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proliferatieadaciigor detihg Sonart lfm‘egrowmswv\ckt?rdﬁ%ubm @& efi dng??jﬂiwtrpnbhﬁ&&t Yé)ed
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In commph human gangers su uch
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 aftenuates 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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entirety. Summary of the | nvengiony Mling to the first aspect of the
invention, there are provided cf /ﬂf the formula 1 1 (R5)m
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(R
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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5, said heterocyclic group is optionally fused to a benzene ring or a
C5-C8 cycl oal kyl group, the 30 -(CR1IR2).% noiety of the foregoing R3 group
optionally includes a carbon-carbon double or triple bond where t is an
i nt eger 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; 22 Oé_ 117} @B 2 ER R Lé,@giy aﬂﬁaé s +8rR
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pti
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R7, or R6a ®pigngly Sumtﬁdammaicﬂnécbutﬁrmnnsnrtdremjrelantlatselem(ed froinUtcian gyanbenicgne 20
ni trogen at 10§ r e t t her
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t hrough interconection
t oget her t o @fdrnfrElkexy o 10 nmenbered heterocyclic ring which may incl ude 1

to 3 additional hekes RDbERE: 88d R, m\merdettéchémtoté)mtrs éiérﬁr(ﬁa@d}rgtﬂe%gh sai d
R6, R, .and R7 are attached sel ected from N @rovr ded

Ctwo 0 atOnsUPYEY &%y ShdWe, SeRArl Alfqdes é‘foﬁﬁr ify qu’ﬂ‘i'f afc’r &@%d’“&ﬂrr Eueh to
each 25 ot intarqonesioh bjRFor imstandde PO ent$§,-)s ehrebé efiteh teyEteX @ {orl)a 4 ko,

ol koxy, | CL BFBEER bHAEGER 8 on b b LB Bl RELE st 4t i,
-0C( O R6 , ﬂﬁm@e@) Rwhlchmmmmr R MRECEDRNRERE ed RO IWRNRD, and S,
- (O NR6R7, Fm%%o 8} EB@-Q% S atorﬁ%r\ﬁﬁ C§7aef ssgtl(’o})y]l %Q%P%%%é&aﬁwg re%aﬁ j is

an inte er rom0O 30 to 2, -
menber ed*hefBfocyclic), (CR' R2)gC(0)(CR' R2),(C6-C10 aryl), -

(CR R2)gC(0) (CR &Rt & uﬁdépér(beﬁiﬁr@é%&t@@jfr&ﬁb% @@X‘Ha!océzyano nrtro tnﬂuoromemoxy.
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-C{OINRR’, -NRPR, -NR°OR’, -SO,NR°R?, -S(O)(C,-Cq alkyl) wherein j is an integer from 0

30 to 2 -~CR'RH{CeCyo aryl), -(CR‘Rz):(Ji 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'R3){Ce-C,; aryl), and -(CR'R?)S(O}CR'R3){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 (=0O) moiety, and the alkyl, alkenyl, alkynyl, aryl and heferocyclic
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,-



~(CR1IR2)gS( O, (CRLIR2)t(C6-C ,0 aryl), and -(CRLR2)gS(Oj (CRIR2)t(4 to 10
menbered heterocyclic), whereinj is 0, 1 or 2, q and t are20@tember 2004
|ndependentd/%rgrg]5|8' teger fromO to 5, 1 or. 35 2 ring carbon atons of the
het erocyclic ¥{{ es of the foregoing R6 groups are opti on&CTBOL/01046
substituted wth an oxo (=O noiety, and the al kyl, alkenyl, alkynyl, aryl
and heterocyclic noieties of the foregofng R8 groups are optionally
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2 22 De@enber kg %@B"@M?%Cﬁ&ﬂz 1 @4 ands -ECRBI Kenyld  meEabepsd
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I's an integgf, yﬁ;}ﬁé?émp'staﬁmlﬁegellﬁda{o%j’l ng carbon atons of the heterocyclic
group are Optlo?ﬁ supst | Pt ed with an oxo (=0) noiety, and the aryl and
het erocyclic noi ?eE’R gt ¥heR or egoi ng "R15 groups are optionally
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i ndependently selsg @Q%%EC gl ??% CHZO—I or R16 and R' are
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above- nenti_gned substituents conprisin
(et hyl eneR Surerreqpliondiyaipstipted yith Wﬁdﬁsulsshh@ntsattached to a hal ogeno, SO

or 802 Zroup or eadh(R’aarN R'0s ﬂﬁeg% W@ele‘ct%dﬁ%'hpg‘z %ﬁ-&ﬁtcﬁ-ﬂﬂ"\%h g 9L°UP
sel ected f#g X ehaI , xy an n
specific embdH Ht f??‘%ﬁk%é?ft fion, R3 |s -(CRLR2)t (4 to 10
menbered heter B@ylsIG,fﬁ)s allwhﬂﬂieeelﬂ etacH Sarbdh RARERE td EBUHLP O Qorﬁ or%'é{O)
het er ocycl |,fe Gh PHRniRe PELRBY .‘i ¥s opHonaﬁly S stituted with R'2
and wherein any of the above-mentioned substituents comprising a CH, (methyl), CH,
30  (methylene), or CH (methine) group, which is not attached to a halogeno, SO or 80, 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.



35 a benzene ring. or a C5-C8 cycloal kyl group, and the foregoing R3
groups, including any optional fused rings referred to abovep fc€mber 2004
optionally substituted by 1 to 3 R8 groups. O her specific enbodi nents of
the conpou¥@ Y982 brnul a | include those wherein R3 is - ( CRORERA(UO460 10
menbered heterocyclic), whereint is an integer fromO to 5, and the
foregoing R3 groups are optionally subst¥tuted by | to 3 R6 groups. 22
Decenber 2004 WO 01/98277 PCT/1801/01046 -5 5 Other specific enbodi nents
of the compounds of fornmula | include those wherein R3 is selected fromN
NJ and wherein the foregoing R3 groups are optionally substituted by | to 3
"Re group8. Ot heroﬁﬁééﬁepgé emhdrtinagnteeofithe eimpohedsod fapoua dsnabfde fiwsewhereh Rncl ude
t hose wher eiReiRded #éni S pyridin-3-yl optionally substituted by 1 to 3 R3

groups. O her specific enbodi ments of the conmpounds of fornula | include

t hose wherein the foN ow i he ¢ of formula
1 RI Nis selected fro in90|?3 I N

3- Met hyl - 4- (pyr i di n- 2-yl | N _
3-Chloro-4-(pyridin-2-ylo N

Met hoxy- 4- (pyri di n- 2-yl oxy) - phenyl am no 4-(pyridin 2-yl o)y} phenyl am no
thyl - 4- (pyridin-2-yl ox 1 20

t hoxy- 4- (pyri di n- 3-Chl 4- (6-met hyl - pyridin
oxy) -phenyl am no - Met hoxy- 4- hyl - pyr didﬁ-yloxy ) - phenyl am no -
t hyl - 4- (6- met hyl - pyNdi N enyl am O

t hoxy- 4- (6- net hyl - pyridi n2-yl oxy) -} phenyl am no 25

Vet hyl - 4- (6- et hyl - p) 6i di n- 2-yl oxy) Rohenyl ami no 22 Decermber 2004 WD
8277 -6 5 4-(6-nethyl -pyridin-2-yl oxy) - phenyl am no

t hoxy- 4- (2- met hyl - pyri di n- 3-yl oxy) - phenyl am n_o

t hyl - 4- (2- et hyl - py(di n- 3-yl oxy) - nyl am NCh
-4-(2-rnet hyl - pyridi n-3-yl oxy) - ph | am no /
t hoxy- 4- (2- met hyl - pyri di n- 3-yl oxy) - pheny! ani o810
thyl - 4-(2- mefilaydis Ry 'fdréaomé £ é’ljogﬁgye}ré g&%ggt‘y%%s?&ted by 1 to 3 R® groups.
Other specific embodiments of the compounds of formuia 1 include those wherein R®
10 is pyridin-3-yl optionally substituted by 1 to 3 R® groups.
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Other spéciﬁc embodiments of the compounds of formula 1 include those wherein the
following structural portion of the compound of formuta 1

OR®

1
R'N (Rﬂ)p

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



—~
l\)

- et hyl - pyri di n- 3-yi oxy) - phenyl am no

et hyl - 4- (6-met hyl - pyridi n-3-yl oxy) - phenyl am no 22 December 2004
| or 0- 4- ((6- et hyl - pyri di n- 3-yl oxy) - phenyl am no

t hoxy- 4WGBLHEEHYI - pyri di n- 3-yl oxy) - phenyl ani no 15 PCT/IB01/01046
t hyl - 4- (6- net hyl - pyri di n-3 yl oxy) - phenyl am no
t hoxy- 4- (6-met hyl - pyri di n- 3-yl oxy) - ph&nyl am no
- et hyl - pyri di n- 3-yi oxy) - phenyl am no
t hyl - 4- (pyri di n- 3-yl oxy) - phenyl am no 3- Chl oro-4-(pyrid
-yl oxy) phenyl am no 20 3- Met hoxy-4- (pyri di n-3-yl oxy) - phenyl am no

t hyl -4- ( pyr i df6-Brefrybinyigin-giyleryHpaenyemino

th 4- di n- 3-yl h I
thﬁm R ggb"%"?‘fm‘%ﬁa“?w ST Rl o "5 v ) mprenyiam o

| or 0- 4- (2- met ainefhvipgi r%ﬂ?&%ph@ﬁ‘?mmm no
t hoxy- 4( 2- met Q-ﬂhw&{mghﬂpﬁmw@%b’ﬁy}%@@wnﬁm no
t hyl - 4- ( 2- metjgy r_h_ﬁ tHl henyl am no
t hoxy4- ( 2- net ﬁ% “aF Y'ﬁy‘if/‘f %mg Bsylea¥feno
- met /1 - pyr i n2-bethyB4- ;ﬂ-mmwfapharwl@ay)-ﬂﬁena&mno
TE?L R e L S AT
t hoxy- 444- metdh ﬂ%ﬁ (Grmejinmp)@dwmcyq')—pmylgrhlam no
e A e gt s UL,
(4- met hyl - pyri rﬁé?ﬁ'o&’ dR%ﬁ')YI'B\ﬁ'éﬁ;méWW @henyiammo
Chlt hyl 154% g rret thMethyiM-@lnﬁbﬂﬂfr wn@m),ndﬁp)egn?éh
oro me enyl am no
3- Met hoxy4- ( 2- met ngé %&ﬁ%wﬁﬂ' PYAYA®  2- Met hyl -
2( ﬁe?ﬁé%l 4- {rZI ?r%ﬁﬁwg;%yrgg% %é%?ﬁﬁgnyl am no PCT/ 1BO /01046 22
M s

Decenber 2004 WO 01
4- ( 2- et hyl - pyr i dréhiarow-eyidn-3-yxhsmpheayidmioo

3- Met hylzp4- ridt
3 Chl of & ( by | gimnetiond AT BRI HEnnino

3- Met hoxy- 4- (pyr%df'?‘fhﬂ'49(P36‘Q'9)3-Yfﬂ’i@rﬁb‘P%)ﬂﬁrW6°
2- Met hyl - 4- (pyri awnetﬁewquadmmtymy)t@@hmm&@
2- Met hoxy- 4- (pyri %ﬂ:ddh-:yyloxyﬂheﬁﬁa nyl am no
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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yridi n-4-yl oxy) - phenyl ani no

—~
©

l\/bt hyl - 4- ( 2- met hyl - pyri m di n- 4-yl oxy) - phenyl am no 22 December 2004
- Met hoxy- 4- ( 2- net hyl - pyri m di n- 4-yl oxy) - phenyl am no

- Chl or 0- 4QOHBMY1 - pyri ni di n- 4- yl oxy) - phenyi ami no 15 PCT/IB01/61046

- Met hyl - 4- (2- net hyl - pyri m di n- 4-yl oxy) - phenyl am no

- Met hoxy- 4- ( 2- met hyl - pyri mi di n- 4-yl oxy}#phenyl am no

—~
N

- met hyI pyrim di n-4-yl oxy) - phenyl am no
t hyl - 4- (6- net hyl - pyri m di n- 4-yl oxy) - phenyl am no
t hoxy- 4- (6- et hyl - pyri m di n- 4-yl oxy) - phenyl am no 20
| or 054~ ( 6- metdfgtmetiyi Pwﬂ'ﬂldﬂfvloxy}ynhemﬁmlpﬂmnyl am no

thyl - 4-(6- mtﬂél{nﬁﬁ(bﬁh:ﬁ' Q}Q;ghgwg smenyl am no

t hoxy-4-(6-neth pyr| | n- - phenyl am no
-net hyl - pyri rﬁ'%ﬂ‘ﬁ -RyrigiRg i 9'[‘35%“%
thyl - 4- (pyraB-Metﬁoﬁ-MW)imﬂWﬁﬁhMHmo?5 3- Met hoxy- 4- (pyrazin

oxy) - phenyl a or.o azi, n 2-yl oxy) - phenyl am no
Tl o oyt as e Sren TP
t hoXg- 4- ( pyr aavetrdky-H(muxigih-4ptoeypphangiangino 4- (pyr azi n- 2-yl oxy) - phenyl am no

- Chl or0-4- (3 m{a&_@p&@%l la%anL oxy) - phenyl am no

t hoxy-4-(3-ne -yl oxy) phenyl am no
t hyl - 4- ( 3- neBHyathybifZamethyl-2yimidng)yigieniphyaniinmn

t hoxy-4-(3 s ) BPEIR
thyl -4-(3- rrent%L I oxﬁﬂzﬁﬁtﬂﬁ%ﬁtﬁ@)ﬁ}ﬂ henhyl g%g@ 35

- met hyl - pyr a2tGi¥ 2o%sfivl Y{@H@m-&w{q&ﬂphenylammo
'0”1'54(5 et hwef@wméthﬁ-pwmm br%ﬁlﬁnﬂﬁb

tﬂ;’m Lot e et

t hoxy- 4- ( 5- méi(nethphpydmitin-4 Yoyl Jephehysdnsiny | ani no 40

t hyl - 4- ( 5- 22 Decenber 2004 WO
982)7/7 PCgl'/ I BO%W%‘!%W%%%@&%& %%ﬂgiy%amztlng 2-yl 025) -e:)henyl am no
| or 0- 4- ( 6- ne?ﬁ&ﬁﬁhomﬂ‘@zmﬁhﬁpywl@w})ymeMIm

t houy- 4- ( 6- NBICRWks-RLrAdL ﬁmydm%x;%ﬁ&waﬁmono

t hyl - 4(6rrehI-P azmg xy) - phenyl'am no

t hoxy- 4- ( 6- 1‘%3‘}'\ ‘%{5 maEffvioysiy %WBWFHPH%O 10

thyl -4-(6- netmeﬂwwm&néthﬂwﬂmw—whﬁ%é@mm

- met hyl - pyr aZ-'(&fnétﬁ%-'p?rg(r%AiﬁR@%Qy)lp%%yrila?nino

3-Methyl4-(pyrazin-2-yloxy)}-phenylamino

55955

5%%%9’8%%5500%5558
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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



3- Met hyl - 4- (pyri dazi n- 3-yl oxy) - phenyl am no

3- Chl or o- 4- (pyri dazi n- 3-yl oxy) - phenyl am no 29 December2004

3- Met hoxy (pyridazi n- 3-yl oxy) - phenyl ami no 15 2- Met hyl - 4- (pyri dazin-3
yl oxy) - phenM%57 2- Met hoxy- 4- (pyri dazi n- 3- yl oxy) - phenyl anPGRIB01/01046

( yridazin- 3-yl oxy) - phenyl am no

t hyl - 4- (6- et hyl - pyri dazi n- 3-yl oxy) - ghenyl am no

| or 0- 4- (6- et hyl - pyri dazi n- 3-yl oxy) - phenyl am no 20

t hoxy- 4- (6- et hyl - pyri dazi n- 3-yl oxy) - phenyl am no

t hyl - 4- (6- net hyl - pyri dazi n- 3-yl oxy) - phenyl am no

thoxy54 ( 6- medABrinetpyirnycaibiZAiSy ypiexyiamipdieny | am no

hyl d
oy 4 (B et TR B S B Menaming o 25
| or o- 4- ( 6- met Frifeigp-f-{fapetvipyrario:2yjoxypibagyliaming o

t hoxy- 4- ( 6- | L gﬁ% no
hyl y4 (ES nerr'?é 2:;&%5?‘{6 rg%ﬂfawg?xgxy H’ﬁ éﬁnno

hoxy- 4- ( 6- net” fasthyi-ryaging eMANERA no
-met hyl - pyr i datiethyids (ﬁlrﬁ@(w-pﬁﬁﬂtﬁlﬂy@@}@ﬁer@%mmo
thyl -4-(3- met%ﬁ_ ridazi _2_ p@y@ henyl am no
| or 0- 4- ( 3- et bt Eval y@xi}r "8 ffeny! ani no
E Eoi(y44( g 3- n{ajgufmylﬁby(pym:nﬁ—ylbxy}mwanprhten?/l am no
nme r fl'?j’éﬁ enyl am no
thgxy 4- ( 3- met% i?rBML (P E‘S‘bﬁ{%{)- l§>§E’?nr?'he%yl amno 35
- met hyl - pyr | oeaiﬂﬁtﬁow-@ﬂpmdﬁm'éh@xy}mmmo
thyl 154 (pyri Wétﬂy!ﬂl-(}é*rﬁéﬂ%@l&%h

| oro-4- (pyridazin- henyl am no
t hoxy- 4- ( pyr i34 Ry s hgmilargno

thyl -4-(pyri da(aydﬂaﬁn%lmv»phawm@m no 40

,aggi,yoz‘oazyg'sﬁa% RS BT e 06277 9 22 Decenter

| oro-4-(-t- n@tmr&(ﬁmwmﬂm&vlawybhwemmbam no ‘

pAW@Td%EW“%%*@%ﬁ%%&P'%%mﬁ

2- Met hoxy- 4- (1- n@tfwgﬂ’wﬂmghwlapzadazm%rﬂwwhepwanybam no 10

2-Net hyl - 4 ( 1. neehydtnckhagnnal ok aiodoRfigioniemingo, and  4-(1-methyl -

H-pyrazol - 4-yl Oxy)(BPn ﬁlyP/pynQqazm-S-yloxy)—phenyfamlno
3-Methyl-4- (6-methyl-pyrldazan-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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O her specific enbodi nents of the conpounds for fornmula | include those
wherein R4 is (CRI6R17)m C=C- (CR16R17)tR9, wherein mis an bpiRgembés2m0
to 3, and tgjos ﬁ;éﬁ,f,nt eger fromO to 5. 15 Qther specific enbodi nents of

t he conpounds 90r formula | include those wherein R4 is PCT/IB01/01046
-(CR16R17) m C=C- (CR16R17)t R9, wherein mis an integer fromO to 3, and t is
an integer fromO to 5, wherein RO is se¥ected from 3-pi peridinyl and
4-pi peridinyl each of which is optionally substituted with I or 2 R8
groups. O her specific enbodi ments of the conpounds for forrmula | include
t hose wherein R4 | .ﬁO_-_é_CRlGRl?)mp:C-(CR16R17)t-R9, wherein mis an

i nteger fPom 0 to%3PYNERN-tYiPyrabeViariger from 0 to 5. O her specific
embodi ments of t ha-OharpoURtathfiaH-fyREALLAox))-HR)AHR, t hOSe wherein R4 is

-(CR16R17) m C=C- ( CR16R17) t.- R9 erein mis an integer fromO to 3, and t
is an integer fr o%%’6"‘)"&1,"“%@%[%%%%0’%@flseyl@alnpr om 3- pi peri di nyl and

4- pi p](cayi di %I d(oMMH-@-mJMUH&pWae@M}deﬂfpheﬁmgfnam??& 2|5 grouEs). VC\Ihher.
speci fi c enbodi € L or_fornmula | include those wherein
R4 is -QCR16R1;T§%1M%C§%%Y(-‘L &%@%@?Eﬁ%ﬁ“’ﬁﬁéﬁ%eﬂy‘?@%n integer from!| to 3
and m i s @n i nt egeMefyignilanetityi-14pyrardidyiosyebedianimyaedi nents of t he

conpounds for forauldetdyh AL M8 AG5ER in R4 is 30
--(CR16R17) m C=C- 16R 7)%&13 vvher)gﬁ n énﬁ“é&an integer froml to 3 and m

is an integer fromyPE F”’Rﬂ’@?@wfwmﬁommmmulm_@clediafm&b%b@inwlggact ed
from - O O) REEGRRGREAS(CRERT )R Ghd¥BA 3RE an indgbSfo PORE, lah&t §IRPUOENLS, O the

conpounds faqf formula I include those wheréin
-(CR16R17) m C=C- (CR16R17) kR13, wherein k is an integer froml to 3 and mis .

an integ® from @they specifidemBdint@ntbaf the Reabduhds BIBRRILE qunds
blunds T mﬂ}éd&%@s%@ﬁi’% FKRL3,

for fornmul a_j~gnel yde QSe erei.n R4 |s --( R17)

wherein k i sdczl;rf]ﬂ?{l h‘t':tg%e@p{f EOH%Q? WREER I B0 fRiepe g Q 9rde gt t i poinleg® fom Bip

wher ei n R13 5 $hemiR1R%1#, seleied dfom Rpipeiidinys eh apperidinyd @actCoHOWRYD i a&%}& and
romula’ 1

-C(O)NRl5R7sth€it’€l@Hw§rP?&jééﬁ‘§r&Hg0di ments of the conpounds for fo
i ncl ude those wherein R4 i - (CR16R17) m C=C- (CR16R17) kR13 or

- (CR16R17) m C=C- PRI &40 eembpgimenis of thé ponkpolsds dor formtie garicidde Eivelwhdre R Er

2004 WD201/ SRR 7}, B0 WL A46; (s from 0
fo0 3, RIS 13  NRIELA o < OR . " aniRisgn bidoy thof§id Lt Coh et iam ouq O

al kyl optionally substituted by -OR5, -S(OjR6, -NR6R7, - NRGC(OR ,

-NR6SCR2R7, - NR6ODRFREpecifENmboiehtRE: thonthhrids iSRRG i § Cofgpounds

of the presegkukiy el @RekAckide, Lhose sel eot ed fromq“"{‘)iﬁiﬁlg%%ﬁ%f%ﬂo % sting
' X

of . 10 e » Wherein m is an infeger from 0 1o 3, and t is an integer from O to
(+) - [ 3- Met h§MOEr=in) isisgleptedirarh d-pippriciigieany WlpiokAdinyt @BtohallyRuiiiled Wiy DYl s guli nazol
in-4-yl 25 agroms). -
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’GR”)T,,-CEC-(CR‘GR""),(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™, -80,R™, and C(O)NR*R”

Other specific embodirments of the compounds for formuia 1 include those wherein R* is
—{CR¥R")-C=C-{CR™RV),R®
3

» wherein k is an integer from 1 to 3 and m is an integer from 0 to
‘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", and
-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



2- Met hoxy- N- (3-{4[ 3- net hyl - 4- (pyri di n- 3-yl oxy) - phenyl am no] - qui nazol i n- 6-yl

}- prop-2- ynyl) acet am de 22 December 2004
(4)-]3- I\/Et ggﬂmt hyl - pyri di n-3-yl oxy) - phenyl ] - (6-pi peridi n-3-yl ethynyl
= 15 qui nazol | -yl ) -am ne; PCT/IB61/01046

2- Met hoxy- N- (3-{4-[ 3- net hyl - 4- (2- net hyl -Pyl’l di n- 3-yl oxy) - phenyl am no] -
qui nazol i n-6-yl)-prop-2-ynyl)-acetam de

[ 3- Met hyl - 4- (2- et hyl - pyri di n- 3-yl oxy) - phenyl ] - (6- pi peri di n-4-yl et hynyl - qui
nazolin- 4-yl)-am ne 20

3- Met hyl - 6-met h yridin | ox henl 6- eridi n-4yl et hynyl -qui n
<[3.ZO| i n- y 4 y|‘§ gﬁnﬂ is aﬁ integer from OXJS R¥3)ss PNR‘ on]'—C()R“" R‘P is R®, R¥% g 1%18 and >|lq1ﬁy,s g

2- Vet hoxy - N-,35{ diof amnafaiwlsuys:@&dnw hipke, (b )iie N =R OXMRCRBRAY LIS B

qui nazol i n- 65,4 t am de;
2- Fl uor o- I\L(gxﬁf FS rrétch{&ﬁwllg(%@%rret hyl - pyri di n- 3-yl oxy) - phenyl am no] - qui naz
olin- 25 6-yl}- préopeidc preferrpd acrapanidef; thépresent invention include those selected from

2: Met hoxy- N r&ﬂ,c[o,?,s E.;W' 4- (6-met hyl - pyri di n- 3-yl oxy) - phenyl ani no] -
qui nazol i n- 6 acet am de;

[ 3- Met hyT 4- (pyr| d| ‘d: MFfBYJy‘)(Dﬁﬁ@r'ﬁysrlqwf@emﬂﬁ&mpdrmn-a-y;dﬁsmﬁﬂumzomw@zoI in-4
-yl)- am ne; 3éhmine:
2- Met hoxy- N (1-{4-[3 é%/rl di n- 3-yl oxy) - phenyl am no] -

t h (6- rret
qui nazol i n-6-yl eth xy&éﬁ)"‘ﬁ? HE%Y ervlene)-plrenylaminol-quinazolin-6-yl}-

‘N (3-[4-] 3- Chlmmpezﬂn)(l)éacﬁﬁhmel -pyridin- 3 yl oxy) - phenyl am no] - qui nazol i n- 6- yI
- allyl)-2-neth

?\l- (g {Z )3 ChrTForgxiﬁg%éﬁ%%'wwldwﬂd'@a Yeakphehssipirgidmbyletiivhazol i n- 6- yl
] -~ 35 prl8p- 2- yaipeyolindedt)caminke ;

N-(3-{4-[3-Met hy] %M@%Hﬁwﬁ-{ﬁyﬁ%ﬂ&rﬂ-én}é& ?‘Wﬁai%eﬁ&yﬁé‘ﬂe%%m.ﬂ“' nazol i n-6-yl

}- prop-2-ynyl }aceta
E-N(3-{4-]3- @Pwﬂ'ﬁ'y{}@fﬁ'ﬂyl)'ﬁﬁﬁl@mmn 3-yl oxy) - phenyl ani no] qui nazol i n- 6-

1)- allyl t . 7 A1 B01/.01046 5
L) Ehoxy. Ne(an(d %Wneé'f*ﬁ“@ﬁﬁ( skt et

3
qui nazol i n- 6- VP“ §1) - acet ani de;

1- Et hyl 28- (3- (4-] 3{3¥hbﬂnyl%@-rﬁﬁhwiﬂw&mmﬂegﬁsﬂﬂéw )l-4—y%§vﬁ%—qum ofin-
am noj - qui nazglybi:tll yl }-prop-2-ynyl)-urea; Piperazine-| |c acid
(3-{4-[3-nethyl- -met hyl - pyridin-3-yloxy). 10

pheny! am no] - qui naZdIeheG NASH 4 o4 Bibhyianiighos-yiox ) phenylaminal

(+) - 2- Hydr oxy gikdny nf@L boxyl i c acid
(3-(4] 3-net hylaﬁ ilﬁ_@yﬁ%&#@nﬂﬁaé yl oxy) - phenyl am no] - qui nazol i n-6

y[}-prop- 2-ynyl }ar’riz(jf aro- —(3{49[\\4:-methyl-4—(6-methyl-pyndm-3-yloxy)—phenylam|no] -quinazolin-
25 6-yl}-prop-2-ynyl}-acetamide;
E~2—Methoxy—N—(3-{4-[3-methyl-4—(G-methyl-pyridin—3-yloxy}-phenylamino]-
- quinazolin-6-yl}-allyl)-acetamide; .
[3—Methyl—4—(pyridin-3-yioxy)—ph‘enyl]-(B—piperidin-4~ylethynyl-quinazolin—4-yi)-
amine; . :
30 2—Methoxy—N-(1-{4—[3-methyl-4—(6Jmethyl-pyridin-3-y(oxy)-phenyiamino]—
quinazc[in-s-ylemynyl}-cyclopropyl)-acetamide;
E-N-(3-{4—[3-ChIoro-4-(6—methy!-pyridin-3-yloxy)-phenylamino]-quinazolin—ﬁ-yl}-
allyl}-2~-methoxy-acetamide; |
N-(3-{4-[3—Chloro-4-(6-methyl-pyridin-3-yloxy)—phenylarnino]—quinazoﬁn-ﬁ-yl}
35 prop-2-ynyl}-acetamide;
N-(3-{4—[3-Meﬂ1yl-’4—(6-meﬂ1y[-pyridin-3-yloxy)—phenylamino]—quinazolin-ﬁ-yl}-
prop-2-ynyl)-acetamide;

E-N-(3-{4—[3-Chloro-4-(6-methy|-pyridin—3—yloxy)—phenylamino]—quinazolin-ﬁ-yl}-
allyl}-acetamide;



2- D met hyl am no- N- (3- (4-[ 3-net hyl - 4- (pyri di n- 3-yl oxy) - phenyl am no] - qui nazol
in-6- yl}-prop-2-ynyl)-acetam de; 15
E—N—(3-(4-[3-thhy|-4-(6-nethy|-pyridin-3-y|oxy)-pheny|aninoL-EPinazolin-6-
yf) - allyl)-methanesul fonani de; |soxazol e-5-carboxylic aci d22December 2004
(3-(4[ 3-rnet hyl - 4-(6-net hyl - pyri di n-3-yl oxy) -

phenyl am no] - qui nazol i n-6-yl) - prop-2-ynyl) -am de;

1- (1, 1- Di net hyl - 3- (4-[ 3- et hyl - 4- (6- et hyl - pyridin-3

yl oxy) - phenyl am no] - qui nazolin- 20 6-yl}-prop-2-ynyl)-3-ethyl-urea; and the
phar.maceut i E0I0g/98ZGept abl e salts, prodrugs and sol vates of phesgPrQgRi N
conpounds. According to another aspect of the invention, there is provided

a use of an effective cor anpunt of a cqipound of formula | in the
manuf acture of a medi canent for the treatnment of a n abnormal cell growth
in a mnmmual According to still another aspect of the invention, there is

provided a use of an effective amount of a conpound of forrmula 1 in
combi nati en w t h usecofttiy-8tEechinkthyIIRbhAyddin-S9BRAYAhREnidl-al m 1 in

conmbi nation with.an anti.- r _agents selected fromthe group consisting
of mitotic i nhi%q‘%é?lg{%'y&ﬁwpg‘iefaﬁ%%agent s, anti-netabolites, intercalating
anti biotics, growt h fFaibyic:(3-{#-Bhndiyi-o(GmethAgyadin-8RioxgPhbny@iGhdtqlitddoli-6.0T S,

enzymes, topoi b Ennnplbi tors, biological response nodifiers,
ant i bodi es, cy?@t’nﬁg |c§r,“h)g£‘%gl?- hor nrones, and anti-androgens, in the

manuf acture of a nEthaseriRertcatonyiche #aikat r@t-[3atetabids-nmethyoglidin-ghmmh in a
manmal . ke one ;ﬁ@%iﬁﬂ?ﬁhinaiom%-ﬁyﬁ@y_#}ﬁw@é&é{é‘ded a nethod for the treatnent
in a mamal,

of abnormal cell gro(g‘th . [, 'ncl’'udi ng a human, conprising

adni ni stering to sai'@-4Hydrermstivipnsridnedfcagondepetind G-HHBmmivi-6Emetyd, as
defined above, poridiaspbry)pastidhinepdlinazandaplAdl-Lysdldmidesol vate or 22 ‘
Decenber 2004 -11 az%.od o Ihﬁr _(a{ that is effective in treating abnornal
cell growth. In one éﬁ%‘S@?%‘Bﬂ?‘ cfg ety Y gen-Soieey b iarinolgunazola-6wt h
may., be cancer, YipodpRingiyacdtartidnot |i-mited to |ung cancer, bone cancer,

o aoeul ar - el anoma e Ml ERN B S B p oGy .
cancer of the &h&rmetagesffonamidgsirach cancer, col on cancer, breast cancer,
uterine cancer, car @og&qg@_gnéa,go;gﬁcf al Lgpi an‘%ﬁ%ﬁ‘gﬁ?%@@%@ﬁﬁgﬂ%&aﬁ§’.<Yﬁoma of

endonetrium cayrci E‘oma of the cervix, carcl
the vulva, HoBSRIYRmOoIREnEzdia-6-yiprpst-ywl-amise: esophagus, cancer of the smal |
i ntestine, cancer1~c1f1-mih\emyla:@,q&mbﬁiﬁwsﬁe@?l-p)ﬁaiﬁlz%ﬂonﬁprIePﬁa,{-.i Mﬁg{hgzo%_and,

O )

cancer oéot%ggﬁé@_trzg@%ﬁjuand, cancer the - ‘adrenal” gl and, sarcoma of

soft tissue, Urét hra, cancer of the peni s, prostate cancer,

chronic or acute anduherhaimateyfiplyoaypentabld yaphpoaiags aan egvatdf oft e idibgsider .

cancer of tRkemkbfagy or ureter, renal cell carcinoma, carcinoma of the

renal pelvis, neoplasns of the central nervous system (CNS), . pri r_e/ CNS

| ymphona, | spi naRCSeiing B ARBNeEr aspg o 18 BeTyPR RIS 15 PURTF Y5 BHEMSIE e,

conbi natj0amadnt @he compound f fatmdlde ifi trecganufgtucanice medicdment fop tHectreabmdnd di ment

of said ngg,{agﬂatcapér%ﬂgw@&]%agell grow h may be a benign prolifeactive
u ut

di sease?" ncludi ng, not |inmted to, psoriasis, benign prostatic
hy pertr ophy or {\@@){qiqug Isgli 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 a 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, sclvate or



WO 01/98277 -12 22 Decenber 2004 PCT(1801/01046 b I n another enbodi nent,
there may be provided a nethod for the treatnent of abnormal cell growth
in a manmal which conprises admnistering to said mamal an anmount of a
conpound of formula 1, or a pharmaceutically acceptabl e sal #2 Desenbee2004
prodrug thereof, that is effective in treatang abnormal cell growh in
conbination with an anti-tunor agent selected fromthe group consisting of,
mtotic inhibitors, alkylating agents, anti-netabolites, intercalating
antibiotics, growth factor 10 inhibitors, cell cycle inhibitors, enzynes,
t opoi soner ase |nh|€ s, b|oIo cal response nodifiers, _antibodies,
cyt ot oxi cs, anti o thaig e We@mﬁmmgehmrmﬁhb$ngWBmkmg@"@$§@mﬁghﬂges
to a pharnaceut i @8 0¢dn$msmhmumubﬂﬁm{m e rowt h
in a mammal, inehdigh RenR U RN, Ch n%gl ? ng(%g%épa%ﬁr%lﬁﬂ{g bt? ngtq fﬁ%t?flﬁ'ﬂ? cgficerthege
formula 1, as defjnéd above,” or 2 PR i9C BF Ingachercresk, aloteaecnalot intrsgeliat e
or prodrug 15 t ePeeRa. Usaipe C¢"@ereb\faem’t caneer] iacthir @Adet, r&n&pgp&g% 21GEk ! ?tr owt h,
and a phar naceutdnes] bqronaﬁﬁc%%?é%kt%mg@ﬁ{ener- | n one enb Jegiop, stamach
conposi ti on, salfq% nor e, TOW N IS CRTTC EFCNOma-of tifi fallgpian tbss, ezodinoma
limted to, |ung Cantemer B‘B'rf@r%"&ﬁ'ééf the pmroaahmaa 6&&@%9.%5@,.&10%%?@{ vy,
cancer of the hidedgkinerDisuasd, mﬁ(g&%pg@u&()&{a ﬁ ganoma uterin
cancer, ovari anggaagel,qLectal ta cer, gncer of t fig SHRG IntesEg. W%prﬁech
cancer, - colon gancer, reRaeer gy @W““dﬁ@ﬁHﬁ@*%ahmemmaﬁgnﬂqmmangmgygfﬂ@he
fal | opi an tubes? '?f‘&ﬂéﬁ‘ndcﬁﬁﬂmmbotdm&mm@lmbfdfm@hre%% Qf e cervix,
car ci noma of t%rdh@@r@&ste@@{eﬁﬁaﬂw {he vul va, Ho |n spfﬁ"%g fe canggp er
of the esophagus cancer o W%lﬁ@cer@éﬁééhd@f cblimerﬁmdaqﬁddeyle
system cancer 6P’ef%€e??\9?"diaﬁlf@mandrcrnamoﬂrze refd! pélhg %%f'ﬂ’a d
cancer of the awtmmmbmaqﬁéngqﬁﬁp%&asgﬁaltlsa cancer 0 nervous
urethra, cancer, ngni]hgraoenl S il 0S te cancar 2% AYBes-cbgh Herutgionhag Ukteitana,,

| ynphocyti c 25 b RS PEA{OR Of Gfe of merelsf el fhesgping aners. 0 anbi6- J5ingRaYn F

ureter, renal §@11 rnethad crd@bByrmalcRl §loM RayHe 4 &%'gﬁﬁpq?r}gﬁﬁﬁé é’;ﬁ?ﬁ?ﬁiqr?cg;%; rgstELSt 0t
no

t he central Nekiv S%f%

tunors, brain stgﬁ?a%¥§%§gn%l 'F%iﬁhﬁﬁ@§8H§““%ﬁm§Sconblnatlon of one or
more of the foregoi ng cancers. |In another enbodi nent of said pharmaceutica
conposition, said abnormal cell growh is a benign proliferative disease,
including, but not limted to, psoriasis, 30 benign prostatic hypertrophy
or restinosis. The invention also relates to a pharmaceutical conposition
for the treatnent of abnormal cell growth in a manmal, including a hunman,
whi ch conprises an amount of -a conpound of formula 1, as defined above,
or a pharmaceutically acceptable salt, solvate or prodrug thereof, that is
effective in treating abnormal cell growmh in conbination with a 35
pharmaceutically acceptable carrier and an anti-tunor agent selected from
the group consisting of mtotic inhibitors, alkylating agents,
anti-netabolites, intercalating antibiotics, growmh factor inhibitors,
cell cycle inhibitors, enzynes, topoisonerase inhibitors, biological

‘response nodifiers, anti-hornones, and anti-androgens. _ Another
enbodi ment nmay also relate to a nethod for the treatnment of .a disorder
associ ated 40 with angiogenesis in a mamal, including a human, conprising

adm nistering to said mammal an



22 Decenber 2004 "NO 01/98277 PCT/1B01 /01046 -13 5 anount of a conpound
of the formula 1, as defined above, or a pharmaceutically acceptable salt,
solvate or prodrug thereof, that is effective in treating sak?Décsobee2004
Such di sor dgpyijegizyude cancerous tunors such as mel anone; Qb Mo ders
such as age-rel ated macul ar degeneration, presuned ocul ar hi stopfasrmsi S
syndrone, and retinal neovascul ari zati on from proliferative diabetic
retinopathy; rheumatoid arthritis; bone” Poss di sorders such as
osteoporosis, 10 Paget's di sease, hunoral hypercal cem a of nalignancy,
hypercal cema fromtunors netastatic to bone, and osteoporosis induced by
gl ucocortg coi d t'iegﬁortﬁent' C@%ﬁ%é restenosis; and certain mcrobial

i nfections incl udl AF"EhSTROdIL B thee depvhe: Movidedr B mrtkpd fostheotratraens of ebnaedal cell
from adenodgionifsin hammael wiiste somiBises admiaistoringoid asafdemammesrsambiat 8PP compound of
Bordetel | a pehlidgSerS, pi not her . .enpodi nent may
also relate to a net h%dﬂg?&?ﬁ;ﬁ@ﬁ%pgb%ﬁ%&%gggﬁg F%rgﬁ%%@‘ﬁ%é’gﬁaf B ecﬂ‘ber'? treating
treating abAOIHEH celEgrPwi inspEmBinaton withamenitturagriasent selagied fen thn group oovsistify a

conpound of of iitiBUktbitdrs, Blkylding BAERERILERIHY, ACRSRERPLRLSRL! grosfl @i e oF
prodrug bherﬁgi and[ an amggnt of -one or nore substances selected from
ant i - angl og&REEYT% Sy SMOLT SIS ARISERETESHINNIPHRY. Blologied resapfse modifiers,

anti prol i f eratbedies, ageintis, anfithomionerantdng-afdrégdneget her ef fective in treating
said 20 abnor nmak,. owt h t] - angi ogenesi s _agents, .such as MWwP-2
(matrix-metal op#@%ﬁ@%ﬁ% %0 feﬁ%}bﬁot Srpg'?m%ﬁ?ﬁ}%-cg ?‘W&"?'h‘%? feetls reETent @nase
9) i nhi bi t oftgomag gellamputt b y rognuhabdociugiag asiemard, coinprisingi dh @BUNt AR confpRusts&d | N

conj unct i ongi |k ' nd. phar maceuti cal
Conpos 1| onitqanu® FCEPRARG Sore. 1 B b BrtecelichlE Bl Sl RB Rt BRetnc ude

CELEBREX? t njress 13t iscefieriyy in teatiomeksermal celhgrowihf eahbs ithamirautipdie scaptabis ef ul
mat ri x met atdn@pr Bitode RaBEdinEH olaldbmpostibf sdRSHho ) i edRali i

(publ i shed %qtﬁegt %4,1 15596 \7\0 96?.%7583 (publrﬁgﬁceeggmwﬁclﬁ 7, Wz‘é‘é"é‘ﬁg

Eur opean PatAt "ASET 100 40d SROKPOQPEEH opPICTealcranesd SIGIngss, canmggf thepheedpean
Pat ent  Apptri neak.i @éeniious GIAGBEIT nldnbink,coterfet @R6d:, Sfrianl 83R)s, MR 98107697

bl i shed : . 3516 bl i shed J 29, 1998),
S/\%ugs; 24818‘5?%5@{%%§§QAF3 ﬁrg?g“’f?wl‘%g%?% %ﬁslfgei‘gﬁ?“?%ﬂgﬁr%%éﬂw%gu)st

13, 1998, SADNYBR3IH7BS iR [ubere datingua of Gle &8RB)riuMDcar8iBdA®) 56He (deti, | shed

July 16, 1 mEWE Heeakind’ | [ j shed July 13,
1992), Eur %nr? ﬁgt oot .%ﬁa??’?g‘?r?fﬁ%%“i’ﬂ’%'s@&ﬁgﬁg P%;é%%eg%g%Hy&%,"f%‘g‘@§‘fs' VO

90105719 ( FGBTY SHRGSTRYesing canseohiie endoctng sy stgncrangas atihe thiwed oand, cheer 21,

1999), WO 98152@88hyrpid hans haceDot B elirend liand999bomQ &%%@&@%&M%H{hed
June 17, 19{8 . Rleel Nk &LDat .onal t@;I%pl i cati on No. 35 PCT/1B98/0111 filed
9 o [

July 21, 1 tropean Pt P EREF o FRBIC 90 8p18e deukemigs iympHoayt ch

25, 1998 , lonrbamagr ¢anadrnofthe blatidenppanteradfi the uasper k20641 dell(didrRhaune 3,
1999), Uni tgag LS Lcat | No. 601148 464 (filed, August
T5 1009 D Tag b o B TR ekl i DAk T  atmany §AyS
United St até6®PhpRecminabaxisdumass, brain e elivma arfuitany adeBomd, 999 yomisimtion dorOpEAN,

Pat ent Publri®abfitenokdtn@&hicdrd UR bic e Srdddi et sai | of which are
herein 22 Dpcenber 2004 VO 01198277 PCT] ot phdipaedblicer Smpdllich e
abnommal cell growth is a benign proliferative disease, including, but not limited to, psoriasis,

30  benign prostatic hypertrophy or restinosis.
~ The invention also refates to a pharmaceutical composition for the treafment of
abnormal cell growth in @ mammal, including & human, uyhich comprises an amount of _a
compound of formula 1, as defined above, or a pharrﬁaceuticatly 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 relate to a method for the treatment of a disorder associated
40 with angicgenesis in a mammal, including a human, comprising administering to said mammal an



-14 5 incorporated by reference in their entirety. Preferred MW-2 and
MWP-9 inhibitors are those that have little or no activity inhibiting
MWP-1. More preferred, are those that selectively inhibit MW-2 and/or
MWP-9 relative to the other matrix-netalloproteinases (i.e. RRPetempsyRz(®4
MWP- 4, MWP-wo dYNEZH, MWP-7, MWP-8, MWP-10, MWP-1 1, MWP-12, %ﬂﬂm‘)ﬂYﬁ’Iﬁl?’)
Some. speci fic exanpl es of MVP I nhi bitors useful in conbl nat | on wtht
conmpounds 10 of the present invention ame AG 3340, RO 32-3555, RS 13- 0830,
and the conpounds recited in the followng list:
3-[[4-(4-fluoro-phenoxy)-benzenesul fonyi ] - (1-hydroxycar banoyl - cycl opentyl) -
am no] - propionic acid;

3- ex0- 3- [#- (And # | ]
oxa- bi CyC#o[ag,n é’hi‘]ggg‘%ogﬁgﬁgi&y ?gbﬁ?@gﬁ%élld%ﬁg% :al?cma Qgraoélagrrﬁ\c ufical fceP b&e

1-[ 4- ( 2- chl 6Fb-38YFP QOB g A5} - eﬁsféw% Brisalme ﬁ@i%'ﬁ?fd% Pyt 6%83& idey | -
EI peri di nfaf Zaf e X iiofs  8Gohdad wakIDsMaVicd@ar &s&réeré dubh Uk QB RERQX Ynazutar
enzenesu 0]

3L (a1 1 COVB RN G RorE e BB G o LT B B B Egier dBt 1 ) -2

M no) - pr opiporifecatioe dishetidrefitbpdtiy; rheumatoid arthritis; bone loss disorders such as osteoporosxs
chl or o PREN Xl RRZENRSHS A AR helRay HoRa AR Aok HRRWbkad®! ¢
chl or o- phendxignebendasisernmsis dnyded il alyfodqodicyidingaiment; wproaary Bestardio aipd ¢ertaiaci d

25 hydr oxy amiighesial ( #fRctioAincluding thos ted with bial path lected fr
| -[4-(4-fl uor'o > methlol " benz: oxye f)sesr?glgnes“l}ffrgﬁgﬂ - 5%h og$n8x§e%ge thyl -

'pl peri di ne- 8 erwg%gwtqv&usgél g ngﬁﬁl (ygmfma spp., Bordetella periussis, and group
3- 4- (4-f | uersirphessayy) - benzenesul fonyl] - (1-hydroxycarbanoyl - |

-net hyl -ethyl )- amn

| uor o- ph1§r| oxy) - ﬁé?f?‘@]ﬁ@'@ﬂgg’ﬁ PhyTy- 3?53 ﬂ?ﬁ?o@?&%%&fﬁ%ﬁotagp RV jigal Sy an: Hign

§/|%3 am noj - Fln'nma::img abnamadqeﬂ@m&iun@-nﬁmmmwblhm coreprigt emaRgunt ofacolmpound of
enzenesu a rboxyl i

hydr oxyani dgn%g%gn o-lg i% %&;"Pb%g ag%%giﬁséllfg%@rﬁdﬁ ﬂs?%rl% Pg" a"rﬁmou"mq

i NoJ - 8- oxa- Be c§f clgfe3 substanesst saircied- ra®  andirdnoiegenisis aﬁgedtshymnelxsrmﬂdutépn and

3-[4-(4-fl U%%Xt&beﬂﬂ@ﬁhﬁmﬁe@ﬁ@@@&ﬁﬂg m&%laﬁiﬁhﬂ@]are together effective in treating s |cil

t ei rahydr o-f ur an- ggr‘g@xyl ic acid hydroxyam de; and phar mRceut | cal y

accept abPe BYIYEa BLI0¥Pes and prodrugs of said conpounds. 22 Decenber 2004

WO 01/ 98277 PCT/T 1/.01046 15 5 The ds of formula 1, and the

phar maceutical |y agg'égp%ga%ﬁsg Egg‘ut? s BIVaM@g[B;ﬁ?Q"W%%[PB%e‘E%ﬁrzid‘i‘h,'b‘terén al so

be used in Yo ﬁaaﬁoﬁnewopmh@a@%)lmmbﬂamsmmbh (dyolboxypéraiss Ji) miibitoragan

be used in conjunction with a compound of formula 1 in the methods and pharmaceutical

compaositions described herein. Examples of useful COX-ll inhibitors include CELEBREX™
25  (alecoxib), valdecoxib, and rofecoxib. Examples of useful malrix metalloproteinase inhibitors
are described in WO 96/33172 (published October 24, 1996), WO 96/27583 (published March 7,
A 1996), European Patent Application No. 87304971.1 (fled July 8, 1997), Eurapean Patent
Application No. 89308617.2 (filed October 29, 1999), WO 98/07697 (published February 26,
1998), WO 98/03516 (published January 29, 1998), WO 88/34918 (published August 13, 1998),
.30 WO 98/34915 (published August 13, 1998), WO 98/33768 (published August 6, 1998), WO
98/30566 (published fluiy 16, 1998),‘European Patent Publication 606,046 (published July 13,
1994), European Patent Publication 931,788 {published July 28 1998), WO 90/05719 {published
May 331, 1990), WO 99/52910. (published Octaber 21, 1999), WO 99/52889 (published Octaber
. 21, 1999), WO 99/29667 (pubi:shed June 17, 1999), PCT International Application No.
35 PCTI{BQSIG1113 (filed Juiy 21, 1898), European Patent Application No. 99302232.1 (fled March
25, 1999), Great Britain patent application number 9912961.1 (ﬁied June 3, 1999), Umted States
Provisional Application No. 60/148,464 (filed August 12, 1999), Umted States Patent 5,863,849
(issued January 26, 1999), United States Patent 5,861,510 (issued January 19, 1999), and

" European, Patent Publication 780,386 {published June 25, 1997), all of which are herein |



agents that can inhibit EG-R (epidermal growth factor receptor) responses,
such as EGFR antibodi es, EG- antibodies, and nol ecul es that »aiREEE 2004

i nhibitors; VEG- (vascular endothelial growth factor) inhibitors; an

erbB2 recept8PPHiT bitors, such as organic nolecul es 10 or XEATIBOUIGSS t hat
bind to the erbB2 receptor, for exanple, HERCEPTIN(tm (Genentech, Inc. of
South San Francisco, California, USA). B@R inhibitors are described in,

for exanple in WD 95119970 (published July 27, 1995), WD 98/14451
(published April 9, 1998), WO 98/02434 (published January 22, 1998), and
United States Patent 5,747,498 (issued May 5, 1998). EGFR-inhibiting agents
i ncl ude, 515 Inserporgied by geferenagiin dirtepfirelyh Prefasmed dUINPra land MMFB® thhigttorC2R25thased

anti-EGR 2 s ; 2 Ok P, 0, Yar USA) ,
he. compoundar S YL SR iy T RiRe ML PR e PRIl S Hon it s bl

MDX- 447 ( MedfFek andier. MYP-SapeialirRiin the othgsnalrisrmeiglioprolsiopses el IMR-11 O8MR-Ber ck &
Co. of Wi t eiFus &INGLG INMmG, a7 JavsayMvbIS)MMe-YREAEP-31 8nd MRLAGH Resear ch)
and EGF fusion toxin (Seragen Inc. of Hopkinton, 20 Massachusettes). VEG-

inhibitors, for SwaeppeiiSekdvils cﬁwmi&ms(e@mambm@onoﬁmméﬁﬁgs
Franci s¢g, i j i it conmpound o
Formil . g pRiel feriaitre S8 84 B0 SEeS0HR PEeal] o sfe CorPeisostied a0
(publ i shed WHle folipwinpdis®o) | PCT i nternational Application PCT/IB99/ 00797
(filed May 3, 1999) 4 i st t 17. 1995) WD
99161422 (publ i s%@‘q“&%é%@ rg%%‘%g@%sg%qﬁ @ngg%@gﬂﬁﬂﬁ?ﬂegflvﬁﬁﬁneb4

(i ssued NovRAB®HC A% 1998), WD 98/ 50356 (published Novenmber 12, 1998),

United States Pabgig{454%8Fobhshokiizmy 5199 i tes
Pafent 5 886 020 (i @3.%15( d I\/a?%h 20?)% 1%33%6%%"3@843’?%%?%%@?‘3% 92, 783

(i ssued AugieXe PVaNiEe99/ 10349 (published March 4, 1999), WO
1097), VO G3354003 Lpnkl i Sher pecanter 5. 1008) - V0 o8] badsa Cpunt hed
: ). ; her 3, : publ i She
January o0 Perafiad- %%5?%%@‘?%&@% shed April 8, 1999), and WD 98102437

(publ i shed Janudtif-{4fiuorg-gmipxy)-banzenesuliodylainohtetratyerogiyranidaconpglicat egeidy

reference ipyafolRRidigeentirety. Qther exanples of some specific VEGF

i nhibitgrs are II\BG(Zdig‘IC%/tran Inc. of Kirkland, Washington, USA); anti-VEGF
ol

monocl dital ant i bt oz hnAEenzengeulionl-(Bbyrexysbanry asyciobutyl)-agab}- f or ni a;
and angi oz\pmionit agfd; synt hetic ri bozyne from R bozyne (Boul der, Col orado)

and Chiron (Eneryyil | lifarnia). ErbB2 receptor inhibitors, such as

GW 282974 (d axéyly\/\?ﬁﬁ@%ﬁ'ﬁcﬁ%]"&o*,be H%TE?WB"Y‘%}%WSW&P-W%%P%”%R-%Q
(Aronex Phdwd#aew@midecal s I nc. of The Wbodl ands, Texas, USA) and 2B-1
(Chiron), may be_@agdimi ! pnation wth a conpound of forpula 1.
Such erbB2 i nhi%b[??{)%rg&?-h@%n&g)g b’? H%eg'ggj ggﬁ%m'rﬁgyrﬁwdmyﬁl%%%y%ub?cfds hed
Januar 922 hydrigggmidend 22 Decenber 2004 WO 01/98277 PCT/ 1 BO1 /01046 -16 5
99/ 35146 (publ i gfred | V4142473998, C Lshed July 1 1999), .
VO 98/02437. ( Eb is%?gd,\]%_ﬁtgry 2')2“9%%?}'%§@g@48m%ﬁﬁ;? %érae ril 17,
1997), wo OBF @!57%"3 B acdiwdonAde 7 1995), United States Patent

5, 587, 458 (i ssuedi4Retiasrben bERRBLsuIf MRirdxGriak R EdlynD, 877, 305
(1 ssued Nﬁ%ﬁ\%oﬁpma@.%gz i d_eaecnﬁ’ﬂ}{));c whi cshu ?'gqlﬁeé@i%?%ncorgg]rsgtg @gl%yn

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.



by reference inits entirety. ErbB2 receptor inhibitors useful in the
present invention are also 10 described in United States Progp®ees@ber 2004
‘Application No. 60/117,341, filed January 27, 1999, and in United States
Provi si onaWOMHP82®ati on No. 60/ 117,346, filed January 27, IEO9IBOLOLOHG Of

whi ch are herein incorporated by reference in their entirety. O her
antiproliferative agents that nmay be us®d with the conpounds of the
present invention include inhibitors of the enzyne fanesyl protein
transferase and inhibitors of the 15 receptor tyrosine kinase PDG-r,
~including the conpounds disclosed and clainmed in the follow ng United

St at es patent appis GDatpbmds of f@@tﬁM Qdbthe phdrmdcdDécatiyrieeptaifie saIBOR)vated B3hd 54058

filed De 539930
Ef: | od Ma?c‘fqm 19%5%?@“ 3(59/ 20 %@3@#{, é@gR’gﬁ%gﬂ’%‘b&g%&g%ﬂgﬁﬁ“ il ed
August 26, a9591)thatgan it FEERSEpidgrmel erawinfepiertrecepton) resmyisesa fdeht aseE@fdRmounds
di scl osed aé}ﬂb&:l.@ rml: Iaﬂt.dobes féﬂdl &weagesuma£ eft E&FR! RhBRore! 9)5!3?' @ék%gsapat ent

applicati ons g g}Ofi; enber 30, 1999): 60/170119

Decenber 1(F"99%6¢ vas@/fac 'ﬁ!@blk’fﬁ P%e@%ﬁaworﬂ*b%o%w a%eygfwsmwes | ed
Novenbeto 3Chr anflt8i8} thatbiod RAHADRBrcédidr] fedexiiple LHERCEIONN™EaeRer@ich HRE of

f oregoi ng Raland napggrkis%gtqaﬁfn%aaggmhprov! sional patent applications is

herein i ncorpora Pent their entirety. A conpound of formula I
may al so be usedE®IR inhcbﬁthelarimﬁmbed irs édr ieixarnpie fir Wt $5itP97Q Fpublished el 2zel |

growt h or c@pseivo bd1e4439iNBksnBY hpA Yt 1édag‘\n9cﬁ§8/b?43gﬁ%ﬁéh%8 %%ﬁ‘?ﬂofz qbos),

enhanC|ng ant’i tunor | nmune responses XI'C

| ygphoci te 28R HnjehSizlesdiptanb bt etPs (Bpupd mﬁgaﬁjerﬁ%RGGmEM@wasmmm ng

CTLA4; And anbie RSQIIGENEL Y SroABasHaS aﬁﬂasme@&zﬁ Qﬁ‘d’ ahtPEBEH | 22035 nfidhe
transferas i nhibitors, for exanpl e the protein transferase

i nhi bi t or s WSEEE; fegPoiafed; Kb Ny e‘f’%cé@wm\@% [\-/'ﬁA)e hie" pAERYNBNEP-18%ct i on,
supr a. Spe({AitrarZenéEiLMsmmaazb(@dereﬁgérhlageu%ﬂn)c MDXbe7udRarkR lﬁch ef PhesRBk,

i nvention i t i i ' te rovi I cation
nwent i on el 4, J88e ABELBER. Rl SRl abes Srox! fbonale, 400l
ref erence MRCTIG-¥10e ﬂf&nteetl yResem!rrbo end | EGFe lfdsiogr xinh {Seragen umed ohelapkintonunl ess

ot her wisge inpdiLRbsesy efers to cell growh that is independent of nornal
regul at ory nechani sms (e.g., loss of contact inhibition). This 35 includes

the abnormal gr amdar whibfcks, HbtERIMPEBUS414 LHEWRds68 NBLgdN mc' beEal S

expr essi ng a nutat e ki nase or overexpression of a receptor

t yP05| ne EI {C?%C'Bén%%ﬁ‘péﬁﬂ alsfpei YRahed with pogpordd fopiul 1-f YESFi ve

di seases i nnhmitorsrarahesanaétt inf for @Rdrtise ki m@see/améo \(@théwéd MES,C R0, 81,99&4)4)=C¢”yh
tunors tha |ne n rmrs t hat
5 Decerbe e bl e B6T AR el Mdica. o8 55 o SbreAlht piipie
aberram® sépguselt NPWHIVP E9/R1432 mblibed &@emmz t099d), (Jﬁ)edlsmmg?ut@nﬁlaamhi gnant
e O, fdlen bt Ab2idalp Vit S886RD (el NbaRRE 13T HecRE TG slfls 2N e

klnase activatl on occurs

ot’her wi se PAEM881S fpnad Md@béﬁsﬂ%) U”@Iﬂl%ﬂﬁ%l?at% 5 3B$1fiﬁooﬁiﬂsu¢vg\’larﬁ92$3r ogr ess
of, or pr evmﬂy Diiited IStateli paEM 700178 Qadid lAQéhsE 94 %Q@hW@BME:%WPuMh' es,

0 o 20 BGE HBT 17 52 BB epimos B ST €1 amtsoed e
treati B9 ags, 198BaWONIE54083 @etiisivddecerterd] BHS), WORIBILE38 (published January 22,
1898), WO 99/16755 (published Aprit 8, 1999), and WO 98/02437 {published January 22, 1998),
all of which are herein 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



The term "hal 0", as used herein, unless otherw se indicated, includes
fluoro, chloro, brono or iodo. Preferred hal o groups are fl gppecé&nBer 2004
chloro. The term"al kyl", as used herein, unless otherw se indicated,
includes s¥OO¥®I7 15 nonoval ent hydrocarbon radi cal s havi RETEBOHDHIG
cyclic (including nmono- or nmulti-cyclic noieties) or branched noieties. It
I s understood that for said al kyl group-f6e include cyclic noieties it nust
contain at |least three carbon atons. The term "cycl oal kyl", as used herein,
unl ess otherw se indicated, includes saturated nonoval ent hydrocarbon
radicals having cyclic (including nmono- or multi-cyclic) noieties. 20 The

t erm " al Kenyd9/35146a(pubisted Julyrid| N999) We 99/35tandpukiishedi Jut)i wat eah), woddsiiesy al kyl

roups, as ned ' t, on afbon-carhan I ond.
e Por oy (URARRE YaRRRY B2, B4 ML RS (o RHPARE 7 SPGBt B e

al kyl gr oupdpublished ddy 2hel§9abbuited States Pajerd 6.585458 (issned Dacdyauer 24r1908), sad pl e
bond. The t emfad ks PatedS, 817885 pgsruea arcH B! £598), @éaﬁg\ylrﬁ& i%ﬁ%je@%c?agmré | udes

an organic radical 25 derived froman aromatic hydrocarbon by m)\t/a of
one hydr oger "EgERFe &S e, | EBR2 reeppienighibitors-peefulia the prasendipyention gre alsped

her ei n, 10n| esscribddnie it Staredi fradig@shal Aplbalee Sio: 66/81 K41, Gle8URRuarBEr @bg al kyl
Is as defin T erm"4 t 0 r erocyclic", as used
herein, unl §§% i?io W\qtgdr WE% F%rcr’lvéﬁm@s]t%oc??ca '?%g&%ggﬁgﬁ%ﬁﬁdi‘@“ 2holFCGrRatet ¢
‘het er ocycl i @high eepsreiGimomioratertpyoafereace intiek efite¢ter oat ons 30 each sel ect ed

fromO, S and N, wherein each heterocyclic group has from4 to 10 atons in
its ring system Olsnauliviifigrative gantsr thatyrodyi e gred Wit the cbmpemgs otiihe phevehtng

only 4 at oNkvédiiod BRlulie nhBlors BY ﬁt@%yn@?an%%ﬁq rﬁ%éelﬁ t%g%fg{ag% éﬁ({l %n@ibggrrg &B@nem"ﬁ

have at | east 5 atons In their ring syste _

i ncl ude BenBGeRtIS@sing jkigse FOCEREINGing tha Fompaundpedisdltsed jandtalsimed inhthene or
mor e gxo erDfoaﬁWiigSUr::ilté? sexapatet QiplicitidnsnBura ; gﬁi(ﬁﬂa@ft%r:é}]gy&@gﬁﬁgg%@%&sa
azetidiny ri ved fr.o . | ._An ex e of a 5 nenbere

het er ocycl i gﬁgeér%eﬁ%’“?% 2 ﬁ%@bﬁ%&éﬁ%&% € Gt @%POE 09/589FR0{Hler ddprch 31,

het er ocycl i 200§k ®8{202796 (Giedh May 129) 199FX @aBB4339 @lecnABgLRE 26B1990); At @uBeYBkI C
groups are rgd Ql.ds Gk N . h r anyl t et rahydr ot hi l, .

t et rahydr op(ﬂ%rfg/u L’ét(z;itl’:; 'e?/drgg)h%ﬁzri (E)@ h(l%g{ %’ﬁ’ﬁyf%“’“& i ab“?r ‘?’%H"ﬁg n %r%‘%ﬂgn‘ﬂ’,md

t hi onor phol Pitss ProMignah agtent applisetions:i6841p8207 ffed Novesrber 31 4920)ya0/170Mafiaay |

honopi per i dbéiéhmberodeR80Y s0/iFHr e A J 2@ Pogoy; -sof ey | inyl,
1,2,3,6 40 fg%tgitah 352 g%’i (?% n%l , g[?grapg%?ny' : gﬁg@t@%ﬁfﬁﬁ)}i\é f?wl%&' %flgd;yl ,
21- 1- pyr anyl®, @% ¢ ﬁ‘iﬁr"‘ tro¥anyh 2009) 3Eae ehdie frsedoingorpient \appisalions 2ma
PCT/ 1 BO1 / Odrovioneallihtent shiptioatibra1y herei oaraerbieA By referéideli MBY batirgll, t hi ol anyl
di hydropyranyl, dihydrothienyl, dihydrofuranyl, pyrazolidihnyl,
i m dazol i nyl, i A demdundiohydrnula3t aaglaise el @kd .with Odther xayayls, usdful in treatin
azabi cygd of 4ndm 2 I I i, .and. guinofizinyl . appl es o
aromatic heter ocylgﬁfgga%rogtﬁﬁ@%r%ﬂ%b i B RS If”%ierdnq%ra%f‘{f]l ‘fapﬁ?% i°ﬂ$%ﬂaﬁ97'9
pyr azol yi , ifugpomplune raspensps phich as @b tsiiploxic fymphbsite ahtigenny) botibbsies; aao| y] ,
“thtazol yl, oﬂ@?%ééﬁté_’&apab@ ef mbc@(ﬁglm?;%ﬁ 'éﬁ’tl—;yrblifergfil}ergaeht?%luch Lo QEY fgmelsyr!]yl '
i ndolyl, 10 benzi m dazal yl, enzofuranyl’, crnnol ™nyl, i ndazo[y']“,
i ndol i zi ny|Ef°tB'Hffﬁ'afe5%ed§')_1y"3“°lﬁyi°r erFTPieyine famesyl prefeiny ransfesasierinhifiitpts, described
pt eri di nyl ,in herrelesthcesooiiad i “Bdokgrbic dé g | Yibra. ToHREEBH A4 %ﬁﬁ%&&’ﬁé@any' ’
benzoth'd)phﬁgﬂ%l , ?ben ot hi aztol .., .b?ndzoxazol yl ., quinazoli n}/ .
qui nox a?l nyF ﬁd"ﬁﬁ HS/ ?(&'fer‘??/ri' ,ln gﬂ\‘t{)n inciude those described in United Stales 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 receplor tyrosine kinases; (5) any tumors that



furopyridinyl. The foregoing groups, as derived fromthe conpounds |isted
above, may be C attached or N-attached where such is possi bbgpetémber 2004
i nstance, a group derived frompyrrole may 15 be pyrrol-1-yl (N attached)
-or pyrrol NG P1/g8i7at t ached). The term "Me" neans net hyl, " EpCTaeaEraost hyl ,
and "Ac" nmeans acetyl. In the definition of)(' above, the -(CRLR2) m and
(CR16R17)k noi eties, and other simlar ippieties, as indicated above, may
vary in their definition of Rl, R2, R16 and R17 for each iteration of the
subscript (le, m k, etc) above 1. Thus, -(CRIR2)m nmay include

-CH2C(Me) (Et)- 20 where mis 2. The phrase "pharnmaceutically acceptabl e
sal t(s)ns aprolfst Hyeibeirant seiiefiFSoriic@iask s&vaﬁmdamﬁdeniémmgn@mbélﬁ of

aci di c or basi ent i.n the conpou

ot esent 1 nvanes o bR T e s T G BER S el TR AR SRR oo basi ¢ i n
nature are capablte tegh ﬁ'@ﬁtm"ngs &senl tgreinauniest yotfsrwise liridicatedt mearasr fepersing,
inorganic a e

phar maceut i g%“ ;gg}é“éﬂe}tbn?%quoge%ggf Q‘g‘?enhﬁa srd%f% ' ?ﬁn ﬂﬁggos‘%@dg%gn%%m& of
are those t Frilies; 8o ROMOE SYelone pisugitdisardes ar @&ﬂ‘t@ Thederm “Featmentt antsed ni ng
phar macab ogh&ah,| ¥nlesd Cogikiad lifiicaREORFers S84 ASt bmeémgréscmeaﬁﬂgdes defined

hydr obr om de, h%d[y })Odl de, nitrate, sulfate, bisulfate, phosphate, acid
phosphat e, ey ePSt e, acetate, lactate, salicylate, citrate, acid
citrate, tartrat®e tpantrabhesaised hiteihadildsabhendscadibabes inclldes AfRs, ehiofml eat e,

genti si nat e? u{nggp@&t epref?%oq_la% %tﬁ%efﬂlor%%ﬁ{i‘gnat e, saccharate, formate,

benzoat e, Z8ul f onat e, benzenesul f onat e,
p-t ol uenesul f onatfe terd “pliyfocseudeil . kergin, lynibssredtteplien dndivated( Rcludes saturated

hylr 0y 18- NRBRAEER Fbloclt SaacTRnSREPAMRNS Hlrc! BRuBHRBN| VAN ERA.  hat

I nclude a basic noret suc as an orm pharma t7 cal |y
accept abl e BeiF§es) i hrenchedt meigiesankt foundarsiogs fhat fszféﬁl F@”m')ﬁfov@ te finslude icybic

ment i oned arh&&t@s:t&ﬁst]&bﬁﬁi@an@dim#é@d&bmaﬁn%e present invention that are
acidic in natureV‘are c%?cgbl e of rm ng base salts with various

phar nacol ogi cal | k" caétLP Eere’ﬁéﬁ‘ll?ﬁ? g¥eyfisesipdipatedy jincldes saturgierk t he

al kal i et ahororalatt kadcaoremtitdis hewtng byctiafircRdiamthond af hlie-eydit)mbietibdie cal ci um
nmagnesi sodi d lts, of he co resent

i nvent i g[?’ln Oerta—llcll'ﬁmt unc Péﬁ%ﬁ éér%‘gé%m u"(')eﬁ? Rege nl%ﬁfjﬁ "P%‘E‘%S‘E@S’@Fﬁs*‘%f t he
present i nv@ﬁqu@hm@dwwna@tleﬁ;tw@smm Gﬁf@mdbmielhnndl sosteric groups, that is,

roups which ha u
8 N 982 B PC_\I’_I?IIB Eéon*if} Jﬂl%ﬁ l@&de?lgergflh r@kegﬁéﬁné}msg rﬁ%atgg ﬁrgcrrﬁa% aig{a gr,%uq\)é%s

exhi bit di fqegr?qdﬁﬁwﬁrhqvﬁ%?fd‘?ﬁébmﬁﬁ?@wﬁﬁp&i?mér ot her properties.

Sui t abl e exarrpl EIEhe@d’nﬁ “t{k@li' las &M%réirpuﬁlé&%ﬁleﬂ\ﬁseﬁkd ¢dted, ol ﬁroﬁ'gani@'mjldanc' ude,
but are%glo d? d Eog ﬁcgg)scrlbed in Patini et al Che Rev

1996, 9 4‘? Er'?'é’ SF‘E‘H‘E i, Y reinqvalpt paedpdiogen. sy %Bhﬁwtﬂwépw t he
present invent i Gie kerwéaliosy nasatsed tereigniessotrendisé Meicatbd irluged -23-alky groliPs

_dlfferent Héﬂ?ﬁ ﬁﬂl&i stereonmeric forns. This invention relates to
the use of Pegdﬁl |soarq%%‘?es and stereoisoners of the conmpounds of the
present i nvent i eteé!ﬁd“m?)@tfm@@fetdﬁ@temfdlc aarcused berglnl unidsa othesrsetindicated,

conposi ti oNgoi A aBREROHH idh-aFdn@8d RBEheyhadrolR YeofiBnG Yo 'or AL AddlodidleMm
30  each selected from O, S and N, wherein each 'heterocyclic group has from 4 to 10 atomns in iis

ring system. Non-aromatic heterocyclic groups include groups having only 4 atoms in their ring

system, bui aromatic heierocyclic groups must have at least & atoms in their ring 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
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-



The conpounds of forrmula |I may al so exist as tautoners. This invention
relates to the use of all such tautomers and m xtures thereqgf,. h
subject invention also includes isotopically-Iabelled conpou%%?,e%gﬁ%ef%%m
phar maceut ive@P1/9823tcept abl e salts, sol vates and prodrugs thecyaBoiadeich are
identical to those recited in fornmula 1, but for the fact that one or nore
atons are replaced by an atom having amgatom ¢ mass or nass nunber
different fromthe atom c mass or nass nunber usually found in nature.
Exanpl es of isotopes that can be incorporated into conpounds of the 20

I nvention include isotopes of hydrogen, carbon, nitrogen, oxygen,
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residue, or a pbephesei‘pharoersiicabyf adcepable safife)t afaisgd hereinp pni¢daratieendse f our )

am no acid ' ] er bond
to a free aﬁ%ﬁq&ﬁ’“?ii&@‘éféiﬁ*‘é? Porbdts Wil il B0 s o ) Mol ho S
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aci ds cam dq rtl ree letter synbols and al so i ncl udes “4-
hydr oxypr ol FH%E @ﬁ% ﬁ?@i‘aﬁ%‘ caliy AgreptARle a‘?’%%‘iﬂ’é‘ﬁ’i)g‘i‘"ﬁ@f sugh RBYGRPMRPUWCS & ne,
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phosphate esters, di nethylani noaceta
phosphdt?y| (95‘('99?@th9 B ofRAFarate,s fermele nbenzpate. Adiiawsaisl Drethgnesufoneter v |
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al so i nCl ugn%jniixyafna%ﬁtﬁoéie%f sa('?tsa T%e compounds of the present invention that mclude 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



prodrugs, sulfonate esters and sulfate esters of hydroxy groups.
Derivatization of hydroxy 15 groups as (acyl oxy)nethyl and (Q?Xk%é%%8F£ﬁ64
~ethers wherein the acyl group may be an al kyl ester, optiona
Substit ut e®P/#82¢T oups i ncluding but not limted to ether, ramiBmE/ 0w
carboxylic acid functionalities, or where the acyl group is an am no acid
ester as described above, are also encggpassed. Prodrugs of this type are
described in J. Med. Chem 1996, 39, 10. Free amnes can also be
derivatized as am des, sul fonam des or phosphonam des. All of these prodrug
20 noi eties may incorporate groups including but not limted to ether,
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skilled in rebiedalfo Lﬁastamamém&%edw&rﬁ&é Ebﬁu%%él- '“One
IS provi ded in St g?/enso azm er czaa : Lég%ﬁgqugpl\ﬁ%@'%gé

Chem 1986, 510MiE Mgss of Fdss "%%r SHferant ga‘i"atf‘?/f‘@ﬂ“%ﬁ‘f:‘%%"’a%ﬁ @P"@Gumqamgs ar e
descri bed ifourll iy awiure. MExamples afjisotofes, thaﬁcaFﬁUEéJMCQrpGrate'a)ﬁﬁto &oipBingd Wine 11, 7,

p. 513.,fal; uplings, are descrjbed in Heck at. al.
Or gani ¢ dlzea'i':\t%ﬂtlioolr'?rsnI &%%&(g@g }_@@EJQ&Q C@B'ﬁ It“fgen’aquge]"np'Ki?Bho"@ﬁe?H""‘F?e%“d 1995,
28, 2. For OREnpEu asFHt He palq. bk ey Cars, y%’ewdfwmsmymmiy tCampbunds ofl kynes

to aryl hahd gRSeMCRvenfan! ol hdfeot, d
Sonogashira etg éﬁﬁ;\;nt e‘irl srﬁés 197{:"10 Ja?%% rm naP;L ?%%aé%ﬁ/a hgsﬁaéc{ may be

per f or med lj:gﬁhp@.m Isplgtpg(pcyugs 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



.25 substituted/ protected al dehydes as described in: Col vi n, E W J. at.

al. Chem Soc. Perkin Trans. 1, 1977, 869; G| bert, ) D%I
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Anmer. Chem Sac-, 119, 4, 1997, 698; or Marshall, J. A et. at. J. Og.
Chem, 62, 13, 1997, 4313. 30 Alternatifely term nal al kynes may be
prepared by a two step procedure. First, the addition of the |ithium anion
of TMS (trimethylsilyl) acetylene to an appropriately
substituted/ protected al dehyde as in: Nakatani, K et al. Tetrahedron, 49,
9, 1993, 5 19¢pMPoursisiol Endad.- cessid residusy indadecbubrary notiignitede thes2haturallys ol at e
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about 50- 150¢ fignsiionglitiseror wiere thegicl grobp &ran erfrowcidtestedds destibsd abové@re aiso
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hose. ok | |agrhasiel Bl BB o BBt P ARE! Bl Yo e AP AT cr o
i nt er medi a8 2SROQAEAYASERIAS APdemSHilonarades erwﬂmmdmyﬂlb@ thesef prodreg] by
met hod200utdigies may ind6¥rEe ddu chiu B® ot Mrhited o4
5149 YUt By pS2l Gana, I\S/’F3 i Jﬁﬁ‘d"lr., Tet . eLéﬁgmer%@ﬁea@%%?"%% %’47; or
in WO 961 A%t erred to above Appropri ate heteroaryl oxy nitrobenzene
derivatives nmay be prepared fromhal o nitrobenzene precursors by
nucl eophi | i ¢ di spl acement of the halide with an appropriate al cohol as
described in Dinsnmore, CJ. et. at., Bioorg. Med. Chem Lett., 7, 10, 20
1997, 1345; Loupy, A et. al., Synth. Commun., 20, 18, 1990, 2855; or
Brunelle, D. J., Tet. Lett, 25, 32, 1984, 3383. Conpounds of formula E in
which R is a Cl-C6 al kyl group may be prepared by reductive am nation of
the parent aniline with RICH(O. The conpound of fornula D may be prepared
by treating a conpound of formula C, wherein Z' is an activating group,
sich as brono, iodo, -N2, or -OTf (which is -0OSOR2CF3), or the precursor of
an activating group such 25 as N2, NH2 or OH, with a coupling partner,
such as a term nal alkyne, termnal al kene, vinyl halide, vinyl stannane,
vi nyl borane, al kyl borane, or an al kyl or al kenyl zinc reagent. The



.conpound of formula C can be prepared by treating a conpound of fornmula B
with a chlorinating reagent such as POCI 3, SOCI2 or ClC(O }

hal ogenat ed sol vent at a tenperature ranging from about 602&%%%%%%%@%%§U€
peri od ranWh@/MBerBm about 2 to 24 hours. Conpounds of 30 f RGHAB&L/BIOARY be
prepared froma conpound of fornmula A wherein Z' is as described above and
Z2 is NH2, Cl1-C6 al koxy or OH, accordingi-to one or nore procedures
described in WO 95119774, referred to above. Any conpound of formula 1 can
be converted into another conpound of fornula 1 by standard mani pul ations
to the R4 group. These nethods are known to those skilled in the art 35
and inclfide a) renoval of a protectiiggHgiMaup by nethods outlined in T. W
Greene and P.G M Wits, "Protective Goups in Oganic Synthesis", Second
Edition, John Wley and Sons, New York, 1991; b) displacenent of a |eaving
group (halide, nesylate, tos@)ate, etc) with a primary gr secondary am ne,
t hi ol or al cohol tozforn1a s¢condary or terti am ne, jit hi oet her or ether,
respectively; c) treabne Fphenyl (or substf ed phgnyl) carbamates
with primary of 40 s aqr y andnes to formthe ReSponyypp areas as in
Thavonekham B et at
PCT/ 1 BO /01046 -24 5 8% , pl189; d) redu par gyl or

honopr opar gyl aIcoHQPs or protected pris¥ amMes to the
corresponding E-allylic o#\E-honDaIIyIic deriVativeg by treatment with

sodi um bi s(2- et hoxyet hoxy) al um num hydri de (Red ~as in Denmark, S. E.
Jones, T. K J. Og. Chem (1982) 47, 4595-4597 or yan Benthem R A T.
M. Mchels, J. J.; Speckanp, W N. Synlett (1994),}368-370;, e) reduction
of tal kynes to the correspondi ng Z-al kene 10 derivatiyes by treatnent
hydrogen gas and a Pd catalyst as in Tomassy, B. et.¢y W Synth. Conmun.
(1998), 28, pl1201 f) treatnentcpf prinmary and s§condarw$hnines with an

i socyanate, acid chlgtide (or|other activatedZcarboxylic acid derivative),
al kyl /aryl chi orof or :  fonyl chloride Xoxurovide the
correspondi ng urea, anj
am nation of a primry
of alcohols with an 15 ate, acid chlorid @ activated
carboxylic acid deriy#'ive), afkyl/aryl chlorpfbrnate r sul fonyl chloride
to provide the correspondi By carbamate, ester, carbbnate or sul fonic acid
ester. The conpounds of the present invention may ' have asymretric carbon
atons. Diasteroneric mxtyres can be separated into their individual

di astereoners on the basis fof their 20 q@pﬁ cal chem cal differences by

met hods known to those skil{fled in the agt, for exanple, by chronmatography
or fractional crystallizatijon. Ena
the enantioneric m xtures %g&g dronric mixture by reaction with
an appropriate optically activ d £0, al cohol ), separating the
di.astereoners and converting (e.g, hydr y2ing) the individual

di‘ast ereoners to the corregpondi ng pure enantionmers. Al such isoners,

i ncluding 25 diastereoner%c m xtures and pure enantioners are consi dered
as part of the invention. The conmpounddRUf fornulas 1 that are basic in '
nature are capable of formng a w

and h) treat nent

ariety of different salts with
t hough such salts nust be
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.pharmaceutically acceptable for admnnistration to animals, it is often
desirable’ in practice to initially isolate the conpound of % B’HIHB?:JZ(I(Mom
the reaction m xture as a pharnaceutically 30 unacceptable salt an hen
sinply conV& 418K | atter back to the free base conpound byCTIBSaOMEAt Wit h
an al kaline reagent and subsequently convert the latter free base to a
pharmaceutically acceptable acid additi-222 salt The acid addition salts of

t he base conpounds of this invention are readily prepared by treating the
base conpound with a substantially equival ent anount of the chosen m neral
or organic acid in an aqueous solvent mediumor in a 35 suitable organic
sol vent,5such as met hanol or Detaleiiddscriptipo®f herdefeationevapor ati on of the
solvent, the de e ci.d salt
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all adapted to therapeutic use as an
ant i cancer I/ Lffeeog;, Gijpert.ti @wtaalworg ﬁ‘-hebmrmmso 1982;J4auske; Wl Aret. élh'Bat

cqnpounds oft tdxes i Nk i r I
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hedo

mal i gnant antf- bEIEGFIET: $edrS %of prifearshalli Hhest; alpl- &AdePhemhraads,,
gastric, ovga7,4313. col or ect al , pr ostate, pancreatic, lung, vulval, thyroid,

hepati gscarci no&r@ﬁ u% % @nl obl aﬁe onas,  head and neck, and ot her
hyper pl Ostic cohHriamey egﬂ'B ARy PP REPRIRS Py 2jto BIFPtPFﬂé;eg‘I(PnF(f%ft the
psori asi s) addinbehitign lithypemphasi aIME (rnethpkngt atdyiditHte 4l dpprophiftely
addi tion,  exfifiGkEfrolddRl RehHPRUAY Wkatillk. et. al. Tetrahedron, 49, 9, 1993, 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



present invention nmay possess activity against a range of | eukem as and

| ynphoi d nalignanci es. 30 The conpounds of the present inven

be useful in the treatnent of additional disorders in mhlch%ggg?ggﬁFp&éﬁh
.expressi on wogapglfr eceptor interactions or activation or sipghakbigigsevent s
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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
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40  secondary amines to form the comresponding ureas as in Thavonekham, B et. al. Synthesis
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pharmaceutically acceptable acid addition salt. The acid addition salts of the base compounds
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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 include the
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The in vitro activity of the compounds of formula 1 may be determined by the following
40 procedure
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30 determined. The compounds exemplified herein which correspond to formuia 1 have iC50
values of < 10 pM against erbB2 kinase.

7 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)



.am ne: 4-(4-Chloro-quinazolin-6-ylethynyl)-piperidine-1-carboxylic acid
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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



Method C: Synthesis of
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active compound are known, or will be apparent, to those skilled in this arf. 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
following examples and preparations. In the following examples molecules with a single chiral

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




35 ammoni um hydr oxi de afforded 268 ng of the title conpound. 1H NWVR (d6
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) 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-
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Method C: Synthesis of 2-Dimethylamino-N- -(344-[3-methyl-4-(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




of dichl oronethane at 0C was added 65 L (0.47 nmmol) of triethylam ne

foll owned by a 22 Decenber 2004 WO 01/98277 PCT/[BOL /01046 AN
of 65 L (0.45 mol) of 2- acetoxyisobutyryl chloridein 1 nL 2?63%6%&6@

i chi cr onet han@sesIfre reaction was stirred at OC for 1 hour.pdfimeihidssr € was
guenched with a dropw se addition of 10% potassium carbonate. The aqueous
| ayer was extracted with dichioronet ha_?f_ and the conbined organics were
washed with brine, dried over sodiumsulfate and evaporated. The crude
material was purified on 90 g of silica gel eluting with 96:4:0.1
chloroform/ nethanol 1 10 amoni um hydroxi de to afford
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7.25 (m M@%@@%’—ﬁ%&m‘ $m 1 H), 3.95 (d, J8Hz 2H) , 247(s

3H), 2.Z8 (s, 3ep4-[avBethimdd(pyBIFR-Boxg)- ﬂ;enyiemmomnezahm@wmszam @l Toa
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qui nazol | nyﬂPSPP]Z-Sj“si'ﬁéPm?fedlb)( B‘Bfﬁﬁfi ﬁ!/h-ﬁp'y'l‘- ol it tSrapiydssfyran ab B 8@ yiak addddne (100
ng, 025 mml7s Mess 4 6496 Weldht tblﬂe%itfh&’n Bfis)odlu% éfb %&%ﬁ&gﬁ@aﬁﬁmw&de&md
cyclopropaggq@ggs i ):C1Id(.NgT : rHTD Vr\re
resul ting softi 91 B THE: QP?F%CB? YWE fliregat pompiesnpeabye Bded, the
reacti o030 nihstrsir Bparxteaiiigd 0% 5dudemodmm Whﬁ@ﬁth@ ReQUAl shutioh RS Al GFARIFGRXT I act
washed wi t Qd? ' n&te?@ﬁl’ngé Ifc:erdl I?o\ﬁ?rat room tgmperafa\ ure, %‘le mixture was quenched with the
dropwise addition of 10% aqueous potassium carbonate and extracted with ethyl acetate. Fopd s
‘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), .77 (d, J = 16.2 Hz, 1), 6.67 (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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the crude material was subjected to purification on preparat

(reversed phase, 5-40% CH3CN-H20O) to afford 46 ng of the tithﬁggﬁ%gﬁrn%OM H
NWVR (CD3O®O 0189837777 (s, 1 H), 8.72 (s, 1 H), 8.24 (s, 1 H pcBaff/oieicl H) ,
7.77 (m 3H, 7.55 (m 2H), 7.07 (d, J=10 Hz, 1 H), 6.76 (d, J=13 Hz, 1
H, 595 (m 1 H, 4.2 (br unresolved m32H), 2.59 (s, 3H), 2.3 (s, 3H),
1.59 (br unresolved m 1 H), 1.16 (br unresolved m | H, 0.79 (m 3H). Ms
10 Mt1 466. 3. The foll ow ng exanpl es were prepared using the nethods
descri bed above. Table | Exanpl eNameMet hodLRMSHPLC No. RT
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vaporated to yield 57 mg of material.” The product was purified on a silica gel prep plate,

eluting with 96:4:0.1 chloroform/methanol/iconcentrated ammonium hydroxide to afford 26 mg
of the fitle compound; *H NMR (CDCl,): & 8.71 (s, 1), 8.33 {m, 2), 7.94 (s, 1), 7.80 {m, 2), 7.69
(s, 1), 7.58 (m, 1), 7.20 (m, 1), 6.94 (d, J = 8.7 Hz, 1), 6.68 (d, J = 15.8 Hz, 1), 6.46 (m, 1),
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),146 (s, 9).

35 E-[G-(S-amino-propenyl)-quinazo!in-4-yl]-[3-chIoro-4-(6-methyl-pyridin-3-yloxy)—
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
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allyl)-acetamide. A mixiure of 14.4 pl (0.25 mmot) 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 (s,
3),2.49 (s, 3), 2.24 (s, 3), 1.85 (m, 4). '
35 . Method I E-2-Hydroxy-N-{3-{4-[3-methyi-4-{6-methyl-pyridin-3-yloxy}-
phenyfamino]-quinazolin-6-yi}-aliyl)-isobutyramide (8): '
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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phenylamino}-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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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
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-97N- ( 3- { 4- w8 @set70- 4- (pyri di n- 3-yl oxy) - B516. 05.84 . PCT/IB01/01046 -
phenyl am no] - qui nazo!in-6yl}- prop-2-ynyl) - rnalonamc acid ethyl ester
98N- (1, 1- Di net hyl - 3- (4-[ 3- net hyl - 4- (pyt44di n- B506. 06. 76

3-yl oxy) - phenyl am no] - quinazolin-6-yl} - prop-2-ynyl)-2,2,2-trifuoro
-acetam de 99(+)-N-(1-Hydroxynet hyl-3-{4-[3-nmethyl-4 -B454. 14. 47
(pyridin-3-yloxy) - phenyl am no]-qui nazolin- 6-yl}-prop-2-ynyl )-acetam de
100(+)- [ RY! Fdantepyr I dI N- 3-yTOXy ) -phenyll mMefad . LRMS 3 HPLC
(6-pi peridin-3-yl et hynyl - qui nazolin-4-yl)- am ne

101[ 3- Et hyi¥8- 4~ (plyri di n- 3-yl oxy) - phenyl | - ( 6- AM4614]27 RT
pi peri di n-{4r3yl et hyjnjghveyi-ndgabina-vibxylphenyljdéd Nn¢ A 436.1 | 3.91
1023-{4-[ 3- Chl or o-{4( pv.r.i di N+ 3-yl axy) = 3.15/43 phenyl am{no] - qy
i nazol i n-g-yl}- prOD('pﬂPeé(-jlg/n-y[J‘].EEh‘?‘)'r(‘)‘f('q""nzyz})"n"%}'gZ

103(f) - N- ({1- Hydr oxlyaminehy| - 3- { 4- [ 3- met hyl - 4- B468. 14. 66

(6-I’T’Ethy|- Ii’di‘l‘l‘-%_m' YA JEI__- j L8} oy BT uilld.BUi.l ZY I}- 2-yrry
1) - acet ani{de 104( +)-N’ft?6§%§fﬂsﬁsgoﬁﬁtg’?"3-{ﬁ’f"{jﬁﬁ i no3- Y1 a2 | 87404, 78
phenyl ami o] - qui ng28Pyphgnyanyinol-quinazolin-&¥YPRER-hY | - pr op- 2-ynyl ) - aget ami de

5. 83 22 Decenber 2004 -

1052, 2- Di t{l uoro - I\FZ(-ﬁl}riﬁl—éce{ta%ﬁdiEEt hyl - 4- (6- met hyl - B47425.
WO 01/ 982717 —-44 PCTLI1BO1/ 01046 Examl eNameMet.hod LRMS HPLC No {RT

pyri di n- 3-yiPoxy) - |AreR¥ycpNiS TG &RYAIN-8= y1 1 Bpr o982 nyFF3aget ani de
1062- Met hgnesul f onyloxi¥-phanyiafridodquimizonn 6-A-frop-B) 516. 0 5. 20
et hyl - py(di n- 3-yl - henyl ani no] -

qui nazol i n-6-yi) - p%)@lﬁ'?if%ﬁ'égacet ani de
76 N-(3{4-{3-Chiloro4-(pyridin-3-yloxy)- B | 4822, | 5.2
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




1072-Fl uoro-N-(3-{4-[3-nmethy] -4-(pyridin-3- B 441.8 5. 27
yl oxy) - phenyl am no] - quinazolin-6-yl}-prop- 2-ynyl)-aceta
108N- (3-{ 4- [ 3- Chl or 0- 4- (pyri di n-3-yl oxy)- B 461.9 5.55 phenng%eﬁ% ber 2004
ui nazol i n- «ybi9s2pr op- 2- ynyl)-2-fluoro -acetam de pCT/[B(]]/om.((
1092- Fl uoro-N-(3-{4-[3-net hyl -4-(6-nethyl -B 456.2 5.47 pyridin-3-yl oxy) -
phenyl am no] - qui nazol i n- 6-yl}-prop-2-ymgl) -acetam de

110N- (3-{4-[ 3-Et hynyl -4-(pyridin-3-yloxy)-B 464.1 5. 16

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

9112- Met-hoxy-N-(3-{4-[4-(2- nethyl -pyri din-3-B 454.2 5.15

yl oxy)'- phe MEZApBO) Narf@dUl Nazol T M- B- Y1 F - prop- 27 ¥i3Hed TAGHUST dFLC
112[ 4-( 2- CJIJ or o- pyni di n- 3-yl oxy) - pheny{] -(6-A}456.1|4.64

pi peri di n- t et hynyi - qui nazolin-4-yl)- amnej113L}- RT
[ 4- (2-Chl of o- pyridi phehylahislyquinapdliasdyifprép-#o6. U1 4.67
(6p|per|dn3ylet¥>{§y uin oI|n4y|)-amne
114N-(3-0-[4-(2-Chl X 9’ oY Lﬁayl oxy)- B 474{0 5. 54 phenyl am ng] - qui nazol
in-6-yi}- PBép-2- yAHYrR-Ne{ddmetigte{mridioe- A 4542 | 478

115N-(3-{4+[4-(2-C - Ldi nr- 3- = 44.0 5. 25
phenyl( am'{ nag - ql(Ji na:g@wpg%yﬁung]pr%%'l‘%ém?ﬂ%ﬁ} - acet am de
116N- (3- (44 [ 3-Et hy 19‘1”!1)—‘30(%@9/1fdi9di n- 3- yI oxy}B 434 1 4.88 22 DPecenb¢r 2004 WO

DN LI

01/ 98277 - pgs PCTI vt lluu RNBHPEG —~RF
phenyl am np3- qui na 75?3%5%%}9 lm(ﬁrﬁgln-%\ﬁb? Cet\%)m j(\asaggrl"lft'&
et hyl ) - 3- ( B- { 4- [ 3- hRSRYypminclsHigaz %-Szy& (RS?R'?'GP-n- 3-yl oky) -
phenyl am np] - qui nag@bi n- 6-ylrprop -2-ynyl }urjea 118(+-)- |3-FJupro
-42 (2- met h’8 pyri-din % A4S54 14 57
' 6 E-[3-Metnyl-4-(pyridin-3-yloxy)-phenyl]-[6- F 454 .1 4.14

(3-morpholin-4—y1-propeny1)7 guinazolin-4-

- Chl or o-

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




.yi oxy) - phenyl 3- (6- pi peri di n-3-yl ethynyl - quinazolin-4-yi) -am ne

119[ 3- Fl uor o-4- ( 2- net hyl - pyri di n- 3-yi oxy) - A454. 14.56 29 December 2004
phenyl 3- (6- pi peri di n-4-yi et hynyl - qui nazolin- 4-yl)-am ne
120N- { 3- { 4wp3Iilek1ror o- 4- ( 2-net hyl - Pyddi n- 3- B442. 15. 19 PCT/IB01/01046

yl oxy) - phenyl am no3- qui nazol i n-6-yl} -prop- 2-ynyl)-acetam de
121IN-(3-{4-[3-Chl oro-4-(6- nethyl-pyridifn- 3- B458. 05. 48 yi oxy)

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

122[ 3- Chl or o- 4- (6- net hyl - pyri di n- 3-yi oxy) - A470.04. 78

phenyl ] - (‘6- p| per| d| n-4-yl et hynyl - qui nazo | in- 4-yl) -amne 123{}-
[ 3- Chl or o- “%)5891?' TR PYT T dI M- 3-A47G 04780 yT OXyigtRdseNYRMS( p+HPLOE] i di n
- 3-yl et hyny i jnazolin-4-yl )-am ne 124Acet|c acid

3-{4-[3- rret'?‘ﬂfl-4 (pyridi n- 3- B425. 16. 34 yl oxy) -PPhenyl gni no]+ &7
qui nazol i nFB=yT} - pffi'@ﬁ)ylanﬁndj@Mnhazcﬂﬁ-&l@brop-Z-ynyl)-
1253- (4] 3-{Met hyl - -neth r| din-3 -B39725. 31 yl pxy) - phenyl aim no]
- qui nazol ijn- 6-yl } ‘?J‘fod’ﬁom oi 126Acetic| acid
3-{4-[ 3- meftdsyT - 4-( au{'@{ul]&bh%ag(p&ﬁd:ﬁz-ypw)i di n-i3- 8 oxy}*phenyd.gari no} -

qui nazolin- 6-yl} 1Y tic jacid

3- (4-[ 3- chl or o- 4-(p&' ’"'" M’h%gﬂfé’&‘éy?e demver RS6ZWo 01/ 98277 - 46
- PCT/1BO /01046 Ex mmVléﬁdan@nreplhmﬁwsHPLC No. RT yl oxy) - pheny| ami njo] -

qui nazoi i PM— S ATR L AT A A dr;ﬁ-a- %2 TVd B 4962 | 5.56
roxy-N-(3-{4-[3-neth #{1{ “%e Y y r)faln

phenyl ani no] - qui nazﬂﬁllew‘ﬂm'MﬂH‘“ %ﬁ'yf}‘PmP'z*
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)-

3-yloxy) -

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




6-yf}-prop-2-ynyl)-acetam de 129 N-(3-{4-[3-Methyl-4-(6-nethyl-pyridin-3 -
B 438.0 vyloxy)-phenylam no ]- quinazolin.6 yt}-prop - 520

2-ynyl )-acetam de 130 R-Pyrrolidine-2-carboxylic acid (3-{4] %2 DXC%B%?rOZOAE%Z
-met hyl - 4- (BT~ pyri di n-3 yl oxy)- phenyl am no] - qui nazol PEFBBOgIOYe46r Op- 2-
ynyl)-am de 131 2-(2-Hydroxy-ethylsulfanyl)-N(3-(4-[3- C 513.9 5.07 )
nmet hy[ - 4- (6- net hyl - pyri di n- 3-yl oxy) - plaenyl am no] - qui nazaol i n-6-yl ) - Prop- 2-
ynyl)- acetam de 132 (+)-2-Methanesulf nyl-N(3-{4-[3-nethyl-4 - 499.9 4.71
(6-met hyl -pyridin-3-yloxy} - phenyl am no] -

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

(3-{4-[ 3- VeEkathpiet- [ Banet hyl - pyridin-3 - B 469. Pmethatb] YRMEY ) -HFeny! am noj -
gui nazol i nt ﬁoyl }-prop - 2-ynyl)-thiocarbam c agid S-pethyl e%trer 134

&Tet r ahydi [ o furant 3- carboxylic acid (3- B 4b4.0 5|31
{4-[ 3- net hyl - 4- ( 6- hprigiink-3-peryi-d penBlamipbleguingzelinpheny | am no] - gui nazpl i n- 6-y
pr op- 2- ynyl) am dﬁ‘#‘i‘gﬁ’ﬁﬁﬁgéﬂfﬁaé\m hyl - 4- (6- met hyl - pyr| di n- 3| - B 465

5.87 yl o) y)-phenyl gurnazol I n-6-yl)-prop-
2-YnYI ) - 2- p¥&- pr opj %Madesuﬁrw%wqmﬁmp@%t hyl -B4- (l65t@0hy| 53yrjdin-3 - B

510.0 5.77) yl oxy) - p,l;\gtrp, LRRiR8 i) AUl NRéRamit; 8 Y!} -jprop- R-ynyl) - mal onam c
acid ethyl| ester 13 Y F% : Jgrolxy Zﬁ’ [ eq[nH ynyll - qui nazol i nd-yl).| A 4222

3.48 22 Defcenber 20@&"%‘@:¥'§@2&?‘Wﬂ)ﬁce¢@1ﬁﬁ| SOL/ 01046 _
Exanpl eNangfggt hod[] BFC- t@{#ﬁ-nieﬁh nurwﬁm@ Z=yT @Y 24 PFenyd 47 gm ne 138{

}- (6-Piperidin-3-y %n azol i n -4-A422. 23. 51
yl)-[4- (pyri di n-2-pA “B&’ %y’a%lﬁ'sﬂ%"?az glifrGeg-prop-
. 2-ynyl}-acetamide
DA

& 108 N-(3-{4-[3-Chloro-4-(pyridin-3-yloxy)- B 461.9 6.55
phenylamino]-quinazolin-6-yl}-prop-2-

I}
.9

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 4641 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 456.0 467
(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




139N (3-{4-[4- (Pyridin-2-yi oxy)-phenyl am no] - B410. 13. 81

qui nazol i n-6-yl }-prop-2-ynyl)-acetam de 22 ecember 200
1402- Met hyl ami no- N- ( 3-{4-[ 3- et hyl - 4- (6- C467. 04. 26 net hyl - pyri di n- 3-yl oxy) -
-phenyl am nWqQ 01/982%i nazol i n- 6-yl }- prop-2-ynyl ) -acet am de PCT/IBO1/01046

1412- Di net hyl am no- N- ( 3- {4-[ 3- net hyl
nmet hyl - pyri di n- 3-yl oxy) - phenyl am no |-
}-acetam de 142(+)-N-(3-[4-[3-Chloro-4-(6-nethyl-pyridin -B488. 04. 99
3-yloxy) - phenyl am no] - qui nazolin-6-yl} -1- hydroxynethyl -prop-2-ynyl)-
acetam de 143N-(3-{4-[3-Chl oro-4-(6-nethyl -pyridin-3-C501. 04. 83

-4-(6-C481. 04. 26
-g8+ nazol i n-6-y[}-prop-2-ynyl

yl oxy) - phengkaangieno} Namequi nazol i n - 6-yl }- prop-| Method ' LRMS | HPLC
2-ynyl } - 2- jgmat hyl am no- acet am de 144N- ( 3-{4-{[ 3- Chl jor o- 4- 6-T
met hyl - pyr { di'n- 3- B#88. 05. 79 vyl oxy) - phenyl am nd] - qui nazol i n- GFX/I - pr op-
2-ynyl) - 2- fret hoxy- aplaﬁtruhmdv] qm@mi(ws-y{}wqp&—ml dgr o4- (6 net hy|l - pyrijdi n- 3-
B476. 05. 79} yl oxy) - Qt%ﬂ&@ - qui nazolin-6-fyl }-prjop - 2-ynyl)}-2 fluoro
-acet am de 146N—(3 0ro-4-(6- methyl-pyridin-3-B494. 06. 14
yl oxy) - phep¥17ani noj T(2- GD’PW‘UI)13r(3'B4"[§*’rT'}3ﬁ1Yb‘f'-Op- 2- ¥hyl ) 487.2-1di%46udr o-
acet am de [L47E- 3-{ 4( I?,d,,qg.ly@, ﬂ-,e(-,pyrﬁ,h@qnmgmy,{ gxy) - HB405. 15 04
phenyl am np] - qui nazg_ ro -2-en-1- 0]
1482- Met hoky- N- ( 3-{ ny- ﬁaz yl oxy) - 6440. 84. (05 phenyl am no] - qui nazo
i n-6-yl %_l pf'm(p- 2i yr@L) - a@&tlﬁm-de-memyi-pyradun-& A 4541 4%751; '
1491- Et hyl'} 3- (3-{ 4 . 25. 39 22 Dgcenber] 2004 WO
01/ 98277 -#8 PCT/ %@Fﬁ%‘%‘sﬁgﬁﬂﬁ St hoc LRVBHRLC No.|RT
pyridi n- 3- yI oxy) p@ma;b!wr%yl)cmﬂme qU| nazol | n- -yl }-grop-2-jynyl Hurea
1501'(3'{4 un UI l\.) 25 45
ohenyf am nPTI qui napz Flbéfé—d,g;fi'néthgl pgnd‘i'rbﬁ-&loxy')f' A 4541 | 4.56
phenyl}-(6- p:pendm-4~ylethynyl quinazolin-
4-yh}-amine ‘
120 N-(3-{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 *r [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 387.2 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 445.1 6.66




ynyl) - 3- et hyl
yl oxy) - phenyl am no] -
3- Chlor 0- 4- ( 6- et hyl -

1521- (3-(4-
- phenyl am n

153(+)-2-Hydroxy N (3-{4-[ 3-net hyl -
3-yl oxy) - phenyl am no] -
154N- (3- (4-[ 3- Met hyl
6-yl}-prop-
3-Methyl -4- (2- et hyl

qui nazol i n-

-urea 1511- Et hyl

-3-(3-{4-[3-net hyl
qui nazol i n-6-yi }-prop-

4 -

-4- (2- et hyl

2-ynyl)-urea
pyri di n-3-D487. 15. 60 yl oxy)

198001 nazol i n-6-yl J-prop- 2-ynyl)-3 -ethyl - ur eRCT/IBO1/01046
(pyridin-A454.14.79
gui nazol i n-6-yi 6= prop-2-ynyl)-propi ona m de
-pyridin-3-B466. 15. 85 yl oxy) - phenyl am no] -
2-ynyl ) - 2- oxo- pr opi onam de
-pyridin-3-B438. 15. 18 yl oxy) - phenyl am no] -

-4-(pyridin -3-D453. 15. 16

22 December 2004

- 155N-(3-{4-1

qui nazol i n-jé=sEple pridyrme 2- ynyl ) - acet am de Method | LRMS | HPLC
156(-) - 2- F@d&pxy NH(3-{4-[ 3-net hyl -4-(6- A468. 04. 98. nethyl-py§+din-3-yloxy)
- phenyl am - guinazolin-6-y1)-prop-2-vnyl) -propionam de
157() - N- (34 4 [ 3- ChVigFB:-RhepviTRaHApinagsfiR-pol-AEoPARSS. 0532
3- onxy) preny[an1thnwnﬁwrnaZO|ln- 6-yl}- prop-2
_yny| ) e OXY-P opnlLonam r‘le__Lsgl\l-(q {4 3- Met "IV| 6- net vl - pvrdi di n- 3-
AL TN N 2 A i e i o s e T RV N P
2-ynyl ) - 2- (4- et hyl ppiidhres-gzky- phonylainopf@iagdkhdp 15921 [ Bi s- (2- net ho
)cy-et hyl) {am no] - Na( 3- ) 15.93 [3-nethyl -#-(6 -nethyl -
pyri din-3-yl oxy) - Bﬁﬁﬁ%ﬁgggﬁ ca %10||n 6-y|} -prop-2- 22 Decenber 2004
WD 01/ 98277 1299 Pcer(BBemmelwaﬁmémylmcﬁ@wdrOXE-e Pageami ne.25- IV (3- (4-[3-
-1 C 483.0 14.11 netly i henyl am no ]
qui nazol | n{6-yl} - Jir?,ojp()y}fzk rﬁ% I? Iaw %P%'bg’gﬁr%’p 1
N-(3-{ 4[ 3- tnl or o- 4¢ EpOvit-ere ony) | C 487, 0 4.6p _ _
ggjeggtzg? NOY3@UT Nay RIF Y oRInEZ carddaie - 4cid ytsy{h)lg_z-dlAlct Yeapt ozt am de WO
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-methyi-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 | 5677
yloxy)-phenytamino]- quinazolin-6-yl}-prop-
2-ynyl}malonamic acid ethyl ester
137 (6-Fiperidin-4-ylethynyl-quinazolin-4-yl- A 4222 348




~50 22 Decenber
-4- (6-net hyl
171E-[ 6- ( 3- Ami no- propenyl )
{ 3- net hyl - WQE8&t7hy|

[ 3- net hyl

2004

-pyridin-3-yl oxy) -
-pyridin- 3-yloxy)-

172E- [ 6- ( 3- Ami no- propenyl ) - qui nazolin -4-yl]-G418.0 426

[ 3- chl or o- 4- ( 6- net hyl
1732- Hydr oxy-N-(3-(4-[3 -net hyl
yl oxy) - phenyl ami no]

-pyridin-  3-yl oxy4¥- -

- quinazotin-6-yl}-prop-

phenyl ] -am ne
-4-(pyridin-3-A468.1 5.04

PCT/ 1 B01/ 0104G Exanpl eNaneMet hodLRMS HPLC No. RT
phenyl ] -am ne
- qui nazol i n-4-y1]-G398.2 3.87
phenyl ] - am ne

22 December 2004
PCT/IB(1/01046

2-ynyl ) -isobutyram de

-1742- Hydroxy- N- (3-{4[ 3-net hyl -4- (6-nethyl - A482.1 5. 24 pyridin-3-yl oxy)-
phenyl am npExamplenagBeme- 6 yl}-prop-2-ynyl) - i [soetddy arMge HPLCJ .
175N_-(3-{4 R Chl or p- 4- (6- met hyl - pyri di n- 3- A502. 0_,. SLSS yl ox@.- henyl am no]
- quinazolin-6-yl}|-prop-504.0 2-ynyl)-2-hydroxy-isobutyram de
176{ 6- ( 3An no- pr opt E(Wlnjzbéﬂxv)nafmwﬂ-ﬁnmeyl] A416.2 #4. 25
i‘;’} ﬁ;hl( gf F;l_‘ s:e??ivgfh p 41{%%@15%3 rm.h gumdiﬁﬁ?ﬂ&’— 13 . m gﬁ §322 | 351
yl oxy) - phepny!l ani no|¥‘)'[4rleW'ﬁ‘a‘Zt¥f°?‘ﬁ @%ﬂ}'afp‘ﬁ%p - 2-ynyl}-2 - (2,2, 2-trio
uor o- et hyl |af@igno_ ) - mﬁgqm%d.mwmﬁe e 9 (& 4F hm_(j‘@g—zl_ +4-(6-D467. 3
5.36 nethyl -pyridih he am noJ Ui nazol i n-6-y| }

-prop-2-ynyl ) -urea "(@Yyi}‘fr @gﬂ)‘@F‘ﬂa’HdEG met hyl |- pyri dj n-3-)515. 0 6. 32
yl oxy) - phejmgbam no 2—Metﬂularﬁﬁd-ﬂl-(3-l{\4r@ dethylpiep- | Zo/nyl k6rd, [I-aHecTihyl - urea
}gggngﬁa%ng?- Cgljlon %@f‘ lpﬁrgdg' %q?xy%r ogﬁé dfaawf?i B DzllBI (]jli ge'zgylyl 8?22[ 22
Decenber 2004 WO O1u@B24@-6-yl}-prop-2-ynyl}-acetamide
R 141 T2 Dimethylamino-N-G-{4-B-methyl-4-6- | . C | 481.0 | 426
methyl-pyridin-3-yloxy}-phenylamino]-
quinazolin-6-yl}-prop-2-yny!}-acetamide
142 (+)-N-(3-{4-[3-Chloro-4-(6-methyl-pyridin- B 488.0 | 4.99
3-yioxy)-phenylamino}- quinazolin-6-yi}-1-
hydroxymethyl-prop-2-ynyl}-acetamide
143 N-(3-{¢-[3-Chioro-4-(6-methyl-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 4880 | 579
yloxy)-phenylamino}-quinazolin-6-yl}-prop- .
2-ynyl}-2-methoxy-acetamide
| ) 145 N-(3-{4-[3-Chioro-4-{6-methyi-pyridin-3- B 476.0 | 579
yloxy)-phenylamine]- quinazolin-6-y(}-prop- |
2-ynyl)-2-fluoro-acetarnide )
146 N-(3-{4-[3-Chloro-4-(6-methyi-pyridin-3- B 494.0 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
149 1-Ethyi-3-(3-{4-[3-methyl-4-(6-methy- D 4672 | 536




--51 PCTI 1 B61/ 01046 Exanpl eNameMet hodLRVBHPLC No. RT

181E-N-(3-(4-[3-Met hyI 4- (6-nmet hyl - pyridi n-3-(440. 34. 74 22 December 2004
yl oxy) - phe%am no gui nazolin-6-yl1l} - ally |}acetam de
-182E- 2- Met B 1/AE2T -{4- [ 3- met hyl - - (6- G470. 15. 05 net hyl - pyr i 8CRABAAIBIE ) -

phenyl am no] - quinazolin-6-yi}-allyl) -acetam de 183

Mor phol i ne- 4-car boxylic acid (3-[4-[3-D5#8. 05.58 chloro-4-(6

-nmet hyl - pyridi n- 3-yl oxy)- phenylam no]-qui nazolin -6-ylrprop-2- ynyl

}-am de 184Pyrrolidine-1-carboxylic acid (3-{4-f3- D513.06.00

chloro-4-(6-nethyl -pyridin-_3-yloxy )- phenyl ani no] - qui nazol i n-6-yl

} - prop-2- yriExkkpplam|dankB51- ( 3- (4-[ 3- Chl or 0- 4- ( §-Nattol | RIS || dHREG-

- D473.05. 37 |y oxy} pkenyl am no] - qui nazol i n-6-yE)-prop |- RT
2-ynyl)-3-elhyl -urlea  1861- (3-[4-[3- Chl oro-4

-(6-met hyl {pyri d| n- YR TYOR)O Phomvisrynol-aiieargirani no] - |qui nagol i n- §-yl } pr op-

2-ynyl)-3-propyl - urgagm. frop-2-ynyl)-urea L
1871-tert-Butyl -3-(3 -Cchlaoro-4- (6- net hyl -D515. 06. 56 pyri di n-{3- yl oxy) -

phenyl ani n]'58ui naz I'(?T‘4‘I36Q'3H’?‘4r§P36‘|9mz&Wl‘) - uf eaP188283% dr 549
-N-(3-{4-[ 8- net hyl 4 @hér@f bind34@56- }4-pr8§-2—

pyridi n-3-yl oxy} phe ui nazo n- 6-yf}-prop42-ynyi)-propi onam de
1891- (3-{41[ 3- Chl or é’xﬂg%tﬁﬁé‘f | - pyri di n- 3- D540. 76. 19 yl oxy) - phenyl am no] -

qui nazol i n{65y1 } pn dEthy2-3\IA-[B-ndktiyR2 (pyridiii-Bf T uof 0 bet hydsB-1ull €816

)b ARt i 0 2

gui nazol i n 6- yI }- pI 8pyndiymeyl )-am d e 191} Azeti fline - 2-carboxylic|acid

237

(34 (4 3- MT 95844 2 s RS T G A 9827 52 T 2677 | 550
yloxy}-phenylamino}- quinazolin-6-yl}-prop-
2-ynyl}-3-ethyi-urea

153 (+)-2-Hydroxy-N-(3-{4-[3-methyi-4-(pyridin- A 454.1 479
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-




-PCT/ 1 B01/ 01046 Exanpl eNameMet hod LRMS HPLC No. RT

nmet hyl - 4- ( 6- rret hyl - pyridi n-3- yloxy)- phenyl am noj - qui nazobgm@embérzom

" -prop-2- )(%g -am de 192(+)-Azeti di ne-2-carboxylic acid (3-{4-[3-A 499.3

4.70 ch | o898 ket hyl - pyri di n-3-yl oxy )- PCT/IB01/01046

phenyl am no] - qui nazol i n-6-yl }-prop-2 - ynyl)-am de 1931- Hydr oxy-

cycl opropanecar boxylic acid (3-B 480.0 3920

{4-[3-net hyl -4-(6-net hyl - pyri di n-3- yloxy)- phenyl am no] - qui nazol i n-6-yl}

-prop-2- ynyl)-am de 194N-(3-{4-[3-Methyl-4-(6-nethyl-pyridin-3-B 452.1

5.55 yl oxy).-_phenyl am noj - qui nazoliin-6-yf}-prop - 2-ynyl) -propionam de

195N- ( 3- { 41 F3arale hyName( 6- met hyl - pyri di n- 3- B 4p8etiod5| 88MS | HPLC

yl oxy) - phepygam nol- qui nazol in-6-yl}-prop- 2fynyl)rbutyr arn'F\q.e

196N- (3-{4+[3-Methyl -4-(G-nethy|l -pyridin-3- B #¥466.1 5.88

yl oxy) - phefiyl ani noj Y¥upe#F4eE n-6-yi)-prop - 2bynyl)Fi sobufyram pe

1972- Et hoxy 18 ( 3-{ 4 2{(21149@5 )@mﬁnﬁrib‘) . : G By TR B Yl oxy) -

phenyl am np] - qui nhzol,i - 2-yn - acet am de

198N- ( 344[ B- Met hy! M frfE)/W ‘H@’Wd.ﬂ%’e@" "H*Qha 0 5.{76 yl oky) - phenyl ani no] -

qui nazol i nf 6-yl }-p q@aazﬂhrymm-prap’éz-lsmﬁ)tacbamtdéanyl acet am de

199Cycl opr ppanecarp £ B—464r-1--5

net hyl - 4- ( i hyl | N;I?’_l{‘idgs' “??FEB}'QG'?@YE’P%W ani & - q uPBEg of i 465

-6--y[}-prpp-2- ywﬂe)'lyiammde::u@eﬂimy«s}ympwpaqecar boxyl ijc acfd (3-{4[3-B

478.1 6.07{ met hyl - e yI ox {y) - phenyl anj noj

- qui nazol i h-6__-yl y’g’?gﬁm%f% 004 WD 01/ 98277 -53

PCT11 BO1/ Ot®6 . [ N-3-{4- [3-Chloro-4-(pynd-n-3-yloxy% C | 4730 | 442
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 501.8 598
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-ti—carboxyliq acid  (3-{4-f3- b 508.1 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-ynyi}-2-morpholin-4-yl-acetamide

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




‘Exanpl eNanmeMet hodLRMSHPLC No. RT ynyf)-am de

201[ 6- ( 3- Ami no- prop- 9-ynyJd) - qui nazol i n-4-yl }- A382. 14. 02

[ 3- - et hyl (,Ejgzwﬂ n- 3-yl oxy) - phenyll- am ne 202l soxazol
acid (3-{4- % 91.05. 78 net hyl - 4- (6-net hyl - py(di n-3-yl oxy) -
phenyl am no] - qui nazol i n-6-y1}-prop-2 - ynyl)-am de
203N- Met hyl - N-( 3-{ 4-[ 3- met hyl - 4- (6- met hy- B452. 55. 79 pyri di n- 3- yl oxy) -

22 December 2004

car boxylic
%CT?[BOL’OI(N( y

phenyl am no] - qui nazolin- 6-yl}-prop-2-ynyl) -acetan de
2042- Met hoxxr N.-ql(rlL frzreflthLu? {4 [3 et hyl g B4819572I6|n-ﬁ vl )-prop-2-ynyl
Sgcgfg&yljepfé@m? 1] S et hyl - D3- {4-[3-net hyl - 4; ("gm@lbd-% oHPLC Y
met hyl - pyrigﬂoﬂ 3+ yl oxy) phenyl am no] - qui nazo i n-6-yl}- RT
Fz){)grz)R-szg)r/biy?Kng }ymf‘?'ﬁ”é? WA YRS AR - Baps. 04. 95 pyrildi n- 3]yl oxy)
- phenyl am no] - qu i habesyil-pming - 6- yI } pr op- 2- yny ,.)4- pr ppi onam de 207E
?fetc Ihgf)f Zp?; ma{ ﬁ;f wgir[& (&I n@b-yrobﬁngyfq)uhazomvry“ G 3982 | 387
phenyl am ng] - qui nag ‘P?‘?h!é“";ﬁ‘ 1I'FXIs'F'S“E"am eion08
. Ft)§<3;§4L§1!\,/melnn4‘.’£eﬁ.y%ﬁ?’! ol e br oni ol del 209E
g_ Et Kox{;- N 1732 [4[ 3E%W'“%Pf€BeW¥QHH??Z°@4§MQ 05l 5 418.0 | 4.26
pyri di n- 3-yl oxy) - ph[an:yilom-(mﬁemmyﬁmol 3yiBzy)or Yyl } -mllyl)jacetaj de
210E-(-r)-R- Met hoxE{hen amr 4-[3-met hyl - 4- (6- A484. 15. 45
met hyl - pyridin-3-yl© enyI am no] - quinazpolin-6ryl)altyl)-
pr bpi onami g&7322 Decéﬁb@oxﬂ@@ﬂ%r@&&%@?ﬁdm-&m . AexanabgNafresBi nodL- R- M5
HPLC  No. RT ' ' yioxy})-phenylamino]- quinazolin-6-y[}-prop-
2-ynyl}-iscbutyramide
1174 2-Hydroxy-N-(3-{4-[3-methyl-4-(6-methyi- A 482.1 5.24
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 416.2 425
[3-chloro-4-(6-methyl-pyridin-3-yloxy)-
phenyl}-amine
3 \ 177 N-(3-{4-[3-Methyl-4-(6-methyl-pyridin-3- C 5363 5.99
' yloxy}-phenylamino]- quinazolin-6-yl}-prop-
2-ynyl)-2-(2,2,2-trifluoro-ethylamino)-
acetamide ‘
178 1,1-Dimethyl-3-(3{4-[3-methyl-4-(6- D 467.3 5.36
methyl-pyridin-3-yloxy)- phenylamino}-
quinazo!in-6-y!}—prop—2¥ynyl)-urea
179 3-(3-{4-[3-Chtoro-4~(6-methyi-pyridin-3- 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-ynyl}-1,1-dimethyi-urea




211E-2-Fluoro-N-(3-f4-[3-nmethyl -4-(6-methyl- G 458.1 5.48
pyridj n-3-yJo) g4- phenyl am noj - quinazolin- 6-y~-aflyl)-acebamede@ber 2004
2122- Met hoxy-N-( | -{4-[3-methyl-4-(6-nmethyl- B 508.0 6.17

-pyddi n- 3- ywaxeryssptrenyl am nol - qui nazol i n- PCT/IB01/01046

6-yl et hynyl ) -cycl obutyl) - acet am de

213N- (1 -[4-[3-Met hyl -4-(6-met hyl -pyridip-3- B 478.0 5.90

yl oxy) - phenyl am no] - qui nazol i n-6- yi ethynyi }-cycl obutyl)-acetam de
214E-N-(3-{4-[3-Chl oro-4-(6-methyl -pyridin-3- G 478.0 5.55

yl oxy) - phenyl am no] - qw nazolin-6-yl}- all yI )-2- fI uor o- acet am de

215E- Cycl o PECTH caphexytrc—actrd—3={4-{3-6G

chl oro- 4- (- net £§I g?tﬁlédl n- 3-yfoxy)- phenyl ar110ﬁ;‘|1)%r]{0-d ul nazol | EL% yI
~-al lyi ) -api@e 216[ 6- (1 - Ani no-cyci obutyl et hynyl ) - quijnazol i - RA 436. 0 4.87
4-yij-[3-nEfgyr=2 é‘ﬂl’m NPV Fefyi- - P@EETy] n
217(+)-2-,|\/b¥8r?oxyrre Egrol |)“|4ﬂej-ih ﬁﬁy}-pymﬂgy 1 6.13 gg?%ndxfﬁ?c aci d
(3-[4-[3-net hyl - (’8’9’ V[FIVI“"]pyrl GP‘ﬂaZS“Wﬁ ﬂky) phenyl am no] -

qui nazol i n} 6-yl) - prﬂpr)-acgtmfha am de 218Pi perc2| ne- 1] -carjboxylijc acid
(3-{4-[3- ':(%Q 428 r".?th"' -gh"‘ nnth_x_! V--gi-h Q}!gx&"}
phenyl am n 18 qui naz’é?f“ﬂ%‘?-"i‘?‘}‘- 'ﬁ'g’d’"e}hyl §ﬁn ~am dg /0. .05
2193- ( 3- K- 3- Chl or pmdthylymidin-Brylady r i theny@mmB] 531. 0 J5AI yfdxy)-phenyl am nol -
qui nazol i n- 6-yl ~- pr onp- - et byl -1 -(2-hydroxy-ethyl})- urjea 220[6-(1
- Ant i no- cyicl opr opy @'tmha\%?\[@l%[@y%&}%éqe 5,11

qui nazol i 48l | - [ 3-Merpwine-4-sereowﬁq hakid (@ﬁﬂfﬂi n- B- yl|o%386 gphédgg-{am ne
2- 21E- 3- (4 13- Met hylridhs-b.%s- glngo%(“ di B.ioxvy 1E 399.i12 4.93 22 Dgcenber 2004
VIO 01/ 98277 -55 PQTT] B0l /0164 NG hod LRVE HPLG No. RF

yl oxy) - phejnyl ani noj P'I?DY‘%E@TQP'I‘?@ZOB“W')'P@P‘BD-
ynyl}-amide

184 Pymrolidine-1-carboxylic acid  {3-{4-[3- D 513.0 6.00

chioro-4-(6-methyl-pyridin- 3-yioxy)- |

o)

phenylamincl-quinazolin-6-yl}-prop-2-
ynyl)-amide

185 1-(3-{4-[3-Chloro-4-(6-methyl-pyridin-3- D 473.0 5.37
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




2-en-1-ol 222N-(3-{4-[3-Chloro-4-(6- nethyl-pyridin-3-B 532.0 5. 86

yl oxy) - phenyl am no] - qui nazolin-6-yl} -prop- 2-ynyl) -2-(2-3Btgr$ber 2004
- et hoxy) -acet am de 223N-(3-{4-[3-Chl oro-4(6-nmethyl-pyridin-3- B 486.0 6.17
yl oxy) - pherWyPi98%7 - qui nazol I n-6-yl}-prop- 2-ynyi )-2-ox@eqWimspi/omae de
224N (3-(4-[3-Chl oro-4-(6-nmethyl -pyridin-3-C 534.0 5.57 yl oxy) - phenyl am no]
- g uinazolin-6-yl}-prop- 2-ynyl)-2-(2-hk§Hroxy-ethylsulfany |)- acetam de
225N (3- 4-[3-Chloro-4-(6-methyl-pyridin-3-B 504.0 6.04 yl oxy) - phenyl am no]
- quinazolin-6-yl}-prop - 2-ynyl)-2-nethyl suifanyl -acetam de
226Pyrrolidine-2R-carboxylic acid (3-{4-[3-A 513.4 4.86 chloro

4- (6- et hyl | Pyamipdi ni-1$arge oxy) - phenyi am no] - qui naMethddn: 6RMIS} | -HRALGp+ 2-

ynyl) -am de| g27Pyrrpl i di ne-2R-carboxylic acid (]3-{4-[3-A 49P. @4. #15
chloro-4-(pyridin-3- yloxy)- phenylamino ]- guinazollin-6-yl}
- prop- 2-yny| } - am de| PEBIHEmetpMENESUT f i YOI N- (3- {4} [ 3- nef hyl - 4} B 486. 1
4.52 (pyrndLn 3- y|0&ﬁknWmﬂh@ﬂMhéﬂh@@b?gH?ﬂﬁz0|'n - 6-lyi }-prpp-2 ynyl)

-acetam de [229() - 2-{Met hanesul fi nyi [ 3-ghl oro-{4 -8 506.0 4} 81
(pyridin-3-lyl oxy) - | ¥oH&AT%ni no] - qui nazofin- 6-yl }-prlop-2 -ynyl)-pacet ani de
230( +) TeL rI hgedz 0- T Ur(@pazetiine-daxdbilyic &6 d(3€{$~{:-i3 I8} T 5|499L3 4_-,;0}
{4] 3- et hyl} 4- (pyri noj -jqui nazjol i n-pB-yl }-prop-2-
ynyl ) -ami d 2312-kwd?é%?4%éT§¥T£W%ﬁ§£ﬂéﬁﬁyl (pyri dijn-3- A 440.3 4. 60 22
Decenber 2004 WO 01H&SQW&mnﬂ@&mﬁﬁﬁ#&MBﬁ@b@—1046 Exanql eNangjVet hodlL RMSHPLC
-No. RT yl oxy) - phenyhaﬁygghé qui nazol i n-6-yl }-pgrop- |[2ynyi |) -acetjam de

‘ 193 1-Hydroxy-cyclopropanecarboxylic acid (3- B 480.0 5.20
Wk | {4-[3-methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylaminol-quinazolin-6-yl}-prop-2-
ynyl}-amide

194 N-(3-{4-[3-Methyl-4-(6-methyl-pyridin-3- B 452 1 5.55
yloxy)}-phenylamino]- quinazolin-6-yi}-prop-

2-ynyl)-propionamide
185 N-(3-{4-{3-Methyi-4-(6-methyl-pyridin-3- B 466.1 5.88
yloxy)-pheny[ammo] qumazohn—ﬁ-yl}-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. 482.1 5.89
" pyridin-3-yloxy)- phenylamino]-quinazolin-
@yl}-prop—2-ynyl)—acetamide _
198 N~(3-{4-[3-Methyl4-(6-methyi-pyridin-3- B 4340 | 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-




.2322- Et hoxy- N- (3-{4-[3-net hyl -4- (pyridi n-3- B467. 95. 62
yl oxy) - phenyl am no] - qui nazol i n-6-yi }-prop- 2-ynyl)-acet am d&2 pecember 2004
233[ 3- Met hyl - 4- (pyri di n- 3-yl oxy) - phenyl ] - (6- A436. 64. 35
-pi peri di n- xybrasbymyi - qui nazol i n-4-yl)- am ne 234Cycl obut apeT/adiO1046i C
acid (3-{4-[3-B464.05.78 nethyl -4-(pyridi n-3-yl oxy) - phenyl am no ] -
qui nazolin-6-yl} -prop-2-ynyl)-am de 23§&Cycl opr opanecar boxylic acid
(3-{4-[3-B450. 05. 44 net hyl -4- (pyridin-3-yloxy)- phenyl am no] -
qui nazol i n-6-yl }-prop-2-ynyl -am de 236[ 3- Met hyl - 4- (pyri di n-2-yl oxy)
- phenyl ] - ( 6- A436. 04. 64 pi peridin-3-yl et hynyl -qui nazol in-4-y I)- amne
237(6- Azet R Yl RERYNYT - qui nazol Th - 4-yI )~ [ BMPASY ] IRMED HPLC
met hyl - 4- (pyri di n-3-yboxy) - pheny!] -am ne 238N- (1, 1- b et hy
-3-[4-[ 3- nethyl - 4-{(pyri di n- B481. 95. 96 3 yl oxy)} phenyl am no] Fgw hazol i n- 6-
)- prop 2-ynyT)-2-|npiy)axyde acetam de
- 2392-[4-(3 I —4-—{ By rehA—3—y c‘f\'_‘é_ 49544305 70
phenyl ami np% |qU| nazﬁ'ﬁﬁ'@?@ '?p 1"@%"%”%10’9 911}5 -pi pﬁérazi 82 /9-'e% hpnol
240( +) - 2- Met hoxy- N-{Bnetimt-Aypwid@n-G4loxdphetyily| - B467. 95{ 57
4- (pyridin- 3-yl oxyh srip@henyl am noj -
ui nazol i n-§6-yl } - priop- 5 ynyl ) -acet anm de
241] 3- Met hy2024- ( pyrisenagolg-dyrdRyyfic phedis| ]BdG-IMSG.ﬁM. 1&hPper -t ni 3
R-yl et hyny| - qui nazqhétﬂy;éq;(gjme}h SRS yigdal 3- Metihyl - 4- [(pyri d| n- 3- yj oxy)
- phenyl ] - (|6- A436. 04 peri din- 3S- I et hynyl -jqui nazpiin-4ryi )-| 22
Decenmber 2004 WO 019@89?'?'"01%‘“84@@%%6?0&7201046 Exanp| eNanmeMet hod|L RVBHPLC
No. RT amijne 243( Hhmgneiday! - 4- (pyr| din-3 yloxy) -phenyl]rA422.04.30
(6_}.pyrro|i Ln 3_)/|%_W n=4-\] )

203 1 N-Methyl-N-{3-{4- methyl-4 -(6-mettiyi-’ B 4525 | 5.79

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 466.2 582
methyl-pyridin-3-yloxy)- phenylaminoj-

quinazoiin-G-y[}-prop—2-yriyl)-acetamide

206 | 2R-Hydroxy-N-(3{4[3-methyl4-(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

methyi-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-yi}-allyl}-atnide

208 E-N-(3-{4-[3-Methy!-4-(6-methyl-pyridin-3- G 454.1 5.07
yloxy)-phenylamino]-quinazolin-6-yl}-aliyl)-
propionamide

209 E-2-Ethoxy-N-(3{4-[3-methyl-4-(6-methyi- G 484.0 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




amne 5 Table Il Exanpl eNameMet hodLRVSHPLC No. RT

2441- (2- Met hoxy-et hyl) - 1-net hyl - 3- (3-{4[ 3- D511.15. 61 net hyl 94{Lember 2004

- et hyl - pyri di n- 3-yl oxy) - phenyl am no] - qui nazolin -6-yl}-prop-2- ynyl)-urea
-245() + - 2- MRIPHIBIAEL hyl - pyrcol idin -1-D523.15. 19 carboxyl i cPatiBii/01046
(3-{4-[3-nethyl-4-(6- nethyl-pyridin-3-yloxy)-phenyl am no] -

qui nazolin-6-yl }-prop 2 ynyi )-am de -54-

246( +) - 3- Hydr oxy- pyrroil di ne-| -carboxylic D509.14.75 acid

(3-4-[3-nmethyl -4-(6-nmethyl -pyridin - 3-yloxy)-phenyl am no]-quin azolin
-6-yi}- prop-2-ynyl)- am de 247C s- and trans

2,5-Dineth Eanymef oif Ndmme- D521. 16. 38, 1-car boxyl Methac| dRMS | HPLC
(3-{4-[3-np EQ 6- 6. 28 net hyl - pyridi n-3- yl oxy}-phenyl afi rhql -
qui nazol i ny 6-Vl } -prop-2 ynyl)-am de 2481-1sobytyl -

i -met hyl - 31 88-{4- 3E|¥eEIWb~N4(3%BQUeIl&M-45S-(erMEt nyl Gpyt i48Bn- B- ghoxy) -

phenylam np ]- qui I =2~ J-Urea
D49N- ( 1[ 3- Met hy! - E’m" §1¥|y 15%/9"%%"} q”ﬁ%ﬂg’ 0b. 46
yl oxy) - phepyl am no} WhAsPiERIdS- I et hynyl } ,ycl opfopyl }t acet am de
2502- Met hokaaz N (L Wéﬁq 9317 B2 DegEpbETs 2904 WO
01/ 98277 -{58 PCT /0 046 I"eNanmeMet hod LRMS] HPLC No.

met hyl - pyrj di n- 3-y BX{@ SRty P"&Hﬁ""f‘fﬁ‘]“’]“’é{‘“ﬁmlia’zo i n-6-yl et hyhyl } - cydopr opyl ) -
acet am de 251E- N-( 36{/!6&[{@1}@9&1&1@)435(;@;11@8'[ hyl -pyridint G 474, 0 5. 58 '

3-yl oxy) - pRgRy - e T RS b metitydna 1T B T 4785 T 550
yloxy }-phenylamino]-quinazolin-6-

- | yiethynyl}-cyciobutyl)-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




.al l'yl)-propi onam de 252E N-(3-{4(3-Chl oro-4-(6-net hyl
oxy) - phenyl am no] - qui nazol i n-6-yl } -

3-vyl

253E- N- ( 3- (4] 3- Chl or 0- 4- ( 6- net hyl
-yl oxy} - phewyd @vigem] - qui nazol i n-6-yl } -
254E- N- (3- (4-[ 3- Chi oro- 4(6- et hyl -

: -pyridi n-_G 504_.0 5.67
I'}- aliyl)-2-nethoxy- propigambee2004
-pyridin-G 489.7 5.52 3

al l'yl)-2-met hoxy- acetrminge1/01046 -
pyridin-G 504.0 5. 89

3-yl oxy) - phenyl am no] - qui nazol i n-6-yl }-.5al 1 yl ) - 2- et hoxy-acet am de
255(3-C4- [ 3- Met hyl -

yf oxy) - phenyl am no] - qui nazol i n-6-yl }-
' ester 2562-(R)- Hydr oxy- N-(3-{4-{3-nethyl

4- (6- et hyl -

pyridin-3-B 496.3 7. 11 .
prop-2-ynyl)-carbam c acid tert-butyl
-4-(6-B 468.0 5.04

et hyl - pyr Fgtdhpks Y| REae - PHenyi am mo = Ul TTaZiikghdd- [0 OLHMQ‘;' pHp[._JCZ-yny ) -
pr opi onam de 57Cycl obut anecar boxyl i c acid |{(3-[4-] 3- 8.0, 6.36
chl or o- 4- (|8¥%ret hyl [ pyri di n-3-yl oxy )-500. 0
phenyl am no]-"qui naZabkylplenyltinBiE@Razain- ﬁlﬂ}‘:‘ﬁr«bp gm de
258N- (3{4[{3- Chi pro-él_egg r[ret hyl -pyridin-3- B 472.0, §5.86 . .
yl oxy) - phenyl am noj = ® nazol i n-6-yl}- 474.0 |prop-3 ynyi }- propijonani de
259Cycl opr|ag2anec ar bigx¥f4-e-Chivcd-tl {6l Bethyplrdtins-484. 0 8 6.L0§3§E% Iil(;.mR'rltber 2004 WO
gﬁ{ gr8(2)7471 ( ggrrefﬁ;/r{ I’E&%—g ﬁgmmﬁx‘snfazagﬂ\l%ﬁ' I}%%Egs:_%,no] - qui nézol I n-6-yl}-
prop- 2- ynXIL am d mm@suepwmetmm@tameeﬁggt tlyl -lpyri dijn- 3- |B486. 1, |
gr 3;7))2” S)r(\yl)?")zg:lglc;)tl)hfﬂ'l( %gﬂﬁ%ﬁﬁﬁétﬁ ?%ﬁﬁ}nl gh or Q- ‘318 (6-jme 6t1r-{yl - B502.0,
6. 00 pyridin-3-yl ox%wbm?ﬁwfﬁﬂ‘ﬂmﬁmm Bﬂfi}PFOP-
s 2-ynyl}-2-oxo-propionamide
: 224 N~(31{4-[3-Chioro-4-(6-methyl-pyridin-3- C | 5340 | 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
| chloro-4-(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-.q u in azolin-6-yl}-prop-2-ynyl) -2-nethoxy- propionanide
© 262(+)-2-Methoxy-N-(3-{4-[3-methyl-4-(6 - B482.1 5. 73 net hyl 2pyekehbBer2004
yl oxy) - phenyl am no ) - qufnazolin-6-yl} -prop-2 ynyl )- propionan de
2635- Oxo- pywoaekLbghi7ne- 2R- car boxylic acid (3- B507.1 4.73 PCT/IB01/01046
{4-[3-nethyl -4-(6-nmethyl -pyridin-3- yloxy)-phenyl am no] - qui nazolin-6-y |}-
prop-2-ynyl - am de 264E-1-Hydroxy-cycl ggtopanecarboxylic 1482.0 4.65 acid
(3-{4-[3-nethyl -4-(6-net hyl - py(din-
3-yl oxy) - phenyl am no) - qui nazol i n-6-yl }- allyl )-arri de
265E- 25- Hydr oxy- N- (3-{4-[3-nethyl -4-(6- 1470.1 4.56
‘met hyl - pyr i[@ExBEnge V! WﬁmmL Tt 'BF!EQC
- propi onamjde 266E{2R Hydroxy-N-(3-{4-[3 -nethyl-4-(6- i47Q. qo
met hyl - pyri &on- 3- yljoxy}- phenyl am noj= q uinarolin_6_yl}-al I'§T}
- pr opi onanilde 267E] Fokl@henianithol-duindzdic-6yBhrog! 4-16-{1456. 1 4.51
met hyl - pyrildi n- 3-yl Bxyé% ﬂ:menc}/l am no ]- qui nazbfi n- 64 yf}-al[l yf) -facet am de
2681- Cyanonet hyl - 3= %’ P et hyl -4-(6- D478| 1 5.26 22 Decenberj 2004 WO
01/ 98277 - 6@32 PCT/ | BEMcR1-848-{EBangithy-Mdppeiibi3hod| LRVSHRIBZ.9Ng. BE2

b L o A LR e i
269net hy[ - pyri di n- 32yndkseptapkdeny| amin  oj - 1| 492. 8[ 5. 90
qui nazol i n{é3yt)=p Q:E’-Méﬂﬁlﬂﬂcwrldrl{-@?loxy;ﬂpﬁe@l]q(rd-i ety P'&%fe{W’t hyl -4- (6

piperidin-4-ylethynyl-quinazolin-4-yl)-
aming

234 - | Cyclobutanecarboxylic  acid  (3-{4-[3- B 464.0 5.78
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} phenylamino}-

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)-




270met hyl - py(di n-3-yloxy)- phenylanmno ]- Dl 481.1 6.30

qui nazol i n-6-yl}-prop 2-ynyi)-urea 1-(3-(4-[3-Chloro-4(6- mt@'De%HbgH?O@t
271yl oxy) - phenyl am noj - qui nazolin-6-yl - D1 501.1 6.52 prop-2-ynyl)-

1, 3, 3-tri mewbyiosrea 1- Et hyl - 1- (2- hydroxy-ethyl)-3-(3-{4- [ 3-PCT/IBO1/01046
272rret hyl - 4(6- met hyl - pyridi n-3-yioxy )- D1511.1 5. 20

phenyl am no] - qui nazolin-6-y |)-prop-2- yayl)-urea

(+)-3-Di et hyl am no-pyrrolidine-1 - 273carboxylic acid (3-{4-[3-nethyl-4-
(6- D1536.1 4.40 methyl -pyridin-3-yloxy)-phenylanno ]- quinazolin-6-yi}

- prop-2-ynyi)-am de Nbrphol I ne-4- carboxyl ilc acid (1 met hyl -
2743-{4-[ 3~ TE{dﬂr}H A (SR et Ny T = pyT T o = 3= D 523 Hethed P LRM WP
yl oxy) - phenyl am noj } qui nazolin- 6-yl}- prop-2-lynyl)-}am de
Exo- 6- Ani not B%aza- { bicycl o[ 3. 1. O hexane- 3- carlboxylifc aci ¢ RT
275(3- { 4] 3- et hyT - 4- {hinéret hyl pyr| d| n-3 - L)b“ZU 94728

y! oxy) - phenidap-rot—gui-nazoli-p 3 2-tyRy]=am
276Ex0- 6- Hy ity met {3 Mglyt: @Y%% fonthv || AT | 4220 | 430
(6-pyrrolidin-3-yiethynyl-quinazolin-4-yl}-

amine

Table I
Example | Name Method | ERMS | HPLC
Nao. : RT
244 1-(2-Methoxy-ethyl)-1-methyl-3-(3-{4-{3- D 511.1 5.61
methyl-4-(6-methyi-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}-

. _\ 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




-bi cycl o 3. 1. 0] hexane- 3-carboxylic acid

(3-{4-[3-nethyl-4-(6-nmethyl -pyridin-3 22 December 2004 WO 015/98R{dmbeilooa
PCT/1[B01/01046 Exanple NanmeMethod LRMBHPLC No. RT yl oxy) - phenyl am no) -

.qui nazoi i N-VéOPLI9§277 pr op- 2-yny! ) - am de 277 PCT/IB01/01046
(3-(4[ 3- et hyl -4-(6-nethyl -pyridin-3- D 439. 84. 81 yl oxy) - phenyl am no] -

-qui nazolin-6-y!l)- prop-2-ynyl)-urea 278-#8-N-(3-{4-[3-Chloro-4-(6

-methyl -pyridin-1 476.04.86 3-yl oxy)-phenyl am no] - gui nazolin-6-yl)-

al lyi)-2-hydroxy-acetam de 279 Piperazine -1-carboxylic acid (1,1-D

536. 14. 74 dinethyl -3-{4[3- nethyl -4-(6-nethyl- pyridin-3-yl oxy)-phenyl am no
]1- qui nazol Eﬂarﬁpwl JNmep- 2-ynyl)-am de 280 Method | LRMS | HPLC
1-(1,1-Dinmeg hy| 3-{4[ 3-nmet hyl - 4- (6-D 495. 36. 1 et hy|l - pyri di%i_s-yl oxy) -
phenyl anmi_ ng gui nazolin-6-yl}-prop-2-ynyl)-3-ethyi-j urea {28

Mor phol i ne 4- car box ylstiyl-pwridh-3cyioxy)-ihebBamiBd: 02
dimet hyl -34(4-[3-mg di n-|3- yl oxy)) - phenyl am no]j -
qui nazol i ni 6 yI } - pl ggméz"ﬂ“@ mg%d%@m'

-1, 3-Di net hyl - 1- ( 3- (@c‘ft@nﬁﬁt hyl - 4-(6-D 467. 15.{51 net hyl - pyrli di n- 3-yl oxy ) -
phenyl am n 251— qui TT&ZP) 9-TH [ )= Ueea 1283

N- (3 (4- [ 3} Chl or o- f- s'ngifhc?"f’h# TR 1. 5574 ???x%-Sﬁé”nw ani nof -
qui nazol int6 yl)- '3(¥19x!)‘PI‘e@f'%?91‘>quﬁ°Ub5'Zl}“yryl }-2-lhydroqy- acdtani de 284
N (1, 1- Di nkt hyl - 3- Muy{t)?prdsminawde4 (6 B 482. 25 46 net hyl - pyri di n- 3-yl oxy)-
phenyl am n n‘ gu-hazolin -2 - hydroxy-l acetarnide 285

'E-1, 1- Di et h§A~ 3- (&W?’-‘{nﬁf ﬁ@f’"%f@ “ﬁ?‘%éyf@@' 72 G | 5040 [ 567

3-yloxy}-phienylamino}-quinazolin-6-yf}-

h.

o | allyl)-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 (3H{4-[3-Methyl-4-(6-methyl-pyridin-3- B 496.3 7.1
yloxy}-phenylamino}-quinazolin-6-yi}-
prop-2-ynyl)-carbamic acid tert-butyl -
A ester :
256 2-(R)-Hydroxy-N-(3-{4-[3-methyl-4-(6- B 488.0 5.04
methyl-byridin—.'&-yioxy)— 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- A
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



Jrethyl -pyridin-3 yloxy) - phenylamno] - 22 Decenber 2004 WO 01198277 -62
PCT/ | BO1l/ 01046 Exanpl eNameMet hod LRVBHPLC No. RT qui nazol i n- 62¥ becember 2004
ally!)-urea 286E-Pyn -olidine-9-carboxylic acid (3-{4-[3-H 495. 15. 40

et hyl - 4- (V@8BS pyri di n- 3- yl oxy) - phenyl am no} - qui nazol PGTEBAIC1046.
}-allyl)- am de 287E-1-Ethyl-3-(3-{4-[3-nethyl-4-(6-nethyl-H 469. 14. 80
pyri di n-3-yl oxy)- phenyl am no}- qui nazo¥Pn-6-yl-} -ally |)-urea 288E

Mor photi ne -4-carboxylic acid (3-{4-[3-.H 511.14.75

net hyl - 4- (6-met hyl - pyri di n- 3-yl oxy) -

phenyl am no] - qui nazolin-6-yl}--allyi)- amde

289() - 9- Et lhyExarhplé 2 INadreoxy - et hyl ) - 3- (1- D 525.[1Gethdd rfeirms -[3HPLE |3
-net hyl - 4- ( @met hylj- pyridin-3 yl oxy) - phenyl gni no] - | qui ndzgh' n-{6-yl } -
prop-2-ynyl)-urea 290()-1-Ethyl-3-(1-nmethyl-3-{4-[3-{net hyl|- 81. 15. 68

4- (6- et hyl - pyri di ncBlose-biGymethyl-piaidingtyioxiino] - qui nazol|i #8682 \fl } -pragp 2_ ynyi)
-urea 29144 Met hyl - pipRgtyFliRglin&ahbomrdRe-aciidD 522. 34. 44 {(3- (4-[ 3-net hy
-4-(6-nmet hyl - pyridijn- 3-° yl oxy) - phenyl'am no] - qui nazoliin -6 |yl }-
prop-2-ynyl)- ~ani e\!“!db%Nd"(‘B {4-[3-Chloro -44(6-nethyl - pyridin-3-B
483. 15. 73 YbexY) - pieaplais- Oﬂorb~4-(ﬂﬁiem§!§ﬁhdnrﬂ3-b'yl }B - TRBZ{YBYI)

2- cyano- ackt am de 29 4- (64met hyI -B 463. 15. 44
pyri di n- 3- Yl oxy) - ﬁ@ﬁ%‘ ?%']0 ‘BH‘T?%%BTS' 6-yl}- prdf®24ynyl ) {acet ani de
2041 -N-(3f{4-[3- Mppmwz-mn&ommae pyrl din- |G 486.135.33 -

_ | _ Inn"lﬁrll ||||||| a: ! \l]r\ 2 :J\Ir‘nf v II| f |
3 Y OXy) - e R B R ERb aE e ¥ 5028, 14600

. 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 | - 4.51
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




.22 Decenber 2004 WO 01/98277 -63 PCTIIBOL/ 01046 Exanpl e NaneMet hodLRMS

| HFLC No. RT E- 5- Oxo-tetrahydro-furan-2R-carboxylic 295aci d 22 December 2004
(3-{4[ 3-net hyl -4- (6-net hyl -pyridin- G510.2 15.58 3-yl oxy)-p henyl am no] -qu
inazol i n-WONLIBLTT gl | yf}-am de E-N-(3-{4-[3-Met hyl - 4- (6- neRATABOPGIOEi n-
2963-yl oxy) - phenyl am no] - qui nazolin-6-yl}- G476.05. 36 :

al ly[)-met hanesu[ fonam de (+)-5-{4-{30vet hyl 4-(6-nethyl -pyridin-3 -

297yl oxy) - phenyl am no] - gui nazolin-6- B466. 15. 22

yl et hynyl ) -norpholin-3-one ' E-N(3-{4-[3-Chloro-4- (6-nethyl-pyridin-
2983-yl oxy) - phenyl ami no] - qui nazolin-6-yl 490.16.06 allyl)-2S

- hydr oxy-|pge@ppenaniNaiee E- 1- Hydr oxy- cydopr opahadstiiddokYRVMG | HEY@agi d
(3-{4-[3-% oro-4+ (6 -nethyl-pyridin- 502.2pb.24 RT

3-yl oxy) -iphenyl ani no] - qui nazolin-6-yl }- aliy |)-amde

E- N- ( 3-{ 4- [ 3- Chl ormethy-pgidinieiidxy)- - phemttinriacl- 3003- yl pxy) - phenyl afii no] -
qui nazol ijn-6-yl) 'quﬁ@ﬁfclig—%+yg-ﬁrop-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-




Aal[y[> 2-hydroxy-isobutyram de (+-E N-(3-{4-[3-Chloro-4-(6-nethyl -
301pyri di n- 3-yl oxy) - phenyl am no ]- 1490. 05. 07 qui nazo | .
“in-6-yl}-al[yi)-2-hydroxy- propi onam de 2R- Ami no- N-(3-(4-] g?(?ﬁf:%Tg?r42-O(Oé; -
-met hyl - pyr mdb o291 oxy) - phenylamin 302 propi onam de A 48&FriAsdohie
032R- Ami no- N- (3-{4-[3-nethyl -4-(6- A67.2.35 nethyi-py(din- 3 yloxy) -
phenyl am no] - qui nazolin-6-y i}-prop-2gynyl )- propionam de 22 Decenber
2004 WO 01/98277PC / EBO /01046 -64- Exanple NameMet hodLRMS HPLC No. RT
L}-4-{4-[3-Methyl -4-(6-nethyl-pyridin-3 -

304yi oxy) - phenyl am no] - qui nazolin -6- 452.26.40 vyl
et hynyl } - ofEdidT TRgmene (- )~ E 3, 3, 3- 11T T UGEHe 1 e TVadtd 3- { 4-
305[ 3- net hyl - 4- (6- pet hyl - pyri di n-3-yl oxy )- }524.15/)52

phenyl am nbNoqui natolin -6-yi}l-al 1yl). RT
yloxy}phenylamino}-  quinazolin-6-yl}-
prop-2-ynyi}-amide
277 (3- {43 Methyl4-(6-methyl-pyridin-3- D 4398 | 4.81

yloxy}-phenylamino]-  quinazolin-6-yl}-
prop-2-ynyl)-urea

278 E-N-(3-{4-[3-Chloro-4-{6-methyl-pyridin- 1 476.0 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}- '




.propi onam de (+)-E-2-Hydroxy-3-nmethyl-N-(3-{4-[3 -

306net hyl - 4- (6- et hyl - pyridin-3-yl oxy )- 1498.25.49 phenyl amop®deefiber 2004
ui nazolin-6-yi)-allyi) - butyramde (f)-2-Methoxynethyl-pyrrol idine -I
-~ 307car D¥RWEPE27acid (3-(4-[3-chloro -4- (6- D557.16.42 PCT/AB01/01046

met hyl - pyri di n-3-yl oxy) - phenyl am no] - quinazol in-6-yl}-Prop-2-ynyl)
-am de (+)-2-Hydroxynethyl-pyrrol- iding2-1 - 308carboxylic acid
(3-{4-[3-ch[oro-4 - (6- D543.25.61 nethyl -pyridin-3-yioxy)-phenylanmno ] -
qui nazolin-6-yl}.prop-2-ynyl )-amde (+)-1-(3-{4-j3-Chloro-4-(6-methyl -
309pyrid in-3-yloxy)-phenyl am no]- D529.26.87 quinazolin-6-yl} -prop
2-ynyl) - 3-{(Exathpte FNW hyl' -propyT)-urea () -1-Nahdd?{ [L&MNT] aam-0H ( 6- met hyl -

310pyri di n-%{; yl oxy)) - phenyl am n o] - D529. 26. 89 T
qui nazolin-o-yl }-prop-2-ynyl)-_3-(1,1- dinethyl-propyl)- urépa
(1) -1-(3-{|4[ 3- Chl of quinkz¢lp-Gritalilyl)-urea 311pyri di n- 3-yl oxy) - phenyl amino ] -

D531. 15. 41585 E-Pyrrolidine-1-carboxylic acid (3{413- | H | 295.1 | 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 481.1 568
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




~qui nazol i n-6-yi] -

- quinazolin-6-yl} -

prop-2 ynyf
3121-(3-{4-[ 3-Chl oro-4-(6-net hyl -

. 3-(1-
pyridin- 3-
22 Decenber

hydr oxynet hyl

- propyl)
D529. 16. 63 yl ox
2004 WO 01/98277 PCT/1BOL/ 01046 - 65-

ur ea

P> TRIBEABLAFHEP)

‘Exanpl e Nar¥O eMeafiveoddLRVSHPL C No. RT prop-2-ynyl) - 3- (1- et hytAamrimpyic)

-urea 313(+)-1-sec-Butyl-3-(3-{4-[3-chloro -4-(6-D515.16.32 net hyl -pyridin
-3 yloxy) - phenylam no - quinazolin-6-g4}-prop-2-ynyl)-urea
314(+)-1-(1, 1-Di net hyl - propyi )-3-(3- (4-[3-D509. 26.60

met hyl - 4- (6-nmet hyl -pyridin -3-yloxy)- phenylamno j-q

ui nazol i n-6-y#}-prop- 2- ynyl)-urea

315( +) - 1- ( J-Exaingie O yNaaTyT - propyT) -3-(3-{4- piEhd® [IBRMS | HPLC

[ 3-met hyl - 4-(6-met Ryl -pyridin-3 ylox y)-

phenyl am nq] -qui nazol i n-6-yl }-prop- - ynyl)-jurea RT

3161- (1- Et 285 pr opy IE}S—ch(-&*r{aWd{o&‘ulmLﬁwdarb@xyh 09.86. 35570.2 | 558

(6-met hyl -pyridi n-3 ] k di nazol ijn-6-yl |} - prop- 2-
ynyl)-urea| 317()- J.-aé’égé‘@?me@h‘?gg %%’3’9""% | -4-(d - D495. 36. Q7

met hyl - pyri{di n-3-yl|& )iwh@ﬁvWaﬂﬁhmFﬂmwﬁth|nazolln-6 yl }+- prop-2 ynyl
)-urea 318Azeti di neqlyncafidoxylic acid (3-(4-[|3-D479.125. 46

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-Methyl4-(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 | 502.2 524
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- | 5042 5.24
3-yloxy)-phenylamino]- quinazolin-6-yl}-
altyl)-2-hydroxy-isobutyramide

301 (+}-E-N-(3-{4-[3-Chioro-4-(6-methyl- ! 4800 | s5.07
pyridin-3-yloxy)-phenylamino]- )
quinazolin-6-yl}-allyl}-2-hydroxy-
propionamide

302 2R-Amino-N-(3-{4-[3-chloro-4-(6- A 4871 4.54
methyl-pyridin-3-yloxy)- phenylaminc}-
quinazolin-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-6-yli}-prop-2-ynyl)-
propionamide




-met hyl - 4- (6- net hyl - pyri di n- 3-yl oxy) phenyl am no] - qui nazol i n-6-yi) -

prop-2- ynyl)-amde 3191-(1, 2-Di et hyl -propyl)-3-(3-(4-13 -Bb@RcEAbdtr004
met hyl - 4- (6- et hyl - pyri di n-3-yl oxy) . phenylam no] -q

-ui nazol i n-WONPBEop-2 . ynyl)-urea 320Pi peri di ne - 1- car b@xNBer/aoid
(3-(4-[3-D507.36.21 et hyl -4-(6-methyl- pyri d in-3-yl oxy)-

21phenyl am no] - g ui nazol i n-6-yl}-prop-284-Q03. 3" ..11 ynyl)-am de

E- Pyridi ne-2-carboxylic acid (3-{4-[3- nethyl-4-(6-nethyl-

pyridi n-3-yl oxy)- 22 Decenber 2004 W 01/98277 -66 PCTIIBOLl/ 01046 Exanpl e
NanmeMet hodLRVSHPLC No. RT phenyl ami no] - qui nazol i n-6-yi}-allyl)- am de

E- 2- | sopr opBxeyrphd- ( BNdmie [ 3- net hyl - 4- (6- 322|matethod- PYRVE N-HPLE OXY) -

phenyl am npyl - (G498. 35. 94 qui nazol in-6-yl}-al lyl) -acet agzﬁde
E-N-(3-{4[B-Methylt4(6- nethyl-pyridin- _3238-yl oxy) - phenyl ani np] -
qui nazol i np &4y} -| EH3H-Bedy-aiG-pethryiperitiredesui f onafidéze | 540

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}-




.E Et hanesulfonic acid (3-{4-[3-nmethyl-4- 324(6-nethyl-pyridin-3-yloxy) -
490. 35. 62 phenyl am no] - qui nazol i n-6-yl}-allyl)- am de E-1

H | mi dazol e-4-carboxylic acid (3-{4- 325[3-nethyl-4-(6-net hg/?pecemberzom
-pyri di n- 3- ywexan)s8273492. 35. 53 phenyl am no] - qui nazol i n-6-yl } -rdtngoieresam de
E I soxazol e -5-carboxylic acid (3-{4-[3- 326nethyl-4-(6-nethyl-pyridin-3-
yl oxy) - (493. 25. 41 phenyl am no ]-qui nazaksn-6 yl}-allyl )- amde

E- Pyrrolidine-1l-carboxylic acid (3-{4-[3-

chl oro-4- (6-net hyl - pyridi n-3-yloxy)- phenyl am no] -quinazolin - 6 yl}-allyl
)- 327 am de H515.2 5.77 28E- Mor phol i ne-4-carboxylic. acid (3-{4-[3-

31. 120 chl of exdindld | R&h8YT - pyT 1 di N-3-YTOXY)~ | INERDE AR Tagerregol in -6
yl}-allyl )] NOam' del E-N- (3-{4-[3-Chl oro-4-(6-| et hyl {pyridijn &

prop-2-ynyl)-3-(i-ethyl-propyi)-urea
313 (+)-1-sec-Butyl-3-(3-{4-{3-chioro-4-(6- D 5151 6.32
methyl-pyridin-3-yloxy)-  phenylamino]-

quinazolin-6-yl}-prop-2-ynyl)-urea
314 (+)-1-(1,1-Dimethyl-propyl)-3-(3-{4-[3- D 508.2 6.60
methyl-d-(6-methyl-pyridin-3-yloxy)-

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

N - ynyl)-urea
) 315 (®)-1-(1-Hydroxymethyi-propyl)-3-(3-14- D 511.2 | 543
[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}-quinazolin-8-yl}-prop-2-
ynyl)-amide '

321 E-Pyridine-2-carboxylic acid (3-{4-[3- G 503.3°.| 6.1
methyl-4-(6-methyl-pyridin-3-yloxy)-




-3293-yl oxy) - phenyl am no] - qui nazolin-6-yl}- G506.15.81 allyi)-2

- met hyl sul f anyl - acet am de 330E 5- Oxo-tetrahydro-furan-2R-car |

G530. 25.44 acid (3-{4-[3-chloro-4-(6-nethyl-pyridin - 22 Decg%)élf'zér%%rf%
-01/ 98277 W@ P1/9RCT| LB01/ 01046 Exanpl eNaneMet hodLRMVS: , ; IPeiT@Bo oLkl

3-yl oxy) - phenyl am no] - qui nazol i n-6-yl} - aliyl)-am de 331E .
N-(3-{4-[3-Chloro-4-(6- nethyl-pyridinggb30.2 6.34 3-yi oxy}-phenyl am no] -
qui nazolin-6-yl1}- allyl)-2-cydopropyl net hoxy- acetam de 332L -E
N-(3-{4-[3-Chloro-4-(6 -nethyl-1518.2 5.73 pyridin-3-yl oxy) - phenyl am no] -
qui nazol in-6-yl)-allyl)-2- hydroxy-3- nethyl-butyram de 333E -

N- ( 3-{ 4- [[Exchber O-Mad- met hyT - pyT1 di N- GAY6. T ethad 3 LRVME}Y)@p@enyl am noj -
qui nazol ijn-6-yl)-{ al l yi)-nmet hanesul f onam de|334E 2R-

Hydr oxynmdt Wyl - pyrrol i di ne-1-H525.2 4.91 carboxyliclacid | RT
(3-{4[ 3- et hyl - (pﬂhenymﬁlhl;]—-ﬁuipwdirdﬂi-ﬂl}-aﬂy})foxy -ph emnyTam noJ -
qui nazol ifn-6-yl } |- (Ij - am de 335E 2S- Hydfoxynet hyl - pyrrolidi ne-1-H5252
4.92 carlboxylic ddid “}(/3 (4-[3-nethyl -4-(6- pethyl -pyridi p-3-yl pxy) -phenyl
am no] - |@dé2 nazollim2-GopiloporgtN-(BH3- [3-Taﬂlhﬂ€-(336 -- 2QCycl ageapy! sed hoxy

-N-(3-{4[ 3- &10. ?i‘ncﬁhﬁ’gyr g’i«%ﬁ _- pyri di ny 3-yl oky ) -
|

phenyl amino] - qui azol t am de
337E- 1-i gopr opy!| -| BNty WP"amld(‘-‘G H483 2 5.33| et hy| - pyri fli n-3 yl oxy) -
phenyl aniiBg3 T~ 0y Imﬁmm ﬁwwms%éw:-pgmdﬁ e 3EBAZ PR e gy cpr boxylic

acid (3-{4-[3-D499.
3—yioxy)-phenylamlno] quinazolin-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-




.chl oro-4-(6 -nethyl-pyridin-3-yloxy)- phenyl am no

] - qui nazol in-6-yl}-prop-2- yny |)-am de 339Pi perazine -1-carboxbmpacrbdos
22 Decenber

-2004 WO 011M8277827PCT/ | BO1 /01046 -68 Exanple ] Nane Met hod PcRNBeiARbEG: RT
-am de

" (3-{4-[3-D 528.2 4.65 chl oro-4-(6-nethyl -pyridin-3-yi oxy )-

phenyl am n o]-q u

2- Met hoxy- N ( 3- (7- met hoxy- 4-[ 3-
B498. 25. 47 phenyl am no] - qui nazol
N-(3-(4-[3-Chloro-4-(6- nmethyl-pyridin-3 -
- 7-met hoxy- B518.25.76 quinazolin-6-yi)-prop-2-ynyl)-2-methoxy -

I nazolin-6-yi}- prop-2-

ynyl
nmet hyl 4= (6- net hyl -pyridin-3-ylo )-
in-6-yl} -prop-2-

ynyl)-acetam d e

yl oxy) - phenyl am

acet am de Jeampié- [[Jddal Or 0- 4 - (6- METNyT - pyTi

- qui nazolin-6-y )-
met hyl -urea"ﬁ(B-('

D53125. 92 prop-2-ynyi)-1-(
- Met hoxy-4-[ 3-net hyl -4- (6

UMettod J)
2- met ho

- LRWE0

Xy - et‘—hyh}{- 1}
met hyl - pyrj din-3

i noj

bnyl am no ]

Lyl oxy) -

phenyl am ng] - B468.

25/Icky)-phenyeadind-goindrolrlg-ypr dp- 2- yny

allyl}-amide

[)-acef am de

331

E-N-~(3-{4-{3-Chloro-4-(6-methyl-pyridin-
3-yloxy)}-phenylaminol- quinazolin-6-yi}-
aliyl}-2-cyclopropylmethoxy-acetamide

G

§30.2

6.34

332

(+)-E-N-(3-{4-[3-Chloro-4-(6-methyl-
pyridin-3-yloxy}-phenylamino]-
quinazolin-G-yl}-allyl}-2-hydroxy-3-
methyi-butyramide

518.2

873

333

E-N-~{3-{4-[3-Chloro-4-{6-methyi-pyridin-
3-yloxy)-phenylamino]- quinazolin-6-yl}-

allyl}methanesulfonamide

496.1

5.72

334

E-2R-Hydroxymethyl-pyrrolidine-1-
carboxylic acid (3-{4-[3-methyl-4-(6-
methyli-pyridin-3-yloxy}-phenyiamino}-
quinazolin-6-yl}-allyl)- amide

625.2

4.91

335

E-25-Hydroxymethyi-pyrrolidine-1-
carboxylic acid (3-{4-[3-methyl-4-(6-
methyl-pyridin-3-ytoxy}-phenylamino}-
quinazolin-6-yl}-allyl)- amide

5252

4.92

3 336

E-2-Cyciopropylmethoxy-N-{3-{4-[3-
methyl-4-{6-methyl-pyridin-3-yioxy)-
phenylamina}-quinazolin-6-yl}-allyl)-
acetamide

510.3

6.00

337

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

483.2

533

338

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

4992

5.73

339

Piperazine-1-carboxylic acid (3-{4-{3-
chloro-4-(6-methyl-pyridin-3-yioxy)-

'528.2

4.85




“-N-(3-{4-[3-Chloro -4-(6-nethyl-pyrid in-3 - yloxy)-phenyl an no] - 7- met hoxy-
B488. 25. 50 qui nazol i n-6-y1}-prop-2-ynyi)-acetamde 1,1-Dii sqgrmh,ﬁé&@d?
-met hoxy-4-[3- nethyl-4-(6-nmethyl-pyridin-3-yloxy ) - D553.36.79

-phenyl am no‘]VOqW”ﬁiZol in-6-yl }-prop-2- ynyl }urea (r -2- MetHGA/Epi/pmaé di ne
-1l-carboxylic acid (3-(4-[3-nmethyl-4-(6-nethyl-pyridin - D521. 36.53

3-yl oxy) - phenyl am no] - qui nazol i n-6-yl) -_ggprop-2-ynyl)- amde E

Azeti di ne-2S-carboxylic acid (3-[4-[3- nmethyl-4-(6-nethyl-pyridin-3-yloxy
)- (481. 34. 10 phenyl am no] -quinazolin -6-yl}-allyl) - amde E-1

- Ami no- cyci dpr opanecar boxyli aci d&481.34. 40 WO 01/ 98277 -69 22 Decenber
2004 PCT/ mm—m I'rlﬂhé;h&lp KRMS T HPLC
(3-{4-[3-net é{l - 4- (16- met hyl - pyri di n- 3-

yl oxy) - phenyl"dm nol | qui nazoiin-6-yl}- ally!){am de RT
349E- 2- Am njo- N- ( 3- { dehbBamsitdiylindzdlib-6GI4Beh-B. 4. 12 nmef hyl - pyri di n43-yl oxy) -
phenyl anm noj - qui naé&g%grh@éyl }-aflyl)-isobutyfam de |350E-5- Oxo-pyrrolidine
-2R-carboxyli c aci 2 4.45

340 2-Methoxy-N-(3-{7-methoxy-4-[3- B 498.2 547
methyl-4-(6-methyl-pyridin-3-yloxy)-

phenylaminc]-quinazolin-6-yl}-prop-2-

ynyl)-acetamide
341 N-(3-{4-[3-Chloro~4-(6-methyl-pyridin-3- B 518.2 576
yloxy}-phenylamino]-7-methoxy-

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-S-yl}-prqp—Z-
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




(3-{4-[3-nethyl -4-(6-net hyl -pyridin-3- yl oxy)-phenyl am no] - qui nazol i n-6
yl.}- allyl}-am de 351E 2RAmM n N-(3-{4-[3-nethyl -4-(6-G 469. 32?[%%ember2004
met hyl - pyri di n- 3-yl oxyy- phenyl anfno] - q uinazolin-6-yl}-allyl)

.- propi onanw@e018382E 2S- Am no- N- (3-{4-[ 3-net hyl - 4- (6- G 469. 3 PLTHBG1/01046

met hyl - py(di n- 3-yl oxy) - phenyl am noj - qu inazolin-6-yl

}-ally!)-propi onam de 353E 5- Oxo- pyrroi Lghi ne - 2R-carboxylic aci dG 509. 2
4.42 (3-{4-[3-methyl -4-(6-nethyl-pyridin-3 -

yl oxy) - phenyl am no] - qui nazolin -6-yl}- ally |)-am de 354E-| soxazol e
-5-carboxylic acid (3-{4-[3-G 513.0 5.86 chl oro-4-(6-nethyl -pyridin-3-yi oxy
) - phenyl afigR@hple qiNameOl T N-B YT f-alTy [)- an @ thod | LRMS | HPLC
- 355E- 3- (3-[[4- [ 3- Chlforo-4- (6-met hyl -pyridin-H {5172 6.]1 1
3-yi oxy) - phé‘lr‘?yl am nol - qui nazolin-6-yl} - allyl)-1,1-|di et hy] -Bfea
356E- Pyri dij ne- 2- cal i@ yBineteth-@G-mdthdl-fyddits523. 1 6. 47
chl or o- 4- ( 6- net hyl 4 lWdi n- 3- )~ . phenyl gm no] - qui nazagl i n-6yl }-al l'y!}
‘am de 357N (3-{4-[ 39%&)%&%"%60?%%%%%%@%“ din-3-Bi{474.2 |5. 66

yi oxy) - phenyl anmi no | pivl}-amigeazol i n- 6-yl - 22 Dgcenber {2004 WO 01/ 98277 -70
PCT/ | BO1/ 0YQ4f Exang= 5 - CNoRT

| prop-2-ynyl)-nmet hanesuf f onam d 35 ]N-( 3-{4-[ 3-%h| Crg§3‘43_ ( 6-4'12
met hyl - pyr{ di n- 3- B49@thyEpygdndr iy rpisevigmiaet nq] - qui fazol i n-6-yl Y -
prop- 2-yny|) - net hagsndonnegn-am)-isooligRinieV Efanpl e No. 35€

350 E-5-Oxo-pyrrolidine-2R-carboxylic  acid G 509.2 | 445
(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}-




| 360 361 362 363 364 365 366 Name Z- Cycl opr opanecar boxyl ic acid (3-{4-{3-
: met hyl -4- (6-nmethyl -pyridin-3-ylox ) - phenyl am no]-qu 29 December2004
~inazolin-6-yl]-allyl) -ami Z-N(3-{4-[3- Methyl-4-(6-nethyl-pyridin-3-
-yl oxy) - phenW@M/#377 - qui nazol i n-6-yl }-afl yf)- acetamni de PCT/IB01/01046
Z-N-(3-{4-[3-Methyl -4-(6-net hyl -pyridin-3 -
yl oxy) - phenyl am no] - qui nazol in-6-yl }-al | yb-) - | sobut yram de
3-{4-[3-Methyl -4-(6-met hyl -pyridin-3 - : ,
Yl oxy) - phenyl am no] - qui nazoi i n-6-yl }-prop - 2-ynyl)-carbam c acid nethyl
ester (3-{4-]3-Chloro-4-(6-nethyl-pyridin-3-
yl oxy} - phenylExample] 4 tameazol i n-6 yl}-pro p- Z{YG¥ihhd |CE M fpastid nmet hyl
ester 3-{4-] xChl oro-4-( 6-net hyl -pyridin-3-
yl oxy) - phen am no] d qui nazof i n- 6- yi}-pro p- 2{ynyl}-darbanilc Rhcild
tert-butyl ester E- ( B@&Xﬂﬂ%mhmamgshﬁomarﬁﬂe rret hyl - pyri di n-3-
yl oxy) - phen) T 107 H- carbamte—ael-d—tert-but yl
Lster met .hojBE?E! 13 N‘é{hé&%ﬁﬂldﬂﬂ‘(ﬁ-heﬁyi“pyn&‘n 3- B 494, 593

L

yioxy)-phenylamino}-  quinazolin-6-yl}-

prop-2-ynyl)-methanesulfonamide

5
Table
Example No. Name method | mass RT
- spec
o 359 7 Z-Cyclopropanecarboxylic acid (3-{4-[3- | 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 | 593
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)-phenyiamino]-quinazolin-e-yl}-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-6-yi}-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




517.3 RT 6.75 5.93 6.20 7.34 G 1498.2 1 7.01 spec 466.3 440.3 4.65 5.56
468.3 454.3 474.2, 476.2 3-Methyl -pyridine-2-carboxylic aci g b3edifiber 2004
[ 3- met hyl - 4- (6- net hyl - pyridi n-3-yl oxy ) -

phenyl am nejo-qwsrazol in-6-yl}-allyl)-amd e G 15112-1 6. 39 p8G/AB01/01046 -
E-N-(3-{4-[3-CWoro-4-(6-mefhyl-PYridin -3- G 5582 6.83 WO 01/9827722
Decenber 2004 PCTIIBO /01046 -71- -71-

yl oxy) - phenyl am noj - qui nazol i n-6-yl }-al lyi) - benzenesul f onam de

3682- Fl uoro- N- (3-{4-[ 3-net hyl - 4- (2- met hyl - B457. 214. 92

p) frimdin-5-yl oxy)-phenyl am no]- qui nazolin-6-yi}- pr op- 2- ynyI) acet am de

3ﬁ9[ 3|‘ iVEE EW -4-1 Z;jm?t 2/ Im?r ﬁﬁeﬂ]ﬂ&mnb}f&{u “I 11Kl Z °4| ;’
phenyl ] - ( 8- pi peri di n- dui nazolin’- - am ne
3702- Met haxy- N- (3-{4-[ 3"%/%?'}?57%/% "(l%e met hyl - B- 469. 34 86

pyri m di n-|3631 oxy) - pheng-Fasiom(3]{4-[3-fethpag@iethyB- Y1{B PT Opr &7y | fezaceran de

371E- 2- Net hoxy- N- ( 3- yr:[mdm-gp‘aloxy}/phe%&amm 71.34. 71
quinazolin-6-yl}-prop-2-ynyl)-acetamide
369 [3-Methyi-4~(2-methyi-pyrimidin-5-yloxy)- A 451.5 4.09
phenyi]-(6-piperidin-4-ylethynyi-quinazofin-

4-yl}-amine
370 2-Methoxy-N-(3-{4-[3-methyl-4-(2-methyl- | B - 469.3 4.86
pyrimidin-5-yloxy}-phenylamino]-

_ quihazolin-6-yi}-prop—2-yny!)—acetamide .
371 E-2-Methoxy-N-(3-{4-[3-methyl-4-(2- G 471.3 1 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
[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)-




-met hyl - pyri m di n-5-yl oxy) - phenyl am no ]- quinazolin-6-yl }-ally]}acetam de
g‘;zz}ll\/e%oxy- N-(3-{Z- [ 3¥2reltohyl -4-( pyrimdin-B455.44.79 22 December 2004
5-yl oxy) - phenyl ani no] - qui nazol i n-6-yl } - prap-2-ynyl)-acetamide
-373N- (3- { 4-WQ-REI7Y| - 4- (pyrimidin-5-y | xxy )-B453.15.16 pheay/soimois
]1-qui nazolin-6-yi}-prop-2- ynyl)-isobutyram de 3743-Methyl-isoxazole
-5-carboxylic acid (3-{4-B492.15.27 [ 3-pethyl-4-(pyrimdin-5-yloxy}
phenyl am no] -qui nazolin-6-yl }-prop - ynyl )-am de 375N ( 3-
4-[3-Met hyl - 4- (pyrimdin-5-yloxy )-B461. 114. 92 pheny _
I am_no] - qui nazol I n-6-yl}-prop-2- ynyl)-nethanesul f onam de

- fadetamidel OX JAV:SC D) B UJ.b Renyt i
S St VS N iy O IR Rl S A

= = i ek ! LI A LAl
Vet hoxy- N THat by N (B O RE Ny Bt . oy | 4562 | 527
phenyl anmi na] - qui nazol i n- 3-yieyy-penylpminpl-2- yowboligegl-ajn de

378E- N- ( 3- {{4- [ 3- Met hyl - Uy Dykdin- 3- yI oXy) - G426215, 02 ;
phenyl ami nol-quinazol i n- y[é/?‘%é nq+ y]) 22 Decenber 2004 WJ 01/98277 -72

PCTI 1 BO1/ 0]168¢ acet ani dFE-ﬁ9E3ﬂ¢mmwwwdmi dofyd- @t hyl | 42(py 1 BHon-
(A56. 25. 27| 3-yl oxy) - phegjﬁhmnﬂ@]ﬂum%lpggﬁ_?&ﬁ yl} 380E-

(3-{4-[3- M%t hyl-4-(pyri Carbamic ac methy[ ester

381 E-N-{3-{4-[3-Methyi4-{pyridin3-yloxy)}- | G 4620 | 529
‘ phenylamina]-quinazolin-6-yl}-alyl)- .

methanesulfonamide
! 382 E-Cyclopropanecarboxylic acid (3-{4-[3- [ G 4522 5.48
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-yf}-allyl}-amide
384 E-1-Ethyl-3-(3-{4-[3-methyl-4-(pyridin-3- | K 4553 | 516
yloxy}-phenylamino}-quinazolin-6-yl}-aliyl)-

urea

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
Ty present invention, may be prepared: .
‘ Z-2-Methoxy-N- (3-{4»[3-methyl—4-(6-methyl-pynd|n—3-yloxy)-phenytammo]—qumazoi|n-
10 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
15 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-
20 ylethynyl}-cyclopropyl)-urea




-phenyl am no] - qui nazol i n-6-yl1}-allyl)- car bam c acid nethyl ester 381lE

N (3-{4-[3-Methyl -4-(pyridin-3-yloxy)- 462. 0529 22 December 2004
phenyl am no] - qui nazol in-6-yl }-aifyi)- 382net hanesul f onam de (452. 25. 48
'E- Cycl opr opedeves2boxyl ic acid (3-{4-[ 3- PCT/IB01/01046.

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-carboxyliggacid (3-{4-[3-

met hyi - 4- (pyri di n- 3-yl oxy) - phenyl am no] - 384qui nazol i n-6-yl }-allyl)-am de
H455.35.16 E-1-Ethyl-3-(3-{4-[3-r n ethyl-4 (pyridin-3-

-yl oxy) - phenyl am no] - qui nazolin -6-yl)-allyi)- wurea 5 Uilizing nmethods A

through & and thG-Wﬁwmkﬁ@ms&ﬂm&ﬂ&mﬁﬁﬂina\ﬂ-ﬁongpﬁr%ﬁﬁérﬁﬂp]-tﬁﬁ\ﬁﬁﬁiiﬁlbﬂ9 to
art), the follow ng conmpounds, which are part of

met hodol ogy kn in th

the pr esenty’ﬁfﬁ'\‘/'\,\@ﬁ‘fc%?‘??ﬁﬁﬁa be prepared: Z-2-Methoxy- N (3-[4-]3-

met hyl - 4- (6- met hptMatyaxy-dzatidiBe-yicadyyyiphacy | @A#BRetyi4ABDwEthyi-ByridhG-yloxy)-
6-yl)-allyl ' - 2= (n2- Fl Al - et.hoxy) - N-(3-{4-[3

-met hyl - 4-( éﬁ%gtﬁaﬁyﬁm%afg}"%@%@o%%ﬁpﬁ%yl am noj -

qui nazol i n-6-yl} d%é—’ym%@W@ﬁho&é-“—ﬁ-memyl#(ﬁ-meﬁwi-Pyﬁdin-3-Y'0XY)-Phenyiamin0]-
2N (3- 16- [ GokbloRrQyioiz Ry Pehigd di n-3-

yl oxy) - phenyi am no] - qui nazolin-6-yl}-allyl)- 2-fluoro -acetam de 15 2-
Hydr oxy- N- ( 1- { 4- F3-eRpirycloprqrarsrstianylic py éid n(3g4a-malpy-Bavsivapiridinid- qui na
ol i n-6- yl eyiby-pydriatine} Qitaeapio)vijamat-anide E 2- Met hoxy- N- (3-{4-[3 '
- met hyl - 4- (6- net = pynk di n- 3- enyl am nol - qui nazoiin-
6-yl) }/al | yl( )-i SOBﬁ%@%ﬂe%&%—mgﬁafﬁxgam@-’ylox%—&]ellyla%no -quinazolin-8-yl}-prop-
1- Et hyl - 3- (2¥{¥-dc8tamigiehy | - 4- (6- net hyl - pyri di n- 3-yi oxy) -
phenyl agi no] - qui pazol bns B- gt L}z f | - uree 2 cenber
D00n W 03 oas v BotptuBro-AN, LA s la LUEAARLE iy HyRin o3
phenylaminoc]-quinazolin-6-yi}-allyl}-urea
E-N-[1 -(2-{4-[3~ChIoro-4—(6-methyl-pyridin-3-yloxy)-phenylamino]-quinazolin-B-yl}-
vinyl}-cyclopropyl]-methanesulfonamide
(+)-E-Tetrahydro-furan-3-carboxylic acid (3-{4-[3-chioro-4-(6-methyl-pyridin-3-yioxy)-
20  phenylaminoj-quinazolin-6-yl}-allyl}-amide
E-Morpholine-4-carboxylic acid {3-{4-[3-methyl-4-(6-methyl-pyridin-3-yloxy)-
phenylamino]-guinazolin-6-yl}-ailyl}-amide

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-mathyl-pyridin-3-yloxy)-
phenylamino]-quinazolin-6-yl}-prop-2-ynyl}-amide '
(i)-Pyr.idine-2-carboxylic acid (1-methyl-3-{4-[3-methyl-4-{(6-methyl-pyridin-3-yloxy)-
30 phenylarnino]-quinazOlin—B-yl}—prop-z-ynyl)-amide
and the pharmaceutically acceptable salts, solvates and prodrugs of the foregoing
compounds. |




-73 5

1-Ethyl -3-[1-(2-{4-[3-nethyl -4-(6-methyl - pyridin-3-yl oxy) - phedHa8HBed 264 n
azolin-6- yl}-ethyl}-cyclopropy!]-urea 3-Methoxy-azetidin e-I-carboxylic
-acid (3-{4-YO-HE8HY| - 4- (6- net hyl - pyri di n- 3-yl oxy) - PCT/IB01/01046
phenyl am no] - qui nazol i n-6-yl) prop 2-ynyl)-am de

N-(3-{7-(2-Met hoxy-ethoxy)-4- [3-nethyl -7 (6-nethyl-pyrid i

n- 3-yl oxy) - phenyi am no] - 10 qui nazolin-6-yl}- prop-2 ynyl)-acetam de E-1

- Met hoxy- cycl opr opanecar boxylic acid (3-4-[3-nethyl-4-(6-nethyl-py(din-3-
y | oxy) - phenyl am no] - qui nazol i n-6-yl)-aflyl)-am de 2-ynyl }- acetam de 15 .
(Jlg)l(ZFb;c | } I 4[3?LAIMShI 4- ( 6- hyl - i di n-3-yl

- E- uor o- et.hy y met hyl - pyri di n- 3-yl ox
y)- phenyl ani no]’hquu r@z%om i f°”“§"?y|) urea E-N-[I -(2-[4-[3-

Chl or o- 4( 6- net hyl - pyri di n- 3-yl oxy) phenyl am nod)qu nazol i n-6-yl }-

vi nyl)-cycl opropyl ] - net hanesul f onam de () - ahydro furan-3-carboxylic
acid (3-{4[3-chl oro-4-(6-nethyl-pyridin-3 V)
phenyl am no] - qui nazol i n-6-yl }-al l'yl') - am dk Mor phol i ne-4-carboxylic acid
(3-{4[ 3- et hyl - 4- ( 6- net hyl - pyr|d| n- 3R/Noxy) 11
phenyl am no] - qui nazol i n-6-yl }- &4 yl }-arp de N-[(F )

-(2-{4-[3-Chl oro-4-(6-nmnet hyl - py xhp@xy} - phenyl ani no] - qui nazol i n- 6- yI}
-ethyl}- cycl opropyl ] - net hanes rri dej 25
(+}- E-Tetrahydro-furan-2-car boxy '
(3-{4-[3-chloro-4-(6-nethyl -pyridi n-3- !ﬂl oxy) -1 p henyl am no] - qui nazol
in:6-yl}-allyl}-amde (+)- Et har(&S)y| f oni ¢ acid
(I*rrethyl 3-{4-[3-net hyl -4-(6-net hyl - pyri di n-3-yl oxy) -
phenyl ami no] - qui A&RSRIRRCEHligally agnepigble sgitsdvVpteror drediul tHeyaot, diherein2- car boxyl i ¢
acid (1-nethyl - 3m[:é1ar[|3te§€ﬁr5mb1é13(6 nmet hyl - pyri di n- 3-yl oxy)- 30
phenyl anj noj - qU| nazo i n- -prop-2-ynyl)-am de and the pharnaceutically
acceptable sal tsP %IW@?’T&% 4prodrugs of the foregoing conpounds. 22 °
Decenber 2004 WeAR' 8RR m@dehm;yéa&%%mwa fdALdRidy; A conpound of the

formula | O (RS ceytic accept abl e sal't, solvate or
prodrug thereof, ?{%eﬁ elqﬁzjl ga ef‘%‘?f'}?&éw‘f“%ﬁ‘i“@ret"d iz an yeger fram rioisat eger
fromoO to 4361%@@¢f0mhcmmpF@omts)nallydmmmmlenédzynesmgeortaeccg.ctar@ebhik@@dmg]m@

al kyl ; (@l% bftthe tf&‘e&&ngnﬁﬂyr%ﬂpe gptalgﬁétly MQerAE Is Iacga’rbovr\ﬂ:%{b%h %OLb[Ie %r an

i nt eger r om 0t
1 iriple bonci where tis an integer between 2 and 5, and the foregoing R* groups, including any

optional fused tings referred to above, are optionally substituted by 1 to 5 R® groups;
R* is {CR™R"),-C=C-(CR™R")R", -{CR"R"),-C=CHCR™R")-R?, -(CR®™R") -C=C-
(CR’GRf7)kR’3, ~CR*RY),-C=C-(CR¥R")R", or -(CR¥R)\R®, wherein the attachment point to
o R® is through a carbon atom of the R? group, each k is an integer from 1 to 3, each tis an integer
- 20  fromQto 5, and each mis an integer from 0 to 3;

‘each R° is independently selected from halo, hydroxy, -NR'R?, C,-C. alkyl,
tnﬂuoromethyl C-C; alkoxy, trifluoromethoxy, -NRSC(O)R!, -C(OINRSR?, -SO,NRSRY,
-NREC(O)NR'R’, and -NREC(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, or R™ and R, when aftached 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




.said heterocyclic group is optionally fused to a benzene ring or a C5-C8

cycloal kyl group, the -(CRLR2), - moiety of the foregoi ng R32@:e&Mber 2004
optional l'y includes a carbon-carbon double or 15 triple bond where t is an

i nteger beW@®M8277and 5, and the foregoing R3 groups, incl uimgoaompss
optional fused rings referred to above, are optionally substituted by 1 to
5 R8 groups; R4 is - (CRI6RL7)m CnC (CGR-6R17)tR9, _ (CR16Rl7)m

C=C- (CR16R 7),-R9 -( CR16R17 -C=C (CR16R1l7)kR13, -(CR16R17)m

C=C- (CR16Rn)kR73, or - (CR16R17),R9, wherein the attachnment point to R9
I's through a carbon atom of the RO group, each k is an integer froml to 3,
each t i § ahetemimeipbes, mz@idmoromtma rtitangsn toamd:headk’ks R%, n@ R’ didta@ghed, lseeenpd to 3;

h R$ d = N
Skl i PASEROSE aha 55 bRRHES e Oap fho & ARlE e 6 oRES S ey
C(O)NR6R7 aﬂacmwoeachmﬂa@qommm and NR6C(O)CR7 . each RS, V\B and

'R7 is independengdcy =8 CRER2
aryl), andIo CRlI%‘I'L( A%fl :fdfp?rgbeﬁiﬁaeﬁe%%rg% %?%af" cya%mher el)ﬂﬁﬂilggﬁn%g

i nt eger fr ofieranstil "sgidg, hydroxy, (-Co AN %tQJm?"% e Alsenyh deyrel #llyngs oup
ﬁr e opt ﬁmlnaJG(Q)R&ubsl)ORﬁlt-ed(me hNREC(OIRY -NRG0,NRB ENRSCITIRR T KMRC (@5 d;krr fmd
eterocycli A rou S . are opt ionally
subst it ut ed%\ﬁn&ﬁﬁe}% %i Sups r% §m@n§§b@hgé%@ Béfséﬂ RS TRRI G,
cyano, nitrie, 2- NR@&Rz):(GstJ | Lyl e @R (4 t riof | uor orrmﬂmeveys RiteicBycib)KY! ,
C2- C6 al kenydgn! i dr 2 1- and R,
g)R R%(gﬁCﬂ Fié)\((&é/bio J‘% (ei@h he(%ﬂ C‘%“IQB,@. tocﬁ) mgmgerﬁa/ B%terfaﬁ.ﬂ

or R64 and ; ony ca
: ?et her to‘(cf%ﬁr}tpécaﬁf)dci@mnﬁ%er% Wé@@ﬁﬂﬁﬁ)&lf@ MOneewiberel  hetgrotyetd)ude 1

3 ad@gti gﬂahz) %?O)‘@@RWH@ -CR0Qdn, VL 1-}@@‘%7)78(05@%5&@0 10 1@46}“ er%bSeﬁ?j hetero

rmletles i n_add P e nitrogen to wh are
att ached, s’?f écz?t’%'a) WhGTBIH 'ﬁlo NP ahd tgre g2 “S’epﬂ?@wyo%'d"fﬁgﬁi ffemﬁtt@ﬁﬁ otwo S
at omsdor are thgaracboS adronvfathe hBKéiocyoﬁd okt dofdhd REédohgt @ @&ﬁﬁ &4 Bftfonaigach RB
I s i ndepen S ano, nitr

triluor 8%% EE&’ ed ﬁhl %f g)gorgrgrﬁ a{“é’\ edﬁlpyq'h%ﬁrgﬁf'ky@’ Q%' %dﬂ'ﬁiey"‘w@f 0 0

al kyl, C2- @@leéuﬁsk@me fogmolns Rf !Iryugsl gre dbonal\CE@sRAged wil{ @) GRS, substideh@) R6, -
NR6C( O) 477, OLNRORY. R6R7,

- NRGC(OR) ’”"eﬁﬁg&% W@%‘“ Cec RS S, R einso gk S S, O om 0

to 2, - (‘933 NRCERRGOINRRD '-Nﬂeﬁfeﬁﬁﬁﬁgﬁ Q?@Ea?krdcggl ic),

(CRIR2) 6O( @}(ﬁﬁénﬁe)cze@amﬂ b AR oL OB 4 QR 2} (1 e onoe e

het | |

18 renrag‘tc)grce g%mfyed"%t “31’?‘% '%'15';@9?')(%’\5&?68( o ?E:Rl??Z) r(Cé-Co aryl), and -

( CRZIZ.RZ) . S% 0), ( Bmmpn(atbntaﬁc froncveriaingch miihtﬁitcﬂ Ibﬁ&gé@bid}&h:; rﬁﬁ@%F §|sﬁirdcyéh§ 0, 1
or an Nt |Y-30.1 nt eger. rin
car bonqzast omgé gﬁééﬁeﬁﬁh gr%g]ﬁgg O?n ‘Irsnk)olﬁet Gegn 8%’%5 w%"fi%‘@[ﬁloﬁ'@):;%'bﬂ} ?f&‘ﬁ% ar eg
optional ly 3FQQEH§F“5UGP'@%PGW¢ ] h&tf?rm@et(r in@pentingy yeleawttranhal, @ $(§Db whekisgny|
-akkynyl,  afsydn uﬂéﬁérﬁ@ﬁ @Ft@@)éﬁé Lr\‘iR‘ BB\zﬁéd st 19d oté?cﬁnézgzl? eﬂg:'éﬂ%.eaen? @“ S 2 €

'opt | onal ly s |tuted with substituents pen B ect ed
from hal o, @ @‘%\ ) pgigty,gn N ‘FtP’P@B‘i’ %?W‘I or antN giof angrapr elomveye nai zitathed - ORG,

-C( O R, ﬂi('@lﬂaféach ot dciwehiReaid ring, We@rﬁ?xe carbor&Eh NG fing 2Rty
NRBORY ,3,C1y SL(IB@trtQtleg Xuth 1 %:22 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




-C6 al kenyl, C2-C6 al kynyl, -(CR1R2),(C6-C1 O aryl), and - (CR1IR2),(4 to 10
menbered heterocyclic), wherein t is an integer fromO to Sy2iRcb§bér 2004
non-aromati ¢ nono-cyclic ring, a fused or, bridged bicyclic ring, or a

-spi rocycl i WO 2B%827hg, wherein said ring contains from3 to P2Tasrimanséat ons
in which fromO to 3 carbon atons are optionally replaced with a hetero
noi ety i ndependently selected fromN, 0,76S(0O), wherein j is an integer
fromO to 2, and -NR -, provided that two 0 atons, two S(O), noieties, an 0
atom and a S(0), moiety, an N atomand an S atom or an N atomand an O
atom are not attached directly to each other within said ring, and wherein

t he car bén aulmﬁtmte(dfwimaérdomid(m) rladsiay,mp.aitmw:cahd &%ﬁ&d&@ﬁ:ﬁh&éﬂe@@f%?&?e&ir@& (Zj R3
groups; eac I S t el e of I t he substituents provided in
the defi ni tirkédr?’%% ahéé‘?’p%%%@é%[gs teg %g"h’g@%g&&t‘_ weni® > is R6, - ORB, -

OC(O R6, - OC( O RREHY® andRjlis BE¢pendsBfiyGicidRed from${, O)-CNRER And ~BIREIRT or R™ and

“NRBC( O) R7, 7 HS0AR et NREALNNEECH o FESOZNRG R7, - NRGCD2RT, N -
C(OR6, or 35 hal o_,Egvvherein ‘i’s an frll-{z%gze’r from0Oto 2, R3is -NRR4

or -ORl4; R14 i &Hs R, akyyyein gach caparng bound g ©MNRLERom, or S0 H(RY5R7,
or - CO2RYB ; wherbini & SRliReger 670 B2, is dpforfehPsubdided witg RER R2}, ( 4 to 10
menber ed heteroc#{i}&ﬁ%. Wnerg]ln t is an integer fromO to 5 1 or .2 ring
carbon atons of B A3 B8 200 BRIfoRadesuBs IS RAomprisng eb<mety). Bho4 WO
01/ 98277 PCI€tR@NED bOBE (mPGing) gaupSiriitiiis act attbtHedana A%8cdnic B0 BEES, gaupditd t he
-aryl and he ' ief I f .t oregoin R76. gro are optionally
substit ut ed&% ltqﬁdﬂ tb o%h%}? I};‘%&éﬁ%&? F?bﬁg‘%‘?ify’ﬂbg@ﬁ”&sgegﬁ%gﬁ.gg‘;%xyi b Serfdent | y
se| ected fr@i g~ Erkegy atdk§R'R2and CH2OH, or R76 and R17 are taken

t.oget heys as - CHZEH né R GHR - clai B w] | ) I ei n_eagh
carbon not bound to gorﬁiE.og? 0 atom o(?a"ﬁ])‘l w%?&s&gléﬁvﬁéﬁﬂe%ﬁ "ﬁeg‘bﬁrﬁg

i nteger fr oMRIOVGIc) Whegeinyide proRigpenfrom hiss; said beferprrdic RO is aptibnallydusedio any of

t he above- neneizeneding Wt CL-OLBcRalkd YR ShilShetorddoin Rt Oy u%
(et hyl ene) i o whipch IS ng?@'g{n ach%gul[%sbma &l 60 no, SO

apiiSHal I %r.ret hlfnr?d ‘?roug, i , ’
or SR groUp 8t “SgMgs (grerd &7 abgve, apgqptipnaliy sybsiiigd by 1 bR arersd with a
ggo;p sel ected 3.0/ tyrahoo myacchaﬂng_,toellainl@élwh@éik)m,ig Clerire égilgzomyr(n%nggréﬁdg R2 .
. O Ry - . rej is. - (4 to

nmenber did: het eﬁ%g’%g%% m%%?glgﬁgjt t{%lrgo c’ng’i Wg@%&”’?ﬂ"@%‘% gf%p%%‘fes"QFQi‘a"Y

het er ocycl i%P% ¥ Stogdt'ioemes- |y fused to a benzene ring or a C6-C5

cycl oal kyl groups. Residolf does BRI WIBRINSs Ldkldidlng any. optional

s

fused rings referred to above, are optionally substituted by | to 3 R8

groups. 3. A conpound~acebdidi ng ta_claim I R3 i - R2) ,(4 to
10 nenmbered 20 heterocjclit), whergin tNis an
foregoing R3 groups are o_pt/' nal I'y lisubstituted

r fromo b 5 and the
conmpound according to cl | wherei is sele

to 3 {RB groups. 4. A
from\™N
. X
DGR S )
S

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




J/ NI INNQRL and 1 N S wherein the foregoing R3 groups are optionally
substituted by I to 3 RS groups. 25 5. A conpound accordi ng b9 gdeginBd 2004
wherein R3 is pyridin-3-yl optionally substituted by 1 to 3 R8 groups.

«A conpoundWaze?sdihg to claim| wherein the foll ow ng structoraterposdi on of
the. conpound of formula | 22 Decenber. 2004 WO 01/98277 PCT/1BOL /01046
-77 5 is selected fromthe group consi stfzhg of

3- Met hyl - 4- (pyridi n-2-yl oxy) - phenyl ami no 3-Chl oro-4 (pyr idin-2-yloxy)-
phenyl ami no 3- Met hoxy- 4- (pyridi n- 2-yl oxy) - phenyl am no 10

4- (pyridin-2-yl oxy) - phenyl am no 2- Met hyl - 4- (pyridin-2 yloxy) -phenylam no
2- Met hoxy- 4- (pyri di n- 2-yl oxy) - phenyl am ne sChloro-4-(6 -

-met hyl - pyri di n- 2-yl oxy) - phenyl am no 3- Me y-4-(6-met hyl - pyri di n- 2-yl ox
_phenyl ami no 15 3- Met hyl - 4- ( 6- met hyl -
)

n- 2-yl oxy) - phenyl am n
2- Met hoxy-4-(6 -nethyl-pyridin 2-yl oxy phenyl am no

2- Met hyl - 4- (6-net hyl -pyrid in-2-ghexy)~phenyl ami no
4- (6-met hyl - pyri di n-2-yl oxy) - pheny| am no (R )p

3- Met hox§- 4- (2- et hyl - pyri di n- 3-yl ) -phenyl am no 20
3- Met hyl - 4- ( 2- e Rybot@y/fdnting gduy beansitnasty | am no

2Nt howy- 4. (2 re YRR de B ienReny | am no-
2- Met hyl - 4- ( 2- me$- ﬁylbropﬁj(py'ﬂilmz-ﬁew}-meﬁ)dsmhﬁnyl am no 4-(2-nethyl
gyl\/:e'(tjlhgl 34y|( gx?/m {P'S%YJ @g}ll %"% 8§h3n5ﬁénﬁn)9l anm no
3- Chi or 84- (6- netﬁﬂwﬂ%wﬂﬁ@nﬂﬁaﬁybmwy) phenyl anmi no 3- Met hoxy- 4- ( 6-
T T kemepberlanain ol e i v o0)
-Methcxy-4-(pyndm—2—y|oxy¥phenylamme
3-Chioro-4-{6-methyl-pyridin-2-yloxy)-phenylamino
3-Methoxy-4-(6-methyl-pyridin-2-yloxy)-phenylamino
15 3-Methyl-4-(6-methyl-pyridin-2-yloxy)-phenylamino
2-Methoxy-4-(6-methyl-pyridin-2-yloxy}-phenylamino
2-Methyl-4-(6-methyl-pyridin-2-yloxy)}-phenylarino
4-(6-methyl-pyridin-2-yloxy)-phenylamino
3-Methoxy-4-(2-methyl-pyridin-3-yloxy)-phenylamino
20 3-Methyl-4-(2-methyl-pyridin-3-yloxy)-phenylamino
3-Chloro-4-(2-methyl-pyridin-3-yloxy)-phenylamino -
- 2-Methoxy-4-(2-methyl-pyridin-3-yloxy}-phenylamino
e 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}-phenytamino

& 4~(p phenyia ll'IO




.30 4-(6-nethyl -pyridin-3-yl oxy)-phenylam no 35 4-(pyki di n- 3-yl oxy)

- phenyl am no 3- Met hyl 4- (pyri di n- 3-yl oxy) - phenyl am no 22 December 2004
3- Chl oro- 4- (pyri di n- 3-ybxy) - phenyl am no
-3- Met hoxy- ¢ p98a@7H- 3- yl oxy) - phenyl am n o PCT/IB01/01046

2- Met hyl - 4- (pyridi n-3-yl o) y} phenyl am no 2- Met hoxy- 4- (pyri di n- 3-yl oxy)
- phenyl am no 22 Decenber 2004 WO 01/982%8&-] PCT/1B01 /01046 -78 5

3- Met hyl - 4- (2- net hyl - pyri m di n-5-yl oxy) -phenyl am no

3-Ch[ or 0-4- (2- et hyl - pyri m di n-5-yl oxy) - phenyl am no

- Met hoxy- 4- (2- et hyl - pyri m di n-5-yl oxy) -phenyl am no

t hyl 54- ( 2- nmetsayéthyyir(e-methyipybmidinasyioxy)-pifeamyimaei no  2- Met hoxy- 4- (2

hyl di n- /-

I e L

t hyl - 4- (4- me BVttt Eimethyd- rsmwcbxwoxymhmwlhmmmno

[ or o- 4- (4- ”engfétflgﬁ-{% meﬁlizl[byﬁm&ﬁmxﬂgioxypﬂ%ﬂﬁbrﬂﬂb no 3-Methoxy-

dz=¢

-met hyl -pyrim am no
t hyl - 4- (4- meHye Wﬁr(ﬁﬂ? WLFE’I’?'I%"W'Q’%‘PTWV‘QW”HO 15
t hoxy- 4- (4- rrat(b-yﬂetﬁw;ﬁynmmsny@yybwmmmbenyI ani no

AR AR e e e R
I(r)]r 0- 4- ( 2- meBiGHIor@yH{4-thisthyl4ynrhioxyb)lvigdephghdaming

4-( 2- 20
i e
t hoxy- 4- ( 2- mgtMafiiyl-pr4-methyl-paringitiiosbpoxpirdweyiamiin o

thyl -
t gl'lgz ( Biﬁ : gin&éﬂﬁoxyhgiﬁyﬁ%ﬂrb?ﬁ%hﬁr@ - A8ky)-phenylamino

i or 0- 4- (pyri Mﬁ"@W'I‘RﬂVF'“ﬁHé?W)‘@WPHﬁ“‘%
t hoxy- 4- (pyrmemw.w ﬂ-mwmpmwy:am}a@enyrammo

t hyl - 4- r| on

th)c/)xy 4( (p);;yr &rp‘f'? é%};'%yﬁ@%%algﬁgﬁ%enﬂammy“ di n- 4-yl oxy} phenyl ami no
: Eg' f14( ?Zmﬂwwﬂﬁ(m*ﬂﬁ%%@xwwwwhﬁg‘mﬂﬁo 30

Ioro4(2 rrentgwﬂﬁ ﬁ%@%‘ﬁ)p 2‘ amno

t hyl - 4- (2- nef {%maﬂiﬂpwld}ﬂ'ﬁﬂym-pmvm no

t hoxy- 4- ( 2- ne{hykmpypihdin-EiBryfphéRinimoPhenyl am no

3-Methyl-4-{pyridin-4-yloxy}-phenylamino

S S55505°55 05
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3-Chioro-4-(pyridin-4-yloxy}-phenylamino
25 3-Methoxy-4-(pyridin-4-yloxy}-phenylamino
- 2-Methyl-4-(pyridin-4-yloxy)-phenylamino
P 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-._py;jmidi_nq-yloxy)fphenylaminp




4- (2- et hyl - pyri m di n- 4-yl oxy) - phenyl am no 35

3-Met hyl - 4--(6-met hyl - pyri m di n-4-yl oxy) - phenyl am no 22 December 2004
3- Met hoxy- 4- (6- et hyl - pyri m di n-4-yl oxy) - phenyl am no

-3- Chl or 0- 4W@0KER2AY | - pyri ni di n- 4-yl oxy) - phenyl ami no PCT/IB01/01646

2- Met hyl - 4- (6- met hyl - pyri m di n- 4-yl oxy) - phenyl am no

2- Met hoxy- 4- (6- et hyl - pyri m di n-4-yl oxyyephenyl am no 40

4- (6-met hyl - pyri m di n-4-yl oxy) - phenyl am no 22 Decenber 2004 WO 01198277
PCT/1BO /01046 -79 5 3-Met hyl -4-(pyrazin-2-yl oxy) - phenyl am no

3- Met hoxy- 4- (pyrazi n- 2-yl oxy) - phenylam no 3-Chl oro-4-(pyrazin-2-yl ox
y) - phenyl3am no 32wdﬁm-hyﬂyf&m(aayo)@}biﬁbnﬂamh@xy) phenyl am no

2- Met hoxy- 4- ( pyr m no.
4- (pyr azi n- 2-y| o%@éh%‘é'x@m noggx%ﬁﬁ&yam'ﬂo( 3 -nethyl -pyrazin-2 yl oxy) -
phenyl ami no  3- MBtlhigrar4- (pY(@mif?atlwrphepylaram n 2 yloxy)- phenyl am no

3- Met hyl - 4-( 3- rreymélthypy p@?a&ﬂ'zzyl%& gnyl am no
2- Met hoxy-4-(3 ra2| n-2- phenyl am no i 15
- Met hyl - 4- (3- mat%’?‘!}%‘l spyragin: %V'WbRglﬂ,ﬂHﬁé'ﬁ?/I ani no

G oro- (Eyﬁig*gfgﬁ?%f@%ayg% ami no
- Met hoxy- 4- ( 5- 8t Ay S PYGFT Y G RBsY T ACh o
&'{ EW 44( ?5W3mewmﬁﬁym¥}ﬁqﬂﬂ@ﬁ¥ﬁyﬁ?ﬂlm 20
oX r am no
- Met hyl y4 (5- m@hﬂfﬁb‘ﬁéé@eﬁﬁﬁnﬁ’%ﬁ%}égﬁ %%Wfrﬁo .
5)5 met hyl - pyr a 'thXYy‘? @@thx&hmﬁ?lhﬂmomm@ry@mlwo 4- (6- et hyl - pyrazin-2
xy) -4phenyl a@_mmy;&;@yﬁﬁg&% ,gz"(@_ggg}; g;lﬁwngm n -2-ytoxy)-phenyl am no 25

- Met hyl - 4- (6-ne I-r?razm I ox am no

- Met hoxy- 4- ( 6- %9? 3%9)”3‘2” HYE’XVTRBQWEJ“"\?henyI ani no

l\/:et hyl) 4- f} 6- Wfﬁ-bmbrﬁawswwﬂwaﬂm@z-yﬁswbmyzbagbnl 0 ;1 (ﬁ rrelt hyl - pyrgéi n
-yl oxy) -pheny I n- oxy p enyl am no

3- Chl or o- 4- (pyr|%Kaﬁlztﬂ§xy3gg§["6%t@¥mﬂﬁzé'§mg1\{'@ﬁ3'ﬂ% PYRMIRt hoxy- 4- (pyri dazin

- 3-yl oxy) - phenyl%Mﬁthw-(ﬂﬂmmyrazm-z-ﬂwb-ﬂ&nyianaeyI oxy)- phenyl am no

2- Met ho 4- (pyr (pyridazin-3
yl oxy) - ﬁenyl améngaﬁéﬂ'q"%WPMmg QMXﬂmenylamlno

2-Methyl-4~(5-methyl-pyrazin-2-yloxy)-phenylamino
4-(5-methyl-pyrazin-2-yloxy}-phenylamino
3-Chloro-4-(6-methyl-pyrazin-2-yloxy)-phenylamino
3-Methoxy-4-(6-methyl-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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.35 3- Met hyI -4- (6-nmet hyl - pyri dazi n- 3-yl oxy) - phenyl am no 40

- Chl or o-4- (6- net hyl - pyri dazi n- 3-yl oxy) - phenyl am no 22 December 2004
- Met hoxy- 4- (6- net hyl - pyri dazi n- 3-yl oxy) - phenyl am n
- Met hoxy- @ B8VMB{ hy! - pyri dazi n- 3-yl oxy) - phenyl ami no PCT/IB01/01046
(6-nmet hyl - pyri da2| n- 3-yl oxy phenyl am no 22 Decenber 2004 WD 01/ 98277

CT/1B01 /01046 -80 5 3-Met hyl -4-(6-nmet-B8 - pyri dazi n- 4-yl oxy) - phenyl am no
Chl or 0- 4- (6- net hyl - pyri dazi n- 4-yl oxy) -phenylamn o
Met hoxy- 4- ( 6- met hyl - pyri dazi n- 4-yl oxy) - phenyl ani n
- Met hyl - 4- (6- net hyl - pyri dazi n- 4-yl oxy) . phenyl am no
- Met hoxy- 4- ( 6- néMeftyl-pif-inefagtipyridagin-éyioxy)-phemdgntiaan no 10

—~
CD

-met hyl - pyri Q-@HoFb—ﬁ(@lranﬁﬂM}pr%@M%mxy hen Iammo

I\/Ethyl4(3rre pyri dazin- 4- I'am no

- Chl or o- 4- ( 3- mef FhOW‘KQjQEFhHMUCW’BMO OYlaRPA0

k//gt Eory44( g 3- mvbf—@wmﬁwpmdaﬁnwy@xmm Byt n25
ne, am no

Nbt hoxy- 2. ( 3 VKPR BRO YRR R SR RN o

(3 metify| - pyr i ¢Hzmethvl-pytidaein)d-yigdepmghidamino

thyl-4-(pyri 9%%hgllﬁ(:iyrin&@—%ﬁﬂdgﬂﬁ%}o%pngnyiammo

| or o-4- (pyridaz
t hoxy- 4- ( pyr$-galgiorf-@-mpetipkpyridazimétipkidmhenylzmino

t hyl - 4- (pyr'ﬁﬁﬁé!hﬂx)ﬂtx w-rﬂé}f))l-pyr%ﬁﬁl-xlyﬁ'ﬁ%%eny?anw# g hoxy- 4-
I dazi n-4-yl ox phenyi am™n - Iy azi 4-yl oxy) - phenyl am no
| or 0- 4- ( 1- r%%ﬁ@?)"*‘l‘ Sl HE@FZ'%‘S’VPWF'EWEH@WI anin

thoxy- 4- - (1 -2mehisky-d-(Faby-ppRkzif s kePeibnRivgRy | am no 25
e oG

2- Met hyl - 4- ('1- mei-Mythyl8-(pyrpipriaz eoxy)-phgdyexo phenyl am no, and  4- (1 -nethyl - |
H pyrazol -4-yl o z@b@(@w ound according to claim11 wherein
R4 is - (CRsR') )@(&m Qg%}fg?bﬁé'phég% erein mis an integer fromO to
3, and t is an |%M@Q@mea@nﬂdl@y}meny}anmmmound according to claim1

wherei nafR4 s - (LHdiffRa) nda;_.;n_a_ finoR9,  Wwherein mis an integer from
0to 3, and t S, &y ) él?ia nvﬁ’/hereln RO is selected from 3-

n I nte
pi peri di nyl and ZMp ‘%V’WF‘“‘&&’E’HY)@PEWW is optionally substituted with
1 or 2RS8 groums(pyrajaz;Mqamp)qmaﬁyimﬁcordl ng to claim!l wherein R4 is

(CRlGRl?)mC—C( ) 35 erein mjs an integer fromO to 3, and
t is an integer 3f 7 6%051(7 g%glRPﬂ-i pyrazowyloxy)-pheny}ammo

3-Methoxy-4-(1-methyi-1H-pyrazol-4-yloxy)-phenylamino
25 3-Methyl-4-(1-methyl-1H-pyrazol-4-yloxy)-phenyiamino
‘2-Methoxy-4-(1-methyl-1H-pyrazol-4-ytoxy}-phenylarmino
-y 2-Methyl-4-(1-methyi-1H-pyrazol-4-yloxy)-phenylamino, and
4-(1-methyl-1H-pyrazol-4-yloxy)-phenylamino.

-
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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 ) __\ﬂhg;gi{l} }glisﬂg‘r_lr:_i‘ngeger from 1 to 3 and m is an integer from Gto3.



-10. A conpound according to claiml wherein R4 is -(CRLfi R17),,,
-C=C-(CRt6R')t RI, wherein mis an integer fromO to 3, and2p DezemBer 2004
integer fromO to 5, wherein RO is selected from 3- piperidinyl and

‘4- pi peri di WO 01/28371 onal | y substituted with 1 or 2 R B group®LT/1idi/o1dyc
compound according to claiml wherein R4 is -{CRL6R17 )m C=C- (CR16R17) KR13,
40 wherein k is an integer froml to 3 gnd mis an integer fromO to 3. 22
Decenber 2004 WO 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, swherei niR1A domp&ﬁid%&&mné foqfﬂlmq(@é%:ﬁ R“ SSQ%Rieﬁﬁ)maéL@;(cﬁ(ﬁﬁ)))N@ SR .
13. A conmpound lt&cordl n alm | ,wherein

CRi 6R") , n- CHERIRIGE o i °3“ 1 ‘Wn@?%f"rfs R" f’%egghff?fﬂtoe & e’ BoNBRInd mii s
an integer Wicosh B"‘isme&ctedﬁoﬂ%(@Rﬁ@S@Mﬁd&C@NR?SRQ to claiml wherein R4
is (CRL6R17) m C=(; ( i,n K @e & and m
is an integer frg’m g%%ﬁ%]&%ﬂ%ﬁgn%%%& 1%‘?@5?% _{E&hgr% C%Bh’lR %g% ected
from - C( O Rtfrein iIgeRRIt:gerlin 1 BEENARISRYintedd from doApound according to claim

| whereyn R4 is 14 GRIGRLh@kEoldidg® r 18RI 1617
(CRL6RLY) , n- C=C- ( CRI6RL7) kRI3, V\r/%;ergllgﬁ 7%§e§n@|'snt_%m S R R HRhd mi s

an i nteger Whes Big @ '“?Qe"Sfm"Rl? § and myis o integer fo!PRPZFO 3R‘_‘{Eer?'§ RRISNRRY, i s
Ri b, and R herdn @hs%la%te@%mammma@qws talaata:(bmﬁdey -OR6, -S(0) R6
-NR6R7, -NR6C(O)R7, - NR6S - NR6COPR %_}%567 or_halo. 16.
conpound accor di FgPE8MRe ﬁF‘TOF‘EQat%E'?'éH[ ‘F’?%ﬁ‘?ﬁ%!—? JeGA<ASY RYRG P"‘

O 4[ |3) Met hy(CRERC RYCHCHOR'RS R yder@i Bych intdcer PorR @ td @aid iy draihibyenitbm B nazol i
n- 13 14 14 15 18 18
AV hoxy - ﬁﬁs *%%Ffﬁ ARG R B RaisR3 208 8y Cpfedlr arionaly sthsftiesty i n-6-y

| }- prop-2- @Rf/l $(C)Be tERIRIeNRIC(O)R’, -NR°SO,R’, -NR®CO,R’, CN, -C(O)R®, or halo.

i et Yl o S Dbkl & 0 KRR bl ooBiRldif i 3- V! et hyny! -

qui nazol i n-4-yl)
2- Met hoxy- N- ( 3- (4- [:Q-l?rrmewr‘c @yridin-Smdexyy phepyli-{Geiper gind-dethynyihinesdiiadiyito] - 25
qui nazol i n- 6- yhheprop 2- ynyl) acetam de’

3- Met hyl - 4- (2- et h h 6- din-4-yleth | - qui
[naz ol i n¥ 4 yl() 2131 éﬁe o¥qr(-N (3-?4—[3 rXethyl (pyFrjldlﬁ-%yy]clxy)(-pheggflgrﬁl%] cqlu[rllazollr%/-s-?ﬂ}- ynyt-qul

[ 3- Met hyl - 4- ( ropetynyl)-aqeyanidd n- 3- yl oxy) - phenyl ] - (6- pi peri di n-4-yl et hynyi - qui
lin- 4-yl)-am peg; - .

g?ﬁ/gt Ih(r;xy- NY( é ? 21 Fﬁﬁn@fq’ -G R DR Rl Ry RS- 3 -ani no] -

qui nazol i n- 6- iNazplinepyIPemipe) - acet ani de;

2- Fl uor o= N- (3-{ 4- Ba/maichyids 4.1%%%'(2raxfhy:%ﬁaiﬁer»,sao%yp)hemas& am no] - qui naz

olin- 6-yl}-prop-2-ynyl)-acetamd
2- Met ho&y- N (@‘T%Q'PSQ'%P'HWJM)(@EWWW pyri di n- 3-yl oxy) - phenyl ami no] - 35
qui nazol i n-6 yi } - alid-mehyRretndiyilBridih 34 PdHendl- fﬁﬂyﬁén@hﬂ-y%thynyl—qumazo!m—
onxy) phenyll SG Plperldln 4-yl et hynyi - qui nazol i n-4
[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-methyi-pyridin-3-yloxy)-phenylamino}-
quinazolin-6-yl}-prop-2-ynyl)-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;



am ne; 2- Met hoxy- N-(1-{4[ 3-net hyl - 4- (6-nmet hyl - pyri di n- 3- .yl oxy) - phenyl am no
] - quinazolin-6-ylethynyi}-cyclopropyl)-acetam de; 22 Decenbeipe2e@beV¥doa
01/98277 PCT/1BOL/ 0104 -82 5 E

N- (3-{ 4-[ 3- i Y/E2%- (6- net hyl - pyri di n-3-yl oxy)-phenyl ani no] - BUT/RIG1946- 6- I
}- al lyl)-2-nmethoxy-acetam de; N-(3-(4-[3-Chloro-

- (6- et hyl - pyri di n- 3-yl oxy} - phenyl am no}82qui 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
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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
intraocular melanoma, uterine cancer, ovarian cancer, rectal cancer, cancer of the anal reéion.
stomach cancer, colon cancer, breast cancer, uterihe canoér, 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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5 the endocrine system cancer of the thyroid gland, cancer & d¢pember 2004
par.at hyr oi -cancer of the adrenal gland, sarcoma of soft tissue
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acut é | eukem a, |ynphocytic |ynphomas, capncer of the bl adder, cancer of the
ki dney or ureter, renal cell carcinomg,™carcinoma of the renal pelvis,
neopl asns of the central nervous system (CNS), primary CNS | ynphons,

spi nal axis tunors, brain stemgliong, pituitary 10 adenoma or a

conbi nat i f one.or nore of tQ’F @ore 0i ng cancers.
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medi cament for the treatnent of "abnormal gr owt
phar macellt i BB FATBRIGF oferRE MoreA tariniegobe cases mal cel | growth in a
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treating abnormal cell 9 rmaceuti ca
20 tumor agent selecfed from the group con&stmg of mitotic inhlbitors alkylating agents, anti-

metabolites, intercalating antibiotics, growth factor inhibitors, radiation, cell cycle inhibitors,
enzymes, topoisomerase inhibitors, biological response modifiers, antibodies, cytotoxics, anti-
15 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.
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