and R 8 i s &Ehioe-43kptthibpyrideriatiyipxdpbeiamineed by -OR6, -S(O)R6, '
-NR6R7, - NR6C( @Memoﬂﬁﬁ?&%&ﬁ I-py !N%IQQ%B )—pﬁ%yIarr%cp)R6 or halo. 16. A

corrpound accordl claiml” sel rom t'he group consisting of.

();[3-Methyl - %@'FWH%CW@P%RV?%?WPPWW| di n- 3-ylet hynyl - qui nazol |
n- 4y| ) agine; ZOMethoxy-4-(3-methyl-pyridazin-4-yloxy)-phenylamino

2- Met h N ( 3- 3- I henyl I 6-
i prggyz yE]yI §4‘Q[ igﬁ:flﬂﬁazm-AIg/%)pﬂenylam oxy) - phenyl am no] - qui nazol i n- 6-y

() - 3- Met hyl - 4- (BMetbyHaypyrsiarin-diyivxd-phiegiyingphenyl | - (6- pi peri di n- 3-yl et hynyl -

nazol i n-4-yl rHng:
gu:\/Et f\oxly I\I-()?: %4% %r'qﬂ'ﬁqt"y?%{]ﬁiyfamﬂ)%/orl di n- 3-yl oxy) - phenyi am no] - 25
qui nazol i n- 6-yl }3"H?wa24r§?mda¥m-&m&mhdwlamm
[ 3- Met hyg - 4- (2 @mmII:.4qwrsdghm§royImarIyranhﬁnyI] (6-pi peri di n-4-yl et hynyl - qui

nazolin- 4 yl) %EM
[ 3- Vet hyl - 4- ( 6- FEVFIPYEYPYIARANS-HPRORPSWRTIIY | | - (6- pi peri di n- 4-yl et hynyi - qui
nazolin- 4-yl)- aﬁpﬂﬁiaz:ﬁ@-yioxy) -phenylamtino

2- Met h N-(3- |- 4- I henyl

qui nazol | o 6ry1 -SRI kB Phervlaming V! ©Y) - prenviam nel -

2- Fl uoro- N- ( 3- {ZB-fﬁI@hmHHyImdhy( SH-ppaduid-yloyy)iptenyladaind oxy) - phenyl am no] - qui naz
l'i n- | }- ﬁﬂ q

(2)- II\/Igt h%(%- I}\I- ?g?% 'af%wwd H%%F &9 ‘E@’I”‘YSI/’“E"AI rf? yl oxy) - phenyl am no] -

qui nazol i n-6 yi P ?WW%(&WH‘I&EMMM@WhEWWl din-3

-yhoxy) - pheny! | - Gaagthypal(h sHefhyAih i anayibayfuhdgamidcNady! } an ne;

4-(1-methyl-1H-pyrazol-4-yloxy)-phenylamino.

7. A compound according to claim 1 wherein R® is -(CR"R"),-C=C-(CR®RY)R®,
30  wherein mis an infeger from 0 fo 3, and tis an iﬁteger from O to 5.

8. A compound according to claim 1 wherein R* is -(CR™R"),-C=C{CR*R")R?,
wherein m is an integer from O to 3, and t is an integer from 0 to 5, wherein R%is sélected from 3~
piperidinyl and 4-piperidinyl each of which is optionally substituted with 1 or 2 R® groups.

9. A compound according fo claim 1 wherein R* is (CR*R"),-C=C-{CR*“R")-R®,

35  wherein mis an integer from 0 to 3, and ¢ is an integer from 0 to 5.

10. A compound according to claim 1 wherein R* is -{CR"R")_-C=C{CR™R")-R®,
wherein m is an integer from 0 to 3, and t is an integer from 0 to 5, wherein R? is selected from 3-
piperidinyl and 4-piperidinyl {optionally substituted with 1 or 2 R® groupsj.

11. A compound according to claim 1 wherein R* is (CR™R"),-C=C-({CR*R"),R",

L 40 ) _yy.hgpgil} kﬂisﬂg‘r_):_i‘ngeger from 1 to 3 and m is an integer from Gto3.



-2- Met hoxy- N- (1-{4[ 3- net hyl - 4- (6- net hyl - pyri di n-3-. yl oxy) - phenyl am no ] -

qui nazol i n-6-yl et hynyi }-cycl opropyl ) -acetam de; 22 Decenber 22@eMBer 2004
01/98277 PCT/1BOL/ 0104 -82 5 E )

‘N-{3-{4-[ 3VEOLP7A- ( 6- met hyl - pyri di n- 3-yl oxy) - phenyl am no] rquitEaedicn- 6- yl
}- al lyl)-2-nmethoxy-acetam de; N-(3-(4-[3-Chloro-

- (6- et hyl - pyri di n- 3-yl oxy} - phenyl am naktqui nazol i n-6-y!}-

prop-2ynyl)-acet am de; N-(3-

f4-[3- Met hyl - 4- (6- et hyl - pyri di n- 3-yl oxy) - phenyl am no] - qui nazol i n-6-yl}- 10
prop-2-ynyl)-acetam de; E-N-(3-(4-[3-Chloro-4-(6-nethyl-pyridin-3

yl oxy) - ppenyl am y0] A@dirpazRl dcBoréing to} clai! 1 WhereiR R iADICHER), -c—c-(CR‘GR”) R®,

E- 2- Et hoxy- N ﬁ_ F( %3 rrethl-46 g&hyl ﬁyrldln3 m”p qylamlr]p]- g u
i nazol i n- 6 vhajelré ||.°y m(tﬁggr o3f Is an integer from to3 erein R -NR'RY,

1- Et hyl - 3- (Brereln RBismetebiet frdm COOIRE, h&d)‘qﬂﬁsyanddcm)ﬁRVbey) phenyl ani no] - qui nazo

I 6- vyl - 25 I 16
(304 et ny - B ool e g ol B R o GoR .
yl }-prop-2 \yfwﬁr)klaﬁnd‘éegerf(on)1@3Hyldrms<9meteggrlﬁ‘omﬂrtoal i di ne- 1 carboxylic aC| d

(3-{4-[3gmethyl -fe (KesRbdink alrding to claim 1 wherein R* CRI*R™)-L~C-CRERT,R®
pyridi n-3-yl oxy) - pheﬁyl%m n(a)‘]-‘(r:|l,Jnlgn(zJag(E)ﬂIrrlI n- G?rf?’ln}- 'S_( |)| F gCR IR,

2- Di met hy!| awﬁ%n Kis an hipgprataged (R4 2ol mis/en @Fqseefrw 8%9)3 Wﬁ? Raris rM‘Réf
ui nazol i n- Gyheydin Rﬁrme%temwh)aomﬂﬂsalsojﬂﬁ and MEOINRERT.

] 3- Met hyl -"4- (6- net hyl - pyri di n- 3yl henyla no i nazol i
al 1 yl) - met hanes ul® 6:53%¢ é’@' d agaord %'51 ‘E""@F’%‘& !?xff-]ﬁ% ?ﬁc‘(CRmRﬁ) Rx""‘
(35 { 4[ 3- met{oRieRY), (G=Cred FISR™)RF Mibréln Bisyeh@aber from 1 to 3 and m is an integer from O to

P 17 ok Aot 3Rt BRI e B i o ol phegRS o) -

i nazol i n- GOR,FSIOPRHUPNRE yNRIGO B eNRSSO,BY, ddR*Can®’, Chie-QDR amdealt i cal |y
accentable sal s WOAEAR ARROLNALE P sAladdiorl BEGARRTRid fomPOUNDS. 17,

Use of an effective a TBnuf acture of a
medi cament for the&H%HFFMn%(Pmd*%ﬂ@W&rd}eanﬂ Pigarigintdyiethyrat-avineralin4-y8. A use
according to ghabm 17 V\/nerel n said abnormal cell growh is cancer. 35 19. A
use accgrding to clajm said cancer is selected fromlung cancer,

bone cafiter, pancr %Mqﬂl"x& QH!’:"Z‘F[?’ YRR Yieurhenyigpinelwingeoli Sl neck,

cut aneous or prbn42¥ya;u9;ud;eaermmmal anoma, uteri ne cancer, ovarian cancer, rect al

e . T e N

endonet ri um @térraépimw)-aﬁmehe cervi x, carcinoma of the vagina, carcinoma of

20 the vulva, HOOOKWRRPAIERREm e@@nﬁ?zggday:tp@ﬁd&%@mﬂ%anwa%%fer of the

smal |l intestine, cancer of
25 qumazoi|n—B-yI}-prop-z-ynyl)-acetam:de

[3-Methyl-4-(2-methyl-pyridin-3-yloxy)-phenyl}-(6-piperidin-4-ylethynyl-quinazolin-
\ 4-yl)-amine
[3-Methyl-4-(6-methyl-pyridin-3-yloxy)-phenyl]-(6-piperidin-4-ylethynyl-quinazolin-
4-yl}amine;
30 ) 2-Methoxy-N-(3-{4—[3-methyl-4—(6-'methyl-pyridin-3-yloxy)-phenylamino]—
quinazolin-6-yl}-prop-2-ynyf}-acetamide;
2-Fluoro-N-(3-{4-[3-methyl-4-(6-methyl-pyridin-3-yloxy)-phenylamino}-guinazolin-
6-yl}-prop-2-ynyl)-acetamide; _
E-2-Methoxy-N-{3-{4-[3-methyl-4-(6-methyi-pyridin-3-yloxy)-phenylamino]-
35 quinazolin-6-yi}-allyl}-acetamide;
[3-Methyl-4-(pyridin-3-yloxy)-phenyl]-(6-piperidin-4-ylethynyl-quinazolin-4-yl}-
amine;
2-Methoxy-N-(1-{4-[3-methyl-4-(6-methyi-pyridin-3-yloxy)}-phenylamino]-
quinazolin-6-ylethynyl}-cyclopropyl)-acetamide;



WO 01/98277 PCT/1B01/01046 -83 5 the endocrine system cancer of the
thyroid gland, cancer of the parathyroid gland, cancer of the>meesbat 2004
gl and, sarcoma of soft tissue, cancer of the urethra cancer of the penis,
prostate caltt®82ZFhronic or acute |eukenia, |ynphocytic |ynPEBHM/OIGEncer
of the bl adder, cancer of the kidney or ureter, renal cell carcinonm,
carci noma of the renal pelvis, neoplasns82ef the central nervous system
(CNS), primary CNS | ynphoma, spinal axis tunors, brain stemgliong,
pituitary 10 adenoma, or a conbination of one or nore of the foregoing
cancers. 20. Use of an effective anbunt of a conpound of claim1 in

conbi nat Bon wi t h an&ah(3H4-[3-Ghioo-4e§erethysgiridint3eoxdy)-phengliraingrquinpzaic®sil}st i ng of

mtotic inhibi . g;agents, anti- nmetabolites, intercalating
anti biotics, ét@ﬁ%m%é%a@étb:ﬂ '‘bitors, radiation, cell cyclelnhlbltors

enzymes, topoi soner {4 E%rﬁfmrtﬁ%mefbwwwn-aaloxr}@@wmotmwnaqo@r@yl}-
ant i bodi es, cyieh Q)yhgﬁace@dm,@e 15 horm)nes and anti-androgens, in the _
manuf acture of a di cament for eat nent of abnornal _ cell %rovvth in a

mammal . 21. A phar rrﬁcf%‘éﬁ Esd\é?myéﬁ'ﬁ%@?f‘t" péS‘i‘P"? siopp@henveginekainz7ingHbr nal  cel |
growth 10 a rmopalyngpagetangdeng an anmount of a conpound of claim1 that is

effective in treati E %@34?5 Hﬁoro—%—%-mett%{&%lgﬁ-ﬁ )-;%eﬁyrl'amin %(Laxilfjt:'[azio u‘%— 1y}f—

accept abl e carrier.
aliyl)-acetamide;

E-2-Ethoxy-N-(3-{4-[3-methyl-4-(6-methyl-pyridin-3-yloxy)-phenytamino]-
quinazolin-6-yi}-allyl}-acetamide;
15 _ ~ 1-Ethyl-3-(3-{4-[3-methyl-4-(6-methyl-pyridin-3-yloxy)-phenylamino]-quinazolin-6-
yi}-prop-2-ynyl)-urea;
Piperazine-1-carboxylic acid (3—{4—[3-methyl-4-(6-methy|—pytidin—3-§[oxy)—
phenylamino]-quinazolin-6-yi}-prop-2-ynyl)-amide;
(+)-2-Hydroxymethyl-pyrrolidine-1-carboxylic acid (3-{4-[3-methyl-4-(6-methyl-
20 pyridin-3-yloxy}-phenylamino]-quinazolin-6-yl}-prop-2-ynyl)-amide;
2-Dimethylamino-N-(3-{4-[3-methyl-4-(pyridin-3-yloxy)-phenylamino]-quinazolin-6-
yi}-prop-2-ynyl)-acetamide;
E—N-(S—{4—[S-Methyl-4-(6—methyl-pyridin-3-yioxy)—phenylamino]-quinazoiin-B—yI}—
aliyl)-methanesutfonamide;
25 Isoxazole-5-carboxylic acid (3—{4-[3-methyl-4—(B-methyl-pyridin-S—onxy)-
phenylamino}-quinazolin-6-yil-prop-2-ynyl)-amide;
5 1-(1,1-Dimethyl-3-{4-[3-methyl-4-(6-methyl-pyridin-3-yloxy)- phenyiamlno] quinazolin-
| 6-yi}-prop-2-ynyl)-3-ethyl-ures;
and the phammaceutically acceptable salts, prodrugs and solvates of the foregoing
30 compounds. )

17, Use of an effective amount of a compound of Claim 1 in the manufacture of a
medicament for the treatment of abnormal cell growth in a mammal,
18. A use according to claim 17 wherein said abnormal cell growth is cancer.
35 19. A use according to claim 18 wherein said cancer is selected from lung cancer,

bone cancer, pancreatic cancer, skin cancer, cancer of the head or neck, cutaneous or
intraoccutar melanoma, uterine cancer, ovarian cancer, rectal cancer, cancer of the anal reéion.
stomach cancer, colon cancer, breast cancer, uterihe canoer, carcinoma of the fallopian tubes,
carcinoma of the endometrium, carcinoma of the cervix, carcinoma of the vaging, carcinoma of

40 the vulva, Hodgkin's Disease, cancer of the esaphagus, cancer of the small intestine, cancer of
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the endocrine system, cancer of the thyroid gland, cancer of the parathyroid gland, cancer of the
adrenal gland, sarcoma of soft tissue, cancer of the urethra, cancer of the penis, prostate cancer,
chronic or acute leukemia, lymphocytic lymphomas, cancer of the bladder, cancer of the kidney
or ureter, renal cell carcinoma, carcinoma of the renal pelvis, neoplasms of tﬁe cenfral nervous
system (CNS), primary CNS lymphoma, spinal axis tumors, brain stem glioma, pituitary

adenoma, or a combination of one or more of the foregoing cancers.

20. Use of an effective amount of a compound of claim 1 in combination with an anti-
tumor agent selected from the group consisting of mitotic inhibitors, alkylating agents, anti-
metabolites, intercalating antibiotics, growth factor inhibitors, radiation, cell cycle inhibitors,
enzymes, topoisomerase inhibitors, biological response modifiers, antibodies, cytotoxics, anti-
hormones, and anti-androgens, in the manufacture of a medicament for the treatment of abnormal
cell growth in 2 mammal.

21. A pharmaceutical composition for the treatment of abnormal cell growth in a
mammal comprising an amount of a compound of claim 1 that is effective in treating abnormal cell

growth, and a pharmaceutically acceptable carrier.





