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Neurosurg., 106, 680-686). Similarly, Scheppke et al. (2008, J Clin Invest., 118, 2337~
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retinal vascular leakage.

20 Furthermore, Src tyrosine kinases fully mediate VEGF receptor signalling in
vascular endothelial cells. Thus, activation of Src kinases resulting from stimulation of
VEGF receptor or other growth factor located on endothelial cells or progenitors triggers
angiogenesis, a response which can be deleterious in retinal and corneal diseases and

which markedly contributes to tumor development and metastasis migration.

25 Several classes of compounds have been disclosed that modulate or, more
specifically, inhibit kinase activity as potential treatments of kinase-mediated disorders,

particularly cancer.

For example, WO2001038315 describes aminoquinazolines as inhibitors of cyclin-

dependent kinases.

30 WO2008068507 describes pyridinylquinazolines as Raf serine/threonine kinase

inhibitors for treating cancer.

W02008079988 describes quinazolines as PDK1 kinase inhibitors for treating

proliferative diseases such as cancer.
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-NR6-, NR7CONR8 or NR7SO2NR8, and Y is -00-,-0-,-S02-, - CH2-, CHO—l—or-NR6-
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and the |ike. RO/ 1410 are i ndependent ly selected from hydrogen,

Cl- C4 al kyl , TheyeMedalekyahtlyHapiecksyabaal Iythis rgprdct, theattdohssases ofdNe baskt ogen,

-CF8, =Q.the 'y Bhy twmajsfﬁculwm!engﬁﬂglta@ﬂ & @)ﬁg Q!R%over(/cgs' - 04
al kyl) NR 4R ( -C4 aI kyl ) NRACOR5, -(Cl-C4 al Kk

Wi th RECASRICRS by haéjfai”ﬁ’éﬁ H?f\?%peuf'ﬁé)pé'ﬁﬁiwo%rr‘ﬁgf HTe 'E”ﬁét F‘?Wéﬁ‘teﬁbﬁ”ﬁim%?feébnt a| n

one or f@Bhe of Akidtbel6@Af tethe BRCBUSR d#Ops, @ﬁnctehne :@ﬁ@sm@ﬁv@fd@@yﬁmf%au@e
carbon at ref@re exi st of di astereoi soners

SRR IR L ety S S S R vk S R s

al | suchitdbis fer eqglisdnesislaaind, Mmaltaries Heher@obe potent enough towards their
30  molecular target, to present physico-chemical properties allowing crossing of cell
membranes, and to be sufficiently soluble in agueous medium to be applied as solution

onto the cornea. In addition, it is crucial that such drug molecules are as colourless as

possible to prevent staining of ocular tissue which ultimately may interfer with vision.
Furthermore, patients enrolled in clinical trials must not be aware of the nature of their

35  treatment, which is obviously biaised when the active ingredient preparation is “highly”
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i nvention. A prodrug may be a derivative of a biologically active substance
(t he "parwotodvaIgssor "parent nol ecul e") that requires PCAEPR@OMIOT4HDON
within the body in order to release the active drug, and that has inproved
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Ch12)avg§¢gg$%£%z-[( CH2)cY(CH2)clin where mis 0, nis 1, cis 0, dis O
or 2, 1" s - “or is absent and Z is imdazoline-2-one or a poperazine.
According to one enbodinment, X is branched in position 3 or 4 of the phenyl
noi ety. R3 iAnghef éezbtey oCThEprasday| invertios pr &f gerabtiy «GHdounds which are

Al t er nat | P34 - . preferably a nethyl group,
substit%¥%§h§fPﬁgﬁgiﬁggﬁgﬂﬁgéfgk%%gygﬁggpgoﬁH. Alternatively R3 is
preferably an heteroaryl group, preferably pyridine, Al ternatively
R 3 is pref epdditigna faetuegsoayt lededrkgdes pir tfeep@bént jpyemtaln dilhks spt peth di ne,
azepi ne i i jne, r f Y, I di -

At B e e B A R e et A et P b B R"e8" wher e
RO i s pfé¥ePableyrnedodm, PCOURE, ofNHCH3] esoBCotYsblirits TBE eliectiesennd ofthencl ude

those ofdddneadexasmtias phaksi avdnlioRaklii &l raslideheafPlaki@Wendpy anskdshel theal t,

hydrate, sol vate
y elements and combinations particularly pointed out in the description and appended

claims.

20 According to one embodiment, the invention concerns compounds having the

structure (1) as well as a pharmaceutically acceptable salt, hydrate or solvate thereof :

SN
R1 X—R3
A
R2 N" N
H

(I)

[\
wh

wherein :
R1 and R2 are hydrogen, C1-C4 alkyl, aryl, heteroaryl, -CN, -halogen, -CF;, -OR4,

R3 is hydrogen, C1-C4 alkyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, -CN, -CF;, -
30 OR4,-OCOR4 -COR4, -NR4R5, -NR4COR5, -NR4COORS, -(C1-C4 alkyl)OR4, -(C1-C4
alkyl)COR4, -(C1-C4 alkyl) NR4R5, -(C1-C4 alkyl)NR4CORS5, -(C1-C4 alkyl)NR4ACOORS5,



WO 2010/ 076238PCT/ EP2009/ 067494
[ 6- (2, 6-D et hyl - phenyl) - qui nazol i n-2-y1]-[4-(2-pyrrolidin-I-ykethoxy)-phen
yl]- am €0 2010/076238 PCT/EP2009/067494
4-Chl oro-3-{2-[4-(2-pyrrolidin-I-yl-ethoxy)-phenyl am no] - qui nazol i n-6-y1}-
phenol ;
(R) - 1- (2-1§ £ [080¢ 2 06 -(Bnet\H{ 2 )on P GHRMRY 6 c 2ry( Q) ABKChn_HB )&t hyl | p
yrrol i dcmgc2ceiaydexyetdsn aci d; _ o
1-{4-[6- (2, 6-D net hyl - pheny1) - qui nazol i n- 2-yl am nol - pheny1}-3-(2-pyrrolidin
-lyl-ethyl)-im dagadl, cdind-2ar@nedependently 0, 1, 2 or 3,
1-(4-{4-[6-(2, 6-Di net hyl - phenyl) - qui nazol i n-2-yl am nol - phenyl ypi perazi n
10et hanone; eis 0, 1 or 2, and
(4-{4-16-(2, 6-D net hyl -phenyl) -qui nazol i n-2-yl am no] - phenyl} - pi perazin-1|-yl
) - p‘yr i di n-4-yl - megtranoe;independently 0 or 1, and
1-{4-[6-(2-Cnhl oro-5-hydroxy- henyl%- qui nazol i n-2-yl am no] - phenyl) - 3- ( 2-
pyrrolidin-1-yl - e¥h§l-FOr nPdaz@l-i-di-R=-2Chedt-, -NR6-, NR7CONR8 or NR7SO:NRS, ,
2-114-[ 6- (2-4£d or o- 5- hydr oxy- pheny1) - qui nazol i n- 2-yl ar ni no] - phenoxy}-1- ((;
R)-3- d ethylam no-pyrrolidin-|-yl)-ethanone; _
1- ((R) - 3- Di et hyl\a@i-00- pyr Fobi-dich; |, -oHH-3r-pvksl Sk Zodinrell BRRRY o piFenydd - qu
nazol i n- 2-yl am no] - phenoxy} - et hanone;
1- {4-[ 6- ( 2- Chl or & & dypeltax fropherydrbuptonagolg oF Ak ey, eterpbaimeldy a2 -
rnet hoxy-ethyl):inm dazol.i di n-2-one; — ‘
ST THTY - AR a oA RSyt fes GurRisser Agesd- BhtRsneRitenol ;
[ 6- (2, 5- D mefrdrplonphenYyEr - qui nazol i n- 2-y1] - (4- pi perazi n-1-yl - phenyl) - am ne;
4-Chl oro-3-{8-nmethyl-2-{4-(2-pyrroliciin-1-yl-ethoxy)-phenyl am nol | - qui nazo
lin-6- yl1}- phrfdt and RE are independently hydrogen, C1-C4 alkyl and where R4 and R5
[ (R) - 1- {(defihr k6n (AnChlsor arepntyl AXY - phenyl) - qui nazol i n- 2- y1i no] - phenoxy) -
acetyl)-pyrrolidin-3-yl1ll-dinethyl-amonium WO
[2(010/ 0763382%7%2%1@?45@67%5 etadently hsﬁdrogelr;, C1-C4 alkly_l ang wlhere_ R7] ancri] R8 |
s 1-(2- -(2- ro-5- roxy-phenyl)-gui nazol 1 n-2-yl am no] - phenoxyl ac
et %\’- pyﬁgﬁgai{ﬁea Fﬂé %’-rV‘lEigdf Hﬁ"%r@(gﬂﬁ%ni um . .
4- Ol or o-3- [ 2 ( FMAL IR RN RDSRYI AT el TR ki 9yi DAz oL 1 ns &-pek] - pheno
’ in the sense that they mean “at least one”, “at least g first”, “"one or more” or “a
plurality” of the referenced compounds or steps, unless the context dictates otherwise.
More specifically, “at least one” and “one or more” means a number which is one or

20 greater than one, with a special preference for one, two or three,

The term "and/or" wherever used herein includes the meaning of "and”, "or" and

"all or any other combination of the elements connected by said term"”.

The term "about” or "approximately” as used herein means within 20%, preferably

within 10%, and more preferably within 5% of a given value or range.

7w

As used herein, the term "comprising”, “containing” when used to define products,

2
W

compositions and methods, is intended to mean that the products, compositions and

methods include the referenced compounds or steps, but not excluding others.

As used herein, the term “halogen” as a group or part of a group is generic for

fluoro, chloro, bromo or iodo.

30 The term “cycloalkyl” means a saturated monocyclic carbocycle containing from 3
to 7 carbon atoms, more preferably from to 5 carbon atoms. Examples of monocyclic

cycloalkyl radicals include cyclopropyl, cyclobutyl, cyclopentyl and the like.



(R -1-(2-{4-[6-(2-Chl oro-5-hydroxy-phenyl ) -8-net hyl - gui nazol i n-2-yi am no] -
phenoxy}-et hyl)-pyrrolidine-2-carboxylic acid;

1-{446- (2varbwywgeBshydr oxy- phenyl) - 8- net hyl - gui nazol i n- PCFIER200005H4pheny 1} - 3
- (2-pyrrolidin-1-yl-ethyl)-imdazolidin-2-one,

(R-1-]2- (3_{, %6 (2-Chl oro- 5- h?/droxy phenyl) - 8- met hyl - gui nazol i n- 2- Iam no
1- phenyl}-2! RSk BE TR ASEEISY oAl yIFaRt /iy FAEIER oPPEe et 2XesleH e rey

101- having from 3 to 14 rmg members, preferably from 5 to 10 ring members and more

4-[6- 5-h | li n-2-yl heny1} - 3-
{5 CR st Rk R o8 s et e S R
1- (4- { dmpbrbess Chtaed fromhyithoguy,- @Iygayla)wd&urmuhyhd glmlmzmiptsaﬁa'dIyydLamInm&:d

phenyl } 1 an - i

(- Crn o B T BB el 0e R RAbIes of RSt Hor i WAZSE NI 2 9N SnP RSNy y
pi per azpinerbzipe) moypliading-and yhe et hanone;

(4-{4-[6-(2-Chloro-5- hydroxy phenyl ) 8- net hyl - gui nazol i n- 2-yl ar ni noj] - phenyl

) - pi perazi P I n .

La- T [ 60 (oI P Reste RO T Bisvln 2ot SPToROIGH aptionaly

noj - pheﬁsblstlwtpfémtbuf%ﬁ@ns}'/p)Rp@rmdutlns 2Expm et hhmyherc!ude phenyl, 1-naphthyl, 2-
2-{4- 1654 F% Q]I or 0- 5- hydr oxy- phenyl ) - 8- met hyl - gui nazol i n- 2-yl am nol - phenoxy}
- 1- ((R) 3-di et hyl am no-pyrrolidin-I-yl)-ethanone. According to
one enbodi nent, the conmpound of the Invention is a salt of conpound of
forfula 1, |ﬁ1%p@m fhetewabddinmants  ars afcanaial mong- ehlbiyiaad hategocycle having
Accor di pgmt 91n8 rmvg%@%g@ grm&%bweﬁaém é&% Qﬁgﬂ%‘:ﬂgérsowclﬂecoh% {‘Bhf?[}r have

a water solubility over 0,1 ng pH range of 4- preferab é H range
of 5-7, mé’[ﬁ:ﬁet&éoaé‘?/'@r”ré?b'ﬁéf“bér%s%ﬁ?ﬁ fraIn nytrggpr},m@erbpnqgsqlpmprb@ncbw lie over
about 10;5‘€ﬁfn|31Iy &bbﬂlt@dédrﬁaﬂgﬁﬁmzfnd?om?\lo m.a@@@%@%&&%&%%{r@@%%e

Accordi n Ito one . enbodi mel tt t he conpounds he | nventi on have a linmited
col our, BP& BEMSTY ot nep 2 e e trifselsr By Hj”iﬁa?)cg 1 ow. Preferred conpounds

of the present invention act primarily on src and/or |yn Kkinase.

|ACCDT< di ng tOR@moerm@dinaepéndehhe Wd rré@noﬁydrb@ed,nrc_@m QifcyRr %y@bﬂkﬁﬂdé or

yn I hase i r ne e | t ounas

of the 'I;ist\el’roﬁyf %LIS[I HEY' Reteroa Aaﬁ\?aﬁ'a‘ @g (I‘F%I &&% ngﬁgnﬂfg{ﬁs'éggﬁﬁgggebusl y

| ess t hlamQ@ORﬁM(ce»@nafmo@zzadvfam:agﬁmvsNy4mass(q1ham all9)nRaondspr@fhiecabl y

| ess thg Ry he conpounds of the
'hﬁ%&(}op‘iycowﬁ ng essg%?u r{éﬁ% v

| nventi on n wth an I advant ageously | ess
than 100 nM even nore advant ageousl y I ess than 10 nM and preferably | ess
than 1 nM The compdgcieraditing irtvenidere menbodiamentie ot here chirel q@noes dieetause

CO”WS' «Bf' t@\@spr {Qcé’%if @%ﬂﬁ\%tr@g cam%r‘? aM%@Cthgf rrti thlepéfgr%t é@& AN amber

phar maceut I cal acce e carrier of 'aqueous ed
her ei n, oft H@SWWOWﬁrWﬁ’Ee"uPI cablyjecrbeayitabpe’ ea?*éfcérfél F@“tfﬁarﬁi@er@eﬂh@m do

not p_roﬂlé@@eﬁﬁii@@dfﬁd@gﬁere%HoﬁI&é sn®migLhartndpwant ed reaction when
adm nistered to an animal, or human, as appropriate. As used herein,

" pharmaceutical |y acceptable carrier" includes any and all sol vents,
di spersi on nBAFEIS &gats REShe Aorirsasterd aForamde dneier alsgapart of the present

invention. A prodrug may be a derivative of a biologically active substance (the “parent
25  drug” or “parent molecule”) that requires transformation within the body in order to
release the active drug, and that has improved delivery properties over the parent drug
molecule. The transformation in vivo may be, for example, as the result of a process,
such as chemical or enzymatic hydrolysis of a carboxylic, phosphoric or sulphate ester, or

reduction or oxidation of a susceptible functionality.

30 The term “compound” herein is in general referring to compounds of formula I, or
a pharmaceutically acceptable sait, hydrate, solvate, crystal form, individual

diastereomers or prodrugs thereof.



20 agents, isotonic and absorption delaying agents and the |ike. The use of
such carriers for pharnmaceutical active substances is well known in the
art. ExargDes10af76238i t abl e pharnaceutical carriers are deSTHEPR@I/0HTI4

"Rem ngton's Pharmaceutical Sciences" by EE W Martin. in a preferred

enbodi nment, the conpounds of the Invention are fornulated in accordance
with routind Pris€liAERrdaace WihainAeE ERtioRalthe SHBWENG Flsuctaeh sheid@ctesistics

adm ni sdreauirenAtly rdfl@e® )R anPUpRbetiBBicampirRebh Ve thegbe@bendssi):such as
anti-inflammatory agent, chenotherapeutic agent, anti-cancer agent,

i mmunonodul at ory agent, gene-based therapeutic vaccine, inmmunotherapy
product , the%hﬁ@%?%%a F%@Bﬂy”ﬁﬁﬂpﬁ¥aﬁPWﬁbWW”W|nase inhibitors can al so be
i ncorporated into the conmpositions. According to one enbodi nent, the

conpounds ofrft he pPé‘%?&ﬂI suﬂé&ﬁm@uom.w kd e B0 fdruhakegk1bos @@fceznfaﬁ(ryﬁ'
adm_nistrati ted for injection via the intravenous,

|ntFﬁnu@%ﬂ?&%“’§ﬂﬁcﬂ?@ﬁ@b@§9ﬁ%?mévgﬂ PhtPlperitoneal routes. The
preparation of an aqueous conposition that contains a conpound or conpounds
of the Inventi @préickdbiPe phiehil dhdtiBeusdtitlded Afit ROS R4 'R@Otnl‘:"?oﬁﬂ&ns » N5 bi ght of
the present disclosure. WD 2010/ 076238PCT/ EP2009/ 067494 Typi cal I'y, such
conposi tions_ can be epared as injectables, either as liquid solutions or
suspensi ons; R%Bﬂmﬁﬁ¥@®W§V®@E?%Bfé“*%w using to prepare sol utions or
suspensi ons upon the addition of a liquid prior to injection can also be
prepar ed; aq@5$&@ﬂ9£@E%QQ%BQnS can al so be enulsified. According to
anot her enbodi nent e conpounds of the present invention will be

formul ated for topical adm nistration of the conpounds of the invention,
especi al | y fAterpplévely dat peeherably (G6pheMEChi )P WiereradeOs b iTReVpisear ati on of a
conposi tion that contains a conpound or conpounds of the Invention will be
W tlm n the S/Ki&lhkamel\; 99§Fréf&a¥)§e(cﬁr)tafvv('c@2 b' g@%h%lft?aﬁ’srﬁst?%t bgbé%'l%ur e.
Typi cally, such conpositions i cal ni'stration can e prepared
as oi ntYentO-gef YoF -€fe drops. The toplcal opht hal mi ¢ conpositi on may
further be an in situ gelly aqueous fornul ation. Such a fornul ation

conpri ses a /Q?érhét'\gzlyagqgrpréf&aﬂlyc?(‘@:ﬁ%mkh%l]r%ti SEEHR VI IATRE IR | N9
upon contact with eye or he exterior of

eye. Suitapsé- gePl9 g '%Sé?ft% ¥ nél 0€®, obif 2&eet r@@ﬁ iu*%n'rﬂ@ézqftﬁ\e 4 REE MHSRt i Ng
pol ynmersipstaeheas tetra-substituted ethyl ene diam ne bl ock 15 copol yners of
et hyl ene oxi de and propyl ene oxide (e.g. poloxanine) pol ycar bophi | ; and
pol ysacchari des such as gell an, carrageenan (e.qg., a- carra eenan and

i ot carrageéﬁ&ﬁ?“m%ﬁ?ﬁﬁ@aﬁ“ﬁﬁﬁ”§ﬂbl%d?é”@@ﬁ@d‘Th@ﬁﬁﬁWa e # P siieuPkfaly| abl e”
as usedmberei n enbraces not only liquids of |ow viscosity that formgels
upon contact with the eye or with lacrimal fluid in the exterior of the

eye, but also nore viscous |iquids such as sem - 20 fluid and thixotropic
gel s that exhi biRFEGBRY &htFapy mPé?é’é%fé'a’bV Sosity or gel stiffness upon
adm nistration to the eye. Accordi ng to anot her enbodi nent, the

conpounds ofmté}ﬂaaﬂr&ﬁ@etlsIM@nthmxwdrbu@eprfeer@m{,%t ﬁ@trmrgr&i;alsubsmuted
adnlnlstratlo ounds of the Invention. The preparation of a

0
conposi ¥Rt re@8df8ﬁﬁg%3yéaﬁpound or conpounds of the Invention will be
within 75 the skill of those in the art, in light of the present
di sxj osure. JYGQh@@JeIWRE\%J@ﬂM&Qﬂp%lHét@r@@ryﬁ@FOLQJ" ter&@mlyhBidil 1 on can be
prepared as |iquid solutions or suspen3|ons tablets, tinme rel ease capsul es
and ot her SO|IdS for oral admnistrati Accordlng t o anot her
enbodi ment , H%”@Bﬁﬁbﬁﬁd%pﬁﬁe@H@fb?%@@ﬁYdPﬁﬁﬂnPﬁﬁﬁ?ﬁbﬂm"ﬁé fSr RPEHEBE, f or
intrat Lmz@bade prbatdirkt drahb@hole, mmecm@mmmﬂﬁyr%ncme | nvention. The
preparation of a conposition that contains a conpound or compounds of the
Invention will be within the skill of those in the art, in light of the
present di schBREOFE/ETRA '8 Areforabliia hetevpasal i e bstiptgdny it Rontshare RO is
adm ni sgrieftrhion -canHhequrepalied.as di scl osed above for the other routes of
adninistration Accordi ng to anot her enbodi nent, the

ounds of the present invention will 35be conbined with

QhalnDIod?ﬁawwymédgéﬁFdBW%“BPé@@PQ%ﬁFW%%OfVWS%B%?W?S@ﬁﬁ%hc@r@““?@ﬁr
2010/0ﬂﬁg3&RﬁWh@R&ﬂQﬂéG@349ﬁwﬂ@@§§&a&bon enhancers, buffers, sodium
chloride, and water to form an aqueous, sterile ophthalnic suspension or
solution. Ophthalmc solution fornulations may be prepared by dissolving a
conmpound i n a physiologically acceptabl e isotonic aqueous buffer. Further,
the ophthal mc solution may include a® ophthal nol ogi cally acceptabl e
surfactant to assist in dissolving the conpound. Furthernore, the
opht hal m ¢ solution may contain an agent to increase viscosity, such as
hydroxynethylcellulose hydroxyethylcellulose

o o I L T - o M



hogs, sheep, horses, dogs, and cats), primates including humans. The terns
"patient"” "subject in need thereof" are in no way limted to a speci al

di sease sweatw/07p138enconpasses both patients who have alPc@adrgoodevaboped a
di sease of interest and patients who are not sick. As used herein,
the ternms "therapeutically effective anpunt' are nmeant any anount of
conpound or [CotdpedireBr!PharY wArinagline? vl He(hPurelitaryedkponsdesyla

ti ssue,ammemal , or human, cell, organ. According to one

enbodi nent, the said disorder involving tyrosi ne ki nase dysregulation is a
di sorder associated with increased vascul ar perneability. 10According to
anot her enmbotiHRRe-3-t #é44 iRy @ idipr el efhervl- Qh%'%W'PB%HH'@aR‘?"ﬂa@é{'}‘
dysreguprnonn is a di sorder associated w th angi ogenesis. In
preferred enbodi nent, the disorder involving tyrosine kinase dysregul ation
is a disorder associated with a src and/or |yn kinase dysregul ation.

Accor di ng to(F%h]e‘(%‘r{ﬂd@iQ?e‘i"iﬂ‘mﬁ‘ﬁ@'@‘é\?‘ﬂ”ﬁﬂ%’ﬁﬁﬂéﬁ g i’i\?ﬁi'wln@ﬁeﬁ“}?r‘&@ﬁéﬂki nase 15
dysr egupatdi@dmel 3-cs@loggiestid;n the group consisting of myocardial infarction,
stroke, congestive heart failure, an schem a or reperfusion injury, trauna,
cancer, oedema, arthritis or other arthropathy, retinopath

vi treoreti nal idi$ests D‘@P%é?ﬁ%m?bﬂP'ﬁé?%‘&f%y'a”ﬁﬁ%h%ﬁ”y eaéﬁaovrr%'éimai ng

di abet i g-avagimrdaeedena-ofwacul ar degeneration, gl aucoma, autoi nmune

di sease, vascul ar Ieakage syndrone inflannatory di sease, oedenm,

20t ranspl ant _rej ecti on rn, or acute or adult respiratory distress
syndrone (ARDSS:{4-[6-( 2,6- D'Vﬁ”&’r‘r@f‘ﬁ'@r') SHWSH?'WE%TV'a’?'H%th%FrYé} “BiFG{AZIEd ¥t hods

of L(reasthagorad opht hal m ¢ di sorder associated with increased vascul ar

perneability , including the adm nistration of a therapeutically effective
anount of one re of the Inyention tqQq a subject in need of
such treat mefit: 04-1672,6-B17 n%g P - BB Y 2 rré“ear'g %P‘H\??’Hejdyﬂet hods

of treapyrign-a-gubgwahotdavi ng or at risk of having cancer including

adm nistering to the subject a therapeutically effective anount of one or
nore conpound of the nven tion thereby treat the subj ect

anot her enbog‘{ & H@Fcé airyg%yo'?)?ed‘éé %?Wh oYleinedEhRgY'a- %iﬁ%j ect havr ng
or at rpwkolain- hia,\rieng/lbedieamhand.tomeangi ogenesi s including adm nistering to
the subject a therapeutically effective anobunt of one or nore conpound of
the d nventio t he tin bj ect.. . 4

5037 0 a2 3BPH ERoGa0 bk T aroky e A%%ﬁ(’i%}?%'ﬁ%%]i%‘ﬁ??x\i}ﬁéi(éR)éPé

pr ovi dedireeHadscofy rtalidat-i ng)-ethsuddject having or at risk of having macul ar
degeneration including adm nistering to the subject a therapeutically
effective a 0 the | nyent thereby treating
t he subject. nPLm{) QD'm &y?am'f‘ﬂé)ryrmﬁ%mdyng f{4t[g ééqar eetbi[o?/ é@ nmet hods of

t r eat i nguinazlibj 2 gl et pignory atthaingke;of havi ng di abetic reti nopat hy
including adm nistering to the subject a therapeutically effective anount

of one or no 0 (\on,. eb the subject. In
anot her enbo%r [%n&ogﬁ@roe%aéyg%iy 831&'8 %?#ggé% %a{mno téhﬁg ?L(]%j ect having
10 ¥r amtettiogk- %hviha'mdngolrmc@icme oedernm, including diabetic macul ar oedenm,

i ncl udi ng adm ni steri ng to the subject a therapeutically effective anmunt

of one or no C I [ I eal ct

I n anot her eﬁnggd@xzogg herghgtrhgg%) g ’%Qfﬁggéz%i‘n ?&e}at |Chg§%%§uhﬁﬁéct
having or at risk of havr ng gl aucoma i ncI udi ng adm nistering to the subject
a t her apeutifgald,§-OiGettefpbetyy-guaapelimt:2-of]- GRpiperazimot ¢-cbapouachied; t he

| nvention, ther eby treating the subject. I n anot her enbodi nent,

D P A TN o koot A VPSS e Py e o 1

ef f ect i vie-depaint of one or nore conmpound of the Invention, thereby treating
t he subj ect. I n anot her enbodi ment, there are provi ded net hods of

tr ing a s f k of hav , |tre et ina i sea
mgﬁidi ng adﬁi@n { ?E#Q?’ 8”{8 suiﬂj 'SEY” phe%‘é g' u?'i ca aym’gf’# gﬁ% arrount
of one metsrrbrperroodrpcﬁmidi dohethlyeainmwedmpn, t her eby treating the subject.

I n anot her enbodi nent, there are provided nethods of treating a subject
having or at risk of having inflammtory di sease, including adm nistering

to the subject a therapeutically effective amount of one or nore conpounds
of the Invention, thereby treating the subject.

9



In yet another enbodi ment, there are provided nethods of treating a

di sorder, including an ophthal m c di sorder and cancer, associated with
conpr om SO 208806238r perneability including the adm ni sPCAEPRIVIO67494
therapeutically effective anmount of one or nore conpound of the Invention
in conbination with an anti-inflammtor gent chenot her apeuti c agent,
anti t unor al %@hﬁﬂ?ﬁ%@nﬁ%@&i@rBvqr%xg@ﬁ@nv yaweardsedvigryinol-phenoxy}-

2010/ 07R288PpIrERZOBY NEiFdSAyLHRFRARME I C vacci ne, i mmunot herapy product,

t herapeutic anti body and/or a kinase inhibitor, to a subject in need of
such treatnent. Adm ni stration of the conpounds of the Invention,
especi al | y fbFhoENBHR MA-BY HprYmethw|- BRRYIarIng- éf@?t@bﬂ guigzqligph-wHrphenol;

adm ni strati on. However, the invention is not limted to topical delivery

inthat it akso.-inghydes. E9broR XAy | Heh PG REn Al RS IO L AR ect i on,

system ¢ delivery oral or other parenteral route such as for exanple
subcutdﬁ§@9§f}PHWPdWﬁ§@QV§r2Cﬁﬁpﬁﬁveﬁﬁﬁs admi ni strations) or intratunoral
delivery. In yet anot her enbodi nent, there are provided nethods of

del i vering a; -¢RnRounehigfo-t Mty esHehon- s*_ﬂwekﬂgﬂ JRaekoRd- ztwﬁnﬁx@,phgm}r@t hod

|nclud|ng preparing a conposition to incl ng a pharmaceuti cal |
effectlgéﬂﬁﬁﬁﬁﬁtl"@ﬁwlé%@Fﬂ$H§‘%@ﬁﬁound of the Invention and deI|ver|ng
sai d conposition to the eye of a subject in need of such delivery.

In yet anot hex- 1esz@@h{lzce[@t<z ERBFEL 5 3yRrdXy O SO H- gra{émﬂsqmazeﬁ% HVREIHE 2

compound of the [nvention intratunoraly, the nmethod including preparing a
conposﬂﬁﬁﬁﬁwl%@VﬁdWH@Z@“b%érﬂﬁégﬂﬁiEﬁT@Vm3¥?é€ﬂFVé“%ﬂ%%ﬂt of at |east one
conpound of the Invention and delivering said conposition to the tunor of a
subjoect in need- [@f(zsembrdﬂelﬂyu&w phenyl)- 8 meT!QﬂR{uﬁfé@Bl‘ﬂw a-\ianpesiphkan 1 of- the
| nventi gn ecifical al mc conposition or antitunora

conposﬂglgﬁ?3CWW%W%ﬁgﬁPN@§V1v”b}gﬁh@$¥@ 'AAFAKAIBT e or nore conpound of

the Invention is placed in a vehicle as is known in the art. For exanple”
t opi cal Ophth@_rmc[e,t@r mbad 5 ON@r&QRS RInY NG nedt By I isa 28N e 20j18lesed in US
5,041, 434, sust d rel ease ophthalmc formul ations of an

opht hal qu@rﬂﬁmgﬁ@ Ly | ﬁaW%]ecular wei ght polymer to forma highly

vi scous gel have been described in US 4,271,143 and US 4, 407, 792, Further

GB 2007091 des¢a-ibes- mm@hh&bm@he@m@s&bdwnq'u;rnaiche iQFdMEﬁ$]-§h@QJI}—

co r|SLn%,an~§g§eous eg_ﬁ ‘%F of a carboxyvinyl polynmer, a water-soluble
basic sUBSEARcEY Y S Spht M MY %rug. Alternatively, US 4,615, 697,

di scl oses a controll ed rel ease conposition and nethod of use based on a

bi oadhesi ve @nglc;w@sl(zeaﬂdrags agedky-psue)-8smathyaftinazdint b -gemabor-yhagent .

The annunga%n B ouyn §n Jthe. Invention to be admnistered and its
concent?at6n 1Mt e co 0sT't |ons tsed in the nethod of the Invention
depend upon the sel ected dissol ving agent, delivery system or device,
clinical condt{4-06-(pfCHidre-paydrery-phshde 830ecef/f-qaihazdind?-gtaatindi-plyerofi}-t he
compou 0 Thus, the physician enploys the
appropr?%%%gmreﬁgrp{ﬁgﬂg Zﬁ%%ﬁﬁwhg the appropriate concentration of the
conpounds of the Invention and sel ects the amount of fornul ation

adriini st er ed2-{ddpefrdCingraiporydedxiyrpiaaly|) e« pethyaruenasblih 2ayighwenppabdent or
with si /Q{6238PCT/ EP2009/ 067494 In
anotherpzhﬁd%Pﬁﬁn yBFh@féyﬁgeﬁ%ﬁo égégbg%cesses for maki ng one or nore
conmpound of the Invention or its pharnaceutlcally acceptabl e salt, hydrate,
sol vat e, cryastcatdifiortm sad tenardimedi vihduedmplbast ef eoprehrsebter eofa salt of
There i t f t f the conpounds of
t he |nagﬁFgﬁhg(9k$ﬂﬁ%?Eqﬁ5$88h9§hﬁ§9g%%“ %ﬁ;&h?@% ?heﬂg?%thetlc organic
chem st. Thus, conpounds represented by Forrmula | can be synthesized
according t oAanaﬁreJim ese geSerredethhodirtdre, kthe errapamelsafidhanevaemioh-Havevin t o

one,sski . I | i " Advanced iC
char sty <R g HPE3) o'ehf GRBL W 8. LERRIPL o Y RS SHPRY

Tr ansf d?%@ﬁtalbent' 0,2/ ®diat iaopH (rwgeeyﬁ R fOCEXéLral’f)l@cwer dHandbook/rof at a pH
Fbteroq¥g%égfgqyChenlstry , 2nd Edition (Perganon), A R Katritzky),
review ariicles such as found in "Synthesis", "Acc. Chem Res.', them
Rev", or primary literature sources identified by standard literature
searches online or fromsecondary sources such as ' Chem cal Abstracts" or
"Beil stein". Conmpounds of the invention can be synthesized by nethods
anal ogous to those exenplified in the Exanples herein for certain
representative conpounds. Using the prwocedures described in the Exanpl es
section, and well known procedures, one skilled in the art can prepare the
conpounds di scl osed herein. I n anot her enbodi nent, there are
provi ded kit |nclud|ng packaglng naterlal and a conp05|t|on contalned

e e o



Each docunent, reference, patent application or patent cited in this text
is 10 expressly incorporated herein in their entirety by reference, which
means t hawoip101238d be read and consi dered by the read®CTa&R2Wa067404 t hi s
text. That the docunent, reference, patent application or patent cited in
this text is not repeated inthis text is nerely for reasons of

conci seness.According to pRa ¢pleURENt, P8 oMPUNds R6tthe dnRNtioniavedailiniskdope by
the spewidurcprrdraply trey sred@feldubedohgdielaiowhi ch are intended for the

pur pose of exenplification only. Functionally equival ent products,

formul ati ons_and nethods are clearly wthin the scope of the invention as
descri bed hefgfefred compoundsypf ?Wﬁ’v@"r?tgie‘l‘)tn’rﬂ’é%?q 5€d pﬁ'@”iaé'i“h Ofa$/Ci #td/atidone or
nor e rangeeof val ues (eg size, concentration etc). A range of values wll
be understood to include all values within the 20 range, including the

val ues defi ni ng t he range, and val ues adjacent to the range which lead to
the same or AGB<A%hiq arg 9”‘?%‘%&& B CEBRENGS Ot e I04eRHS FrRPediPag/er yyn

adj acentindg2 ihhidttodal ue whi ch defines the boundary to the range. The
foll owi ng exanples are given to illustrate the preparation of conpounds
that are the subject of this invention but should not be construed as

i npl yi ng any®PIAITAET 8RS SMPodHBeRtt AisrEoMRPdsrUtiOR [REgHen jind de orami

spect r i ofscesclascorgpoynd mvahta@emﬂmseshmgs%@gﬁsiesée%rwéhga:rﬁt&gem gned
struct NTHESI COVIPOUND: NERAL
FORNULZ'eiﬁ Shawfi“%a”%@ﬁ%fﬁ%ﬁb'yn‘ﬁ%‘&”\&d‘%o10/ 076238PCT/ EP2009/ 067494

Step A - Coupling of 6-Bronp-quinazolin-2-ylamne to 1 eq of optionally
subigti t ut ed BLoBRnphebyt ehofoanh@wtacthaiccbrﬁp@rmelartheqhv&monaimd 19Qyh avig00C,

B?zﬁmp:)%f éqqp{)yleggghé%gﬁx%p?cﬁgnga‘gfaousiﬁ!)egf P?ﬂ égo(% Aévgrlujl?r%r!etalélig/arﬂageously
Bl, B2- phentnandwi mébzod ipref2raphalesnthainnl aMpol ar sol vent at - 100C to 300C
nost preferably 50-150C Opn The conpounds of the formula | and

al so the staffin rals ei arat.io are ed. by net hods
as described in nm%lée)%ag rYl'ebsc%or % ther?har fri\ﬁdiyng%qposefmsse'ndﬁg'ngeosreer|°rbed in
the |itepet mrepf(lfrmir Ofebtanfpwwenmcm emdmdmadrrmdtsallss acdepaaialé-lomrbenovmqlueous
Methodengder, O gani schen Chemie [ Methods of Organic Chemistry], Georg Thene
Verlag, Stuttgart; Oganic Reactions, John Wley 8( Sons, Inc., New York),
to be precise under reaction conditions which are known and suitable for
the said reakt hertshergive toateral sphareapsdisatie pecepfabledr iefars $o whirehs dha dnown

per se Rty @ugcdab SMWBLLORRLGNREE Lol AeANRId ABLALA when adminislded bkt | g
materials for the clained process may, if desired, also be fornmed in situ

by not 3¥BPatI Ay MHe RS FAPEMATRES- r‘esa%gtqdd?’?"ﬁi”xt RitasMapeiticafly pesRtatiersairier el y

convert;hagdésh@m/fdmﬁt é‘sersowem@ td&eecswmm@ @btihde dmmatleaar an@untinghgat her
PO sib e react

P el S PR VE 2B PO B8 (B EIBER T ST EARET SHE Ot of LT BF EdBhce of

a sui tawaemoéuxeat actibé cdubssanpeefierabll ykriomer tin uthde brit hexangseectf | v@tabgact i on

condi ti 0, FXANG] £5.0f SUidaBE,S R KEN S A el o00r B0ns . such, 35 [pexane.

petrol eum e orl n ocarbons, such
as tri cheninetlhyd eregerrdd 2mbdidiohdndr test h@meourtdetqfat@hlIovmtmhenweforr@hladﬂd)fror m or

di chl Or%m%@@;w@l Cl%'&%hé,pr%%&br% as a pharmaceutical composition adapted for

25  administration to the eye. Supplementary active ingredients, such as anti-inflammatory
agent, chemotherapeutic agent, anti-cancer agent, immunomodulatory agent, gene-
based therapeutic vaccine, immunotherapy product, therapeutic antibody and/or protein

kinase inhibitors can also be incorporated into the compositions.

According to one embodiment, the compounds of the present invention will be

30 formulated for parenteral administration, e.g., formulated for injection via the
intravenous, intramuscular, subcutaneous, or even intraperitoneal routes. The
preparation of an aqueous composition that contains a compound or compounds of the

Invention will be within the skill of those in the art, in light of the present disclosure.
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WO 2010/ 076238PCT/ EP2009/ 067494 et hanol , et hanol, isopropanol, n-propanol,
n- butanol or tert-butanol; ethers, such as diethyl ether, dlisopropyl

et her, tavoapywdr’ed3aran ( THE) or di oxane; glycol ethers, PEUGR2@8/06T140Y| ene

gl ycol nononet hyl or nonoethyl ether or ethylene glycol dinethyl ether
(diglyne); ketones, such as acetone or butanone; am des, such as acetam de,
di et hy DG Pyl Compasttiops <8P tenirgeaetias) nisetaRlase eiier a5y ligud saiuteRs o NVP) -

m trilesusp §N§i$hsa%oﬂ@®5rﬁ&| §d“dab% fob uk'ﬁwg&bqﬁéparg %ﬁh.;t:@ﬁs di a@gdé)ﬁboﬁylub@%w@
such as nltro t hane nltro enzene; esters, such

s o hy‘?‘mété%"t o & TRGH Mkt TEECBR Pher bt P BRI g he fr ST ST ot o
Pol ar sipd wentsfiedlt e i n general preferred. Exanples for suitable polar

sol vents are chlorinated hydrocarbons, alcohols gl ycol ethers, nitriles,
10am des and sul(%oxi des ﬁ% m es thereof a{gr eferred are am des
copeti ol |y dARTAIO Fof FRPLET PRSI the compouRtaAPe @reiDh & epiiat FUGE | on

t enper atoumelated et wpeal atvautistratida Graind &mﬁundepemnle mgmmmmhew&&mmmn step
and theth% rz]galt;[”nle(r)\ P3¢ ‘c‘;sr?t‘?\ mic disorder eﬁﬂcet I tpnaltaltlngsofaér go llr r%ét tpne fange
bet ween" Sone M nutes”and severa‘? %Ia pc?@pen I'ng o 1 Eac 761 t he

r espect ¢vep@onpourdspunds tf ghe és\mxtrpnwellrteawtthlorthecakdli oﬁ dwose :rsmlnet attt én

react i ofy i idfese ﬁFéeﬁ@&Q&l&%rQe@ﬂd{?aﬁJcﬁ C%Xlrpggzt: BRQ?or“’tB&\‘}Q e!d'?h h2&2864 cad OF

exanpl e Teactio nDnltorlng on th tion enpera ures given
abolle, Briipresired rasa@iniBent: 9Tk 9" FoRed@PEy The dopigalt prbthaliie chePaEiEian 10aYri n

and 48 fiffher Beesy it @ﬁpbbwﬁaé&&ﬂsd@mlb@@d Rhe ForGRiatRRl é&ﬁﬁkéeg Dgelfind | oned
by one or nore 20 wo procedures and/or isolating procedures.

Sui t abl @< dR ap?%%‘b‘uﬁté%’ %fffé:t‘NﬁdaﬁPrP’ﬁof%%e'h'?q UP‘F'bFO'ét?a‘nﬂIt the Gie < aMtfar d
wor ks, Buehansiukdombeie Vepekior Metthedse. driitablegadliings Rgentch@aiuge [ Mot hedsoof

Organlc Chem str Thi ene- Verla tutt t). | es_ for such

pr ocedul84¢Y A& Jﬁéﬁmoﬁﬁ&mgr BOIHB‘[&? |5Hfrf 14 raéVé%@E%%? negﬁgg;g%lcﬁaéﬂ‘tnfe lock

di sti | | capg)yneery of atHylarat axideg add poplylent sedieqeyst mlbimhiabmolmttrcmbtn end

pr ocedu g 0 i , i .

R o I s S o N
especi aqralry&g@ﬁy@rn)g chito@edartesigingte 4806- dhel/Pbrasel m/attweﬂ@tr‘rpeﬁava% hetdist of

Abbr evi @fhb%gs od OAF;,r@c{w of ﬁws@&@&ltﬁa@%rﬁw gaemp@m{ﬂt&usmtram@ eye or
at nospher eg but oxycar bonyl 1,1 -carbonyl diimdazol e,

conc cofittB ?ﬁ’é‘faéd'“'cﬂmd%?(eg‘)te“%é% tﬂ%ébﬁp‘&tl %‘?%WOVW@LNI\L%‘%%{)I%%%m de,
DVP) 1, Baidi aret byilotdopds Deh- thet rexRyatr eubitdidetipyindraddidnoBesitiMr gel stiffness
NN—dineéé%%fgrnaqige ‘ hO di met hyl sul f oxi de, DPPA di phenyl phosphoryl

azi de, G B AT Topr opy 1) - 3- et hyl car bodi i ni de” Et OAc et hyl
acetate, EtOH ethanol (1000/0), Et20 diethyl ether, EtA triethylamne, h
hour (s), MeOHaApetrhiapab,arpéter. ermdmeﬁea‘émleé t@hﬁmnc&tsk‘fethe(d@@sieln't ngehangevill

30-60C eratu H rof uran,  TEA trifl uoroAcOH,  Tf
trifl uza“r’%?%’ef éar%g(g TRy m'”&% 58 } WFE%H&Eﬁ%‘}ﬂ%%e preparatiqy
conpoundfsa o@mgembmtathd’cmonwnas 4 cofpoired pr ecsamundawémbé drveolinn vell peeptnied
accoy di pg 4.9, 15#%%094 H’%Q% €$n Rhnd digné %Lés@ &'.ch§§ r!? B Akg ogi'ta%ﬁé osed

and the exanples. 1n all prep ratlve rret materi a
known ofor ey &HBinisyragen gﬁémr@éwﬁe@rﬁ%ﬁm‘m Sg'vawﬂﬁ ﬁgSWé$'P@3 gablsis, ztlme

I nt er meglii@ls@Sapsules and fhal bolRk8R3EAL byRinnRideds, all starting nmaterial is
known or nay easily prepared fromknown starting nmaterials by the follow ng

general nethod: NH2 N ' NH2
According to another embodiment, the compounds of the present invention will be

formulated for intratumoral administration of the compounds of the Invention. The
30 preparation of a composition that contains a compound or compounds of the Invention
will be within the skill of those in the art, in light of the present disclosure. Typically, such
compositions for intratumoral administration can be prepared as disclosed above for the

other routes of administration.

According to another embodiment, the compounds of the present invention will

35 be combined with ophthalmologically acceptable preservatives, viscosity enhancers,

12



--1'1 eci -NNH2 10The conmpounds can be prepared by the general nethod,
foll ow ng procedures depicted in J.Heterocyclic Chem 34, 385.(1997).

Synt hesi swoR20iwit7ea3fedi at e 2 6- ( 2- Chl or o- 5- net hoxy- pheny PLTGRR02061404- 2- yl a
m ne To a solution of 2-chl oro-5-nethoxy boronic acid (14.42g, 77.34 mol,
1.5eq), 15 6-Bronp-qui nazolln-2-ylamne (1 51.56 mmol, |eq) and
Na2COB RELgEgn epbaneess: n’?iﬂtﬁersrfé’&)um ﬁhﬁ’r'ﬁfx?rﬂﬁ é’aé‘?fr PR IVEASTIE: EfCOLY 30Nt

H20, wasphasislete 2uspaAgon or &@umsmlom@hémﬁaéol@ﬂ‘od Rirhalktisht Fayhrnylephrsiane)
pal | adi ym The reaction wa fluxe 100%% %gr 2 hours uan¥ ar Ogﬁﬁlt was
Phen coUMRITE £ STHOM 1 pRT e B o TP seRe P BirsLt Ty e Dk s
brine. t'ﬁh@pptlmlimtctsollﬁlohhﬁay wizh fale ¢k nva (thith sledlo g ica aaieln&rb,le tinect2Qdniaedist 0
e T L
synt hesuozedwcawer dvingpstty, t lsecfnetatsod hyliirogyrosidgickirlogeant ehchdxxat@leellulose,
253y nt hes), Sy o;sw@\@mr?c% &5%33 n?é“tﬁ%c&f\d%g q;%HlWHrgo @]T{é) ¢t ¢l Oﬁ% phgenol

To a suspension o 1.53 0- 5- et hoxy-
pheny 1) MiP YR istertiop| %fnﬁhﬁe‘ormwew il t'@fﬁﬁ@nwtwlo?@ét Rakes egerted-anc?!oC was

added cgd @bl | c@aing Hf Rt IMhied %I@aaaafammhén ghe. BPlHidrofR biepatd rred

for 16hrs. The pH Is then adjusted to X addi ng a sturated sol ution of
Nal—lé’CB stemlg Bpiéténpb”mfacflgan%}to EWlations, the aclive ingredient is combined with a

preservative in an appropriate vehicle, such as, mineral oil, liquid lanolin, or white
petrolatum. The compounds are preferably formulated as topical ophthalmic suspensions
or solutions, with a pH of about 5 to 8, and more preferably from about 6.5 to about 7.5.
The compounds will normally be contained in these formulations in an amount 0.001% to
15 5% by weight, but preferably in an amount of 0.025% to 2% by weight. Thus, for topical
presentation 1 to 2 drops of these formulations would be delivered to the surface of the

eye 1 to 4 times per day according to the discretion of a skilled clinician.

In another embodiment, there are provided methods of treating a disorder

involving tyrosine kinase dysregulation such as disorder associated with increased

20 wvascular permeability or angiogenesis, including the administration of a therapeutically
effective amount of one or more compound of the Invention to a subject in need of such

treatment.

As used herein, the term "treatment” or “treating” encompasses prophylaxis

and/or therapy. Accordingly the compositions and methods of the present invention are

[
L

not limited to therapeutic applications and can be used in prophylaxis ones. Therefore
"treating” or "treatment” of a state, disorder or condition includes: (i)} preventing or
delaying the appearance of clinical symptoms of the state, disorder or condition
developing in a subject that may be afflicted with or predisposed to the state, disorder or
condition but does not yel experience or display clinical or subclinical symptoms of the
30 state, disorder or condition, (ii) inhibiting the state, disorder or condition, i.e., arresting
or reducing the development of the disease or at least one clinical or subclinical symptom
thereof, or (iii) relieving the disease, i.e. causing regression of the state, disorder or

condition or at least one of its clinical or subclinical symptoms.

As used herein, the terms "patient” “subject in need thereof’ are meant any

(98]
L

animal; preferably, the animal is a vertebrate; more particularly a member of the

mammalian species and includes, but is not limited to, domestic animals (e.g. cows,

13



WO 21) 10/ 076238PCT/ EP2009/ 067494 is filtered and washed wth ether and
dried to give 7.596g (27.96 mmol, 89% of a pale yell ow powder.

| NTERVEDI WORSBI0BTEB8R2 LC/ MS Internediate 1 2-CH3 2-Cl 6PCHEPZ0090CHH4 H M+ 1
- 249.3 internediate 2 HMi 1 = 285.7

hogs, sheep, horses, dogs, and cats), primates including humans. The terms “patient"
“subject in need thereof” are in no way limited to a special disease status, it
encompasses both patients who have already developed a disease of interest and

patients who are not sick.

5 As used herein, the terms “therapeutically effective amount” are meant any
amount of compound or composition that will elicit the biological response of a tissue,

animal, or human, cell, organ...

According to one embodiment, the said disorder involving tyrosine kinase

dysregulation is a disorder associated with increased vascular permeability.

10 According to another embodiment, the said disorder involving tyrosine kinase

dysregulation is a disorder associated with angiogenesis.

In preferred embodiment, the disorder involving tyrosine kinase dysregulation is a

disorder associated with a src and/or lyn kinase dysrequiation.

According to one embodiment, the said disorder involving tyrosine kinase

15 dysregulation is selected in the group consisting of myocardial infarction, stroke,
congestive heart failure, an ischemia or reperfusion injury, trauma, cancer, cedema,
arthritis or other arthropathy, retinopathy or vitreoretinal disease, diabetic retinopathy,
macular oedema, including diabetic macular cedema, macular degeneration, glaucoma,
autoimmune disease, vascular leakage syndrome, inflammatory disease, oedema,

20 transplant rejection, burn, or acute or adult respiratory distress syndrome (ARDS).

In another embodiment, there are provided methods of treating an ophthalmic
disorder associated with increased vascular permeability , including the administration of
a therapeutically effective amount of one or more compound of the Invention to a subject

in need of such treatment.

25 In another embodiment, there are provided methods of treating a subject having
or at risk of having cancer including administering to the subject a therapeutically

effective amount of one or more compound of the Invention thereby treating the subject.

In another embodiment, there are provided methods of treating a subject having
or at risk of having ocedema and/or angiogenesis including administering to the subject a
30 therapeutically effective amount of one or more compound of the Invention, thereby

treating the subject.

14



Internediate 3 2-C1 5-0H H CH3 M+1= 271.9 M+l1= 300.7

OCH3

10

[N
h

Intermediate 5 2-Cl 5-0H CH3 M+l-2- 286.7
WO 2010/076238 PCT/EP2009/067494

In another embodiment, there are provided methods of treating a subject having
or at risk of having macular degeneration including administering to the subject a
therapeutically effective amount of one or more compound of the Invention, thereby
treating the subject.

In another embodiment, there are provided methods of treating a subject having
or at risk of having diabetic retinopathy including administering to the subject a
therapeutically effective amount of one or more compound of the Invention, thereby

treating the subject.

In another embodiment, there are provided methods of treating a subject having
or at risk of having macular oedema, including diabetic macular oedema, including
administering to the subject a therapeutically effective amount of one or more compound

of the Invention, thereby treating the subject.

In another embodiment, there are provided methods of treating a subject having
or at risk of having glaucoma including administering to the subject a therapeutically
effective amount of one or more compound of the Invention, thereby treating the

subject.

In another embodiment, there are provided methods of treating a subject having
or at risk of having retinopathy including administering to the subject a therapeutically
effective amount of one or more compound of the Invention, thereby treating the

subject.

In another embodiment, there are provided methods of treating a subject having
or at risk of having vitreoretinal disease including administering to the subject a
therapeutically effective amount of one or more compound of the Invention, thereby

treating the subject.

In another embodiment, there are provided methods of treating a subject having
or at risk of having inflammatory disease, including administering to the subject a
therapeutically effective amount of one or more compounds of the Invention, thereby

treating the subject.

In vet another embodiment, there are provided methods of treating a disorder,
including an ophthalmic disorder and cancer, associated with compromised vascular
permeability including the administration of a therapeutically effective amount of one or
more compound of the Invention in combination with an anti-inflammatory agent,

chemotherapeutic agent, antitumoral agent, immunomodulatory agent, gene-based

15
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1. 3. Conpounds of the Invention Synthesis of conpound of the |
10To 52ng (0.06 mmol, 0.03eq) of Pd2(dba)3, 17 ng (0.03 mol,

nventi on N6
0. 02eq) of 5-

(Di -tert-Wwotglo/ggbasgphanyl)-1.',3 ,5 -tri phenyl -r H [ 1, 41BCpRPacoslogoand 253

nmg (4.52 nmol, 2.15 eq) of KOH and 3 nl tertanyl acohol was add
water and the suspension is stirred for 10 m nutes. 524 (2.

ed 400pl of
10 mol , | egq)

of 6- (2"6raneHEE hKﬂCﬁH%ﬂﬂW“aaﬁﬁﬁéad%’l PIRICY| athierrPesHe %@TO% a(”E'/E‘TZ ar KA |

1. 2eq) iahibkof, 20 EduBieriin ndda offaeh@epimetthy! kpyrrolidine are th
foll owed by anther 3ml of tertanyl al cohol and 400pl of water
mxture is stirred at 80C under on for 5 hours. The solutio
evapor at ed a(?fH“t”I‘?éraﬁ'PBd?fclth‘*"t W@ﬁ‘pﬁﬂg

DCM MeOdfplitstici] Ri meﬁeléblmy(tﬁpr% dailﬁmhsstriﬂ% Hﬁwe&eb’&hb OWeBBbh Gk
f ol Ipvm nvegt I, on, wer e

fosct L RdoE R aNER R osd S 5)GvE

en added,
and t he
n

1% 95 dhey ITVeRERN ﬁ?wiégﬁ%p‘?ﬂ}“bﬂ%‘ﬂl ent

ndt0iihiged

Lol BESa06, Bodtele el st es R et R

(200MLi gystDBR@6Yerg drpownd o6 otioerpouacteral [rbuteZu6h aBiforettanyble spbanyhgous,

qui nazol i 0rgetdr s Ao Ry LRI Qlondy ¥ inBLAXYAT o BERY! Lami ne

In yet another embodiment, there are provided methods of delivering a

compound

of the Invention to the back of the eye, the method including preparing a composition

10 including a pharmaceutically effective amount of at least one compound of the Invention

and delivering said composition to the eye of a subject in need of such delivery.

In yet another embodiment, there are provided methods of delivering a

of the Invention intratumoraly, the method including preparing a composition

compound

including a

pharmaceutically effective amount of at least one compound of the Invention and

15 delivering said composition to the tumor of a subject in need of such delivery.

To prepare a composition of the Invention, and more specifically an ophthalmic

composition or antitumoral composition, a therapeutically effective amount

of one or

more compound of the Invention is placed in a vehicle as is known in the art. For

example, topical ophthalmic formulations containing steroids are disclosed in US

20 5,041,434, whilst sustained release ophthalmic formulations of an ophthalmic drug and a

high molecular weight polymer to form a highly viscous gel have been described in US

4,271,143 and US 4,407,792, Further GB 2007091 describes an ophthalmic ¢
in the form of a gel comprising an aqueous solution of a carboxyviny! polyme

soluble basic substance and an ophthalmic drug. Alternatively, US 4,615,697,

I
LN

agent, such as an anti- inflammatory agent.

omposition
r, a water-

discloses a

controlled release compaosition and method of use based on a bicadhesive and a treating

The amount of the compounds of the Invention to be administered and its

concentration in the compositions used in the method of the Invention depend upon the

selected dissolving agent, delivery system or device, clinical condition of the patient, side

30  effects and stability of the compound within the composition. Thus, the physician

employs the appropriate preparation containing the appropriate concentration of the

compounds of the Invention and selects the amount of formulation administered,

depending upon clinical experience with a given patient or with similar types of patients.

16



4-Chloro-3-{2- [4-(2-pyrrolidin- 1-yl-ethoxy)- phenyl am nol -
qui nazol i n-6-yl)- phenol; hydrochl oride Mr1-= 439.1 NWR
( DVBO- d6)wo220i0p7¢238 1H, NH); 9.25 (s, 1H); 7.88 (d, 2H, P(FT#EPQO(D@G'HZ);

(m2H,)=1.89HzJ 856HZ) 755(dd 1H J = 1.89 Hz, J 8.56 Hz);
7.17 (in, 3 ; g 06 Hz); 4.05 (t, 2H); 2.79 (t, 2H)
2.48-2.57 ( gftp_q)therz @?o@@en&_ﬁherq Er) p(?HIdQH_WFOCEM% for mqf@q_g pne or more

7.67

( DI\/BO dcﬁ))mﬁldﬂmafiof( Ehel HRGM}ion Br9s (PhadrtadddticlyB4cdebtablid M)k, Bydatd, Sscivlite 7. 85

(t 2H)

h

10

2]
LA

30

86 (m2H): 4.32 (t,2H): 3.

crés 3 %Fﬁn%t an%ﬂ@é (jH‘PI_P q_ﬁxstereogners mereof

There are multiple synthetic routes for the preparation of the compounds of the
invention, but all rely on chemistry known to the synthetic organic chemist. Thus,
compounds represented by Formula I can be synthesized according to procedures
described in the literature and are well-known to one skilled in the art. Typical literature
sources are "Advanced organic chemistry”, 4th Edition (Wiley), J March, “Comprehensive
Organic Transformation”, 2nd Edition (Wiley), R. C. Larock, “Handbook of Heterocyclic
Chemistry”, 2nd Edition (Pergamon), A. R. Katritzky), review articles such as found in
“Synthesis”, "Acc. Chem. Res.”, "Chem. Rev”, or primary literature sources identified by
standard literature searches online or from secondary sources such as “Chemical
Abstracts” or “Beilstein”. Compounds of the invention can be synthesized by methods
analogous to those exemplified in the Examples herein for certain representative
compounds. Using the procedures described in the Examples section, and well known

procedures, one skilled in the art can prepare the compounds disclosed herein.

In another embodiment, there are provided kit including packaging material and a
composition contained within the packaging material, wherein the packaging material
includes a label which indicates that the composition can be used for treatment of
disorders associated with compromised vascular permeability and wherein the

composition includes one or more compound of the Invention,.

In another embodiment, there are provided kit including packaging material and a
composition contained within the packaging material, wherein the packaging material
includes a label which indicates that the composition can be used for treatment of
disorders associated with compromised vascular permeability and selected from
myocardial infarction, stroke, congestive heart failure, an ischemia or reperfusion injury,
cancer, arthritis or other arthropathy, retinopathy or vitreoretinal disease, macular
degeneration, autoimmune disease, vascular leakage syndrome, inflammatory disease,
edema, transplant rejection, burn, or acute or adult respiratory distress syndrome

(ARDS) and wherein the composition includes one or more compound of the Invention.

In one preferred embodiment, there are provided kit including packaging material
and a composition contained within the packaging material, wherein the packaging
material includes a label which indicates that the composition can be used for treatment

of ophthaimic disorders associated with compromised vascular permeability and wherein

17
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compound 8 conpound 9 (R)-1-(2-{4-[6- (2,6-D nethyl- phenyl)- --
qui nazol i n2 yl am noj - phenoxy}- ethyl)- pyrrolidine-2- carboxylic acid
1-{4-[ 6- (oae1@i7es8h yl - phenyl)- quinazolin-2- yl am nolPCTHR2IVYI063498- ( 2-
pyrrolidin-1-yl- ethyl)- imdazolidin-2- one

the composition includes one or more compound of the Invention or its pharmaceutically

acceptable salt, hydrate, solvate, crystal form salt and individual diastereomers thereof .

Those skilled in the art will appreciate that the invention described herein is

susceptible to variations and modifications other than those specifically described. The

LA

invention includes all such variation and modifications. The invention also includes all of
the steps, features, formulations and compounds referred to or indicated in the
specification, individually or collectively and any and all combinations or any two or more

of the steps or features.

Each document, reference, patent application or patent cited in this text is

10 expressly incorporated herein in their entirety by reference, which means that it should
be read and considered by the reader as part of this text. That the document, reference,
patent application or patent cited in this text is not repeated in this text is merely for

reasons of conciseness.

The present invention is not to be limited in scope by the specific embodiments
15 described herein, which are intended for the purpose of exemplification only. Functionally
equivalent products, formulations and methods are clearly within the scope of the

invention as described herein,

The invention described herein may include one or more range of values (eg size,
concentration etc). A range of values will be understood to include all values within the

20 range, including the values defining the range, and values adjacent to the range which
lead to the same or substantially the same outcome as the values immediately adjacent

to that value which defines the boundary to the range.

The following examples are given to illustrate the preparation of compounds that
are the subject of this invention but should not be construed as implying any limitations
25 to the claims. The proton magnetic resonance spectrum of each compound of the

Examples was consistent with the assigned structure.

EXAMPLES

1 - SYNTHESIS OF COMPOUNDS OF GENERAL FORMULA (I)

30 1.1 . General method

18



M+ 1 = 483,2 NVR (DVBO-d6)-- 10.01 (bb, 1H, CO2H); 9.83 (5, 1H, NH); 9.28
(s, 1H); 7.91 (d, 2H); 7.69 (m 2H); 7.56 (dd, 1H); 7.18 (in, 3H); 6.98 (d,
2H) : 4. 48 WO 2000M76238. 32 (m 2H): 3.22-3.84 (m 4H); 2.50PCHEP2MpO6ROL (s,
6H); 2.16-1.81 (m 3H N -f1= 507.2 NVR (DMBO-d6)= 9.82 (s, 1H, NH);

9,27 (5, 1H; 7.93 (d, 2H); 7.70 (m 2H); 7.54 (in 3H: 7.1.8 (m 3H);
6.98 (d, 2H)Sl’3979 - §eupling ofsﬁmommqumaazoha Bylgminegty 1 oqmg. aptpmatly 4H) ;
2. 01 (ssubifditutdd B éﬂp@l boer@%c‘djmg ola?s@ﬁ’/eﬁmatzﬂm tz o dcdmodt) ;
7.17 phenyléa(m 3F% d, 21-1 9 (m 41-1); 3.07 (m

qui nazoPfsferabin50,1 Q 2. 01 (s 6H) yl ami no] - phenyl}

pi perazin-1-yl)-
Q
B; .
B(OH)

-
Brm\D;/\ N B/ 23@
.
—— BZ e NN
P - 21
N NH

R2

Step B ~ Coupling of 3 or 4-substituted bromo-phenyl to 1 eq of
optionally substituted B1,B2-phenyl-quinazolin-2-ylamine in a polar solvent at -
100°C to 300°C, most preferably 50-150°C

N
| B,
]
UL L/:f
.
NN NH,

10
Cpn
The compounds of the formula I and also the starting materials for their
preparation, are prepared by methods as described in the examples or by methods
i5 known per se, as described in the literature (for example in standard works, such as

Houben-Weyl, Methoden der Organischen Chemie [Methods of Organic Chemistry],
Georg Thieme Verlag, Stuttgart; Organic Reactions, lohn Wiley & Sons, Inc., New York],
to be precise under reaction conditions which are known and suitable for the said
reactions. Use can also be made here of variants which are known per se, but are not

20 mentioned here in greater detail.

The starting materials for the claimed process may, if desired, also be formed in
situ by not isolating them from the reaction mixture, but instead immediately converting
them further into the compounds of the formula I. On the other hand, it is possible to

carry out the reaction stepwise.

25 Preferably, the reaction of the compounds is carried out in the presence of a
suitable solvent, which is preferably inert under the respective reaction conditions.
Examples of suitable solvents are hydrocarbons, such as hexane, petroleum ether,
benzene, toluene or xylene; chlorinated hydrocarbons, such as trichiorethylene, 1,2-

dichloroethane, tetrachloromethane, chloroform or dichloromethane; alcohols, such as

19



et hanone (4-{4-[6-(2,6-N + 1 = 515.2 Di net hyNVR (DMb0-d6)= 9.72 (s, 1H,
NH); 9.24 (s, 1H); |- 8.69 (d, 2H); 7.85 (d, 2H); 7.66 (m 21-)); 7.54
phenyl) - (WO, 2000476238. 44 (d, 21-1); 7.17 (m 3H); 6.97 (dPCTHP2003/0§394m 2H);
3.42 (m 21-1); 3.19 (m 21-1); quinazolin-2- 3.08 (m 21-1); 2.01 (Sr 6H)
yl am no] - pheny 1;1 p perazin-l-yl)- pyridin-4-yl- nethanone = 529.1 NWR
5DVBO- dBpthangl, gghangth, isopfopapp!, @H)rop@mn(bsltawﬂ)w tertgmitangl; 3rh)ers 7SL8:9 3sdd,
1H); 7. @Zth(gdeth%H)dnsZpt%%yl(é’cheﬂt’étraﬁyﬁgfu(% gli—"#)) ,or@lu&@hg §I9c<§|r8th<2r'§|) such- g8 (M
21-1); é 1) 44-2.59 (m 1.
ethylene glycol” monomethyl ‘or monoethyl ‘ether’ or ethylene glycol dimethyl ether
(diglyme); ketones, such as acetone or butanone; amides, such as acetamide,
5 dimethylacetamide, dimethylformamide (DMF) or N-methyl pyrrolidinone (NMP); nitriles,

such as acetonitrile; sulfoxides, such as dimethyl sulfoxide (DMSO); nitro compounds,

such as nitromethane or nitrobenzene; esters, such as ethyl acetate, or mixtures of the

said solvents or mixtures with water. Polar solvents are in general preferred. Examples

for suitable polar solvents are chlorinated hydrocarbons, alcohols, glycol ethers, nitriles,
10 amides and sulfoxides or mixtures thereof. More preferred are amides, especially

dimethylformamide (DMF).

As stated above, the reaction temperature is between about -100°C and 300°C,

depending on the reaction step and the conditions used.

Reaction times are generally in the range between some minutes and several

15 days, depending on the reactivity of the respective compounds and the respective
reaction conditions. Suitable reaction times are readily determinable by methods known

in the art, for example reaction monitoring. Based on the reaction temperatures given

above, suitable reaction times generally lie in the range between 10 min and 48 hrs.

Every reaction step described herein can opticnally be foliowed by one or more

20 working up procedures and/or isolating procedures. Suitable such procedures are known
in the art, for example from standard works, such as Houben-Weyl, Methoden der
organischen Chemie [Methods of Organic Chemistry], Georg-Thieme-Verlag, Stuttgart).
Examples for such procedures include, but are not limited to evaporating a solvent,
distiling, crystallization, fractionised crystallization, extraction procedures, washing

25 procedures, digesting procedures, filtration procedures, chromatography,
chromatography by HPLC and drying procedures, especially drying procedures in vacuo

and/or elevated temperature,
List of Abbreviations and Acronyms:

AcOH acetic acid, anh anhydrous, atm atmosphere(s), BOC terf-butoxycarbonyl

30  CDI 1,1'-carbonyl diimidazole, conc concentrated, d day(s), dec decomposition, DMAC

NN-dimethylacetamide, DMPU 1,3-dimethyl-3,4,5,6-tetrahydro-2(IH)-pyrimidinone, DMF

NN-dimethylformamide, DMSO dimethylisulfoxide, DPPA diphenylphosphoryl azide, EDCI

1-(3-dimethylaminopropyl}-3-ethyicarbodiimide, EtOAc ethyl acetate, EtOH ethanol

(100%), Et,O diethyl ether, Et;N triethylamine, h hour(s), MeOH methanol, pet. ether

35  petroleum ether (boiling range 30-60°C), temp. temperature, THF tetrahydrofuran, TFA
trifluorocAcOH, Tf trifluoromethanesulfonyl.

20



one N -+ 1 =518.1 NNW(DNISO-d6) = 11.54 (s, 1H, OH); 10.33 (s,
11-1, NH); 9A2 (s, 1H); 8,01 (s, 1H); 7.89 (dd,. 1H,; 7.72 (m 3H);
7,37 (d, 1H); 6.84-7.02 (m 4H); 4.77 (s, 2H); 3.79-2.97(m 5H); 2.76
(d, 6H); 2.¥9291003628%, 2H) WO 21) 10/ 076238PCT/ EP2009/ 08¢ H/GR2005/067494

ammoni um chloride conmpound 14 1-((R)-3- D nethyl am no-

pyrrolidin-1-yl %’ﬁe g&nﬁﬁ%uh@é g?ge@uéraﬁ“f%tuﬂyf of ﬂﬂg%r&xkt) invention can be prepared

according to the procedures of the following Steps A and B above disclosed and the
examples. In all preparative methods, all starting material is known or may easily be

prepared from known starting materials.
5 1.2, Intermediates

In all preparative methods, all starting material is known or may easily prepared

from known starting materials by the following general method:

Br\_’:/b\\ _'_.-CHO h:le Br\\]"/‘b‘ﬁ""’t\‘::/[\ﬂ
.- e
~F N7 NH, S,
10 The compounds can be prepared by the general method, following procedures

depicted in J.Heterocyclic Chem.34, 385-(1997).

Synthesis of intermediate 2 6-{2-Chloro-5-methoxy-phenyl)-quinazolin-2-
ylamine
To a soiution of 2-chloro-5-methoxy boronic acid (14.42g, 77.34 mmol, 1.5eq),
15  6&-Brome-qguinazolin-2-ylamine (11.55g, 51.56 mmol, 1eq) and Na2C03 (21.86g, 206.23
mmel, 4eq) in a mixture of 120ml DMF/30ml EtOH/30ml H20, was added 2.311g (5.16
mmol, 0.1 eqg) of tetrakis(triphenylphospine) palladium. The reaction was refluxed
(100°C) for 2 hours under argon. It was then cooled off to room temperature to extract
the product by DCM and brine. The product is then washed with water and ether, then
20  dried to give 9.010 g (32 mmol, 61%) of a pale yellow powder.

25N
BOH), [* |
.

Intermediate 1 (6-(2,6-Dimethyl-phenyl)-quinazolin-2-ylamine) has been
synthesized according to the method disclosed for Intermediate 2.

25 Synthesis of intermediate 3 3-(2-Amino-quinazolin-6-yl}-4-chiero-phenol

To a suspension of 9.010g (31.53 mmol, 1eq) of 6-(2-Chloro-5-methoxy-
phenvi)-quinazolin-2-ylamine in 300 mi of dichloromethane cooled to 0°C was added
carefully 95 m! of a 1M solution of 1M BBr3. The solution is stirred for 16hrs, The pH Is
then adjusted to pH8 by adding a sturated solution of NaHCO03. The precipitated product



qui nazol i n-2- ylam no] - phenoxy}- ethanone Nl + 1 = 496.2 NWR
(DMSO-d6) =9.74 (s, 1H, NH); 9.26 (s, 1H); 7.86 (d, 2H); 7.66 (m 2H); 7.55
(dd, 1H);w®.2000/07m383H) ; 6. 92 (dd, 2H); 4.69 (d, 2H); 3. 7PCTEPOMH744WN
279254(m1H) 2.16 (d, 6H); 217195(m1H);201(s,6H) 1.86-1.50
(m 1H) conpound 15 1-{4-116-(2- Chloro-5- _hydrox phen g qui nazol i n- 2-
yl ani nde'Bﬁ@lﬁ'ﬁ”d}W@hGQ W'We?tﬁé&i’fmétj%‘iﬁi 5o gike deAA8i (di r‘?ﬁzﬂm 9%) of a pale

yellow powder.

INTERMEDIATES Bi B2 R2 LC/MS
M+1=
Intermediate 1 | 2-CH3 | 6-CH3 H 2493
5- M+ 1=
intermediate 2 2-Cl OCH?3 H 285.7
M+1=
271.9
Intermediate 3 | 2°Cl 5-OH H
5- M+1=
Intermediate4 | 2°C¢l | 5,5 | CH3 300.7
M+1=
Intermediate 5 2-Cl 5-OH CH3 286.7
5
1.3. Compounds of the Invention
Synthesis of compound of the Invention N°6
i0 To 52mg (0.06 mmol, 0.03eq) of Pd2(dba)3, 17 mg (0.03 mmol, 0.02eq) of 5-

(Di-tert-butyl-phosphanyl}-1',3', 5 -triphenyl-1'H-[1,4'Tbipyrazolyl and 253 mg (4.52
mmol, 2.15 eq) of KOH and 3 mi tertamylacohol was added 400ul of water and the
suspension is stirred for 10 minutes. 524 mg (2.10 mmol, leq) of 6-(2,6-Dimethyl-
phenyl)-quinazolin-Z-ylamine and 681 mg (2.52 mmol, 1.2eq) of 1-[2-(4-Bromo-

15  phenoxy)-ethyl]-pyrrolidine are then added, followed by anther 3ml of tertamyl alcohol
and 400yl of water and the mixture is stirred at 80°C under argon for 5 hours. The
solution is evaporated and the product then purified by flash chromatography (gradient
DCM/MeOH]) to obtain 110 mg (0.25 mmol, 12%) of a yellow solid.

20 The following compounds of the Invention were made in a similar way as described

above :
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one Ni +1 - 490.1 NWR (DMbO-d6) =9.87 (d, 2H, NH, OH); 9.32
(s, 1H); 7.95-7.80 (m 4H); 7.69 (d, 1H); 7.52 (d, 2H); 7.37 ( d, 1H); 6.84
(m 21-1)We.28w(a7¢238H); 3.49 (m 4H); 3.34 (m 5H) conpo®ad/EPE009R6T444 ( 2-
Azepan-1-yl - ethoxy)- phenyl am no]- quinazolin-6-yl)- 4-chloro-phenol =
489.1 NMR__(DMh0O-dB) =9 .89 (bh _1H OH): 9 78 (s __1H NH: 9 30 (s, 1
7.84 (m 41-1); 7.64 (d,1H 7.37 (d, 1H); 6.87 (m 4H);4.01 (t, 2H); 2.83
(t, 2H);ExamgBlesm | 4H);Nams4 (m| 8H) conpound 17 [M2 (2, 6-

NMR (200MHz, DMSOd6)

compound 6 [6-(2,6- M+1= 439.1

NMR (DMSO-d6)= 9.74 (s, 1H, NH); 9.25 (s, 1H);

7.88 (d, 2H, ] = 9.06 Hz); 7.67 (m, 2H, J = 1.89

phenyl)- Hz, J = 8.56 Hz); 7.55 (dd, 1H, J = 1.89 Hz, ] =

8.56 Hz); 7.17 (m, 3H); 6.93 (d, 2H, ] = 9.06 Hz);
4.05 (t, 2H); 2.79 {t, 2H); 2.48-2.57 (m, 4H);

[4-(2-pyrrolidin- 2.01 (s, 6H); 1.69 (m, 4H)

1-yl-ethoxy)-

Dimethyl-

quinazolin-2-yl}-

phenyll-amine

compound 7 | 4-Chloro-3-{2- M+ 1=461.1
(DMS0O-d6)=10.76 (s,1H,0H); 9.96
(s,1H,NH);9.84 (s,1H,NH);9.32 (s,1H);7.85
1-yl-ethoxy)- (m,4H);7.65 (d,1H);7.37 (d,1H);7.02 (d,2H);6.86
(m,2H); 4.32 (t,2H); 3.52 (t,2H); 3.2 (m,4H);
1.98 (m,4H)

[4-(2-pyrrolidin-

phenylamino]-
gquinazolin-6-yl}-
phenol;
hydrochloride
compound 8 | (R)-1-(2-{4-[6- M+ 1=483.2
. _ NMR (DMSC-d6)= 10.01 (bb, 1H, CO2H); 9.83 (s,
(2,6-Dimethyl 1H, NH); 9.28 (s, 1H); 7.91 (d, 2H}; 7.69 (m, 2H);
phenyl}- 7.56 (dd, 1H}; 7.18 (m, 3H); 6.98 (d, 2H); 4.48
(t, 1H); 4.32 (m, 2H); 3.22-3.84 (m, 4H); 2.50
(m, 1H); 2.01 (s, 6H); 2.16-1.81 (m, 3H)

quinazolin-2-
ylamino]-
phenoxy}-
ethyl)-
pyrrolidine-2-
carboxylic acid

compound 9 1-{4-[6-(2,6- M+ 1= 507.2
NMR (DMS0O-d6)= 9.82 (s, 1H, NH); 9.27 (s, 1H);

Dimethyl- 7.93 (d, 2H); 7.70 (m, 2H); 7.54 (m, 3H); 7.18
phenyl)- (m, 3H); 6.98 (d, 2H): 3.79 (dd ,2H); 3.50 (m,
uinazolin.s. | 2M)i 3.33 (t, 2H); 2.59-2.67(m, 4H); 2.01 (s, 6H);
q 1.71 (m, 4H)
ylamino]-
phenyl}-3-(2-
pyrrolidin-1-yi-
ethyl)-

imidazolidin-2-

one
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D net hyl - phenyl)- quinazolin-2-y13- (4-piperazin-Il- yl-phenyl)-am ne
Ni + 1 = 410.1 NWVR (DVMb0-d6) =9.72 (s, 1H, NH); 9.25 (s, 1H); 7.86 (d, 2H);
7.66 (m WeR1op76288(dd, 1H); 7.17 ( m 3H); 6.99 (d, 2H)>c$/m’000@m74344) ; 2.01
(Sr 6H) Conmpound 18 -(2--(4-[6-(2- Chloro-5- hydroxy- phenyl)-8- NWR
( DMSO- d6) _’IO;'F_%D 7(3%41?((]-{\ 10.0(s,1H NH); 9.31 (s, 1H); 799 (d,
2H) ; 7). POMRPY 1744 & (2PH); 7. 04 d, H)M+6 8458288 (m 2H), 4. 85 (t,
2H); 3..554gn 4H):; Fidkbidun 2H) NMR Qrd6BHP: 76, G7 1{inPiHatR 24\ 1H);
2010/ 476238PCT/ EPR009] 067494 7. 85 (d, 2H); 7.66 {m, 2H); 7.53 (dd, 1H); 7.17
phenyh)- (m, 3H); 6.97 (d, 2H): 3.59 (m, 4H)' 3.07 (m,
quinazolin-2- 4H); 2.04 (s, 3H); 2.01 (s, 6H)
ylamino]-
phenyt}-
piperazin-1-yl)-
ethanone
compound (4-{4-[6-(2,6- M+ 1=>515.2
. ) NMR (DMSO-d6)= 9.72 (s, 1H, NH); 9.24 (s, 1H);
11 Dimethy| 8.69 (d, 2H); 7.85 (d, 2H); 7.66 (m, 2H); 7.54
phenyl)- (dd, 1H); 7.44 (d, 2H); 7.17 {m, 3H); 6.97 (d,
_ . 2H); 3.79 (m, 2H); 3.42 (m, 2H); 3.19 (m, 2H);
quinazolin-2 3.08 (m, 2H); 2.01 (s, 6H)
ylamino]-
phenyl}-
piperazin-1-yl}-
pyridin-4-yl-
methanone
compound 1-{4-[6-(2- M+ 1=529.1
e NMR S5DMSO-d6) = 9.85 (bb, 2H, NH, OH); 9.31
12 Chioro-5 (s, 1H); 7.93 (m, 3H); 7.83 (dd, 1H); 7.67 (d,
hydroxy- 1H); 7.52 (d, 2H); 7.37 (d, 1H); 6.80-8.89 (m,
henyl)- 2H); 3.78 (m, 2H); 3.26-3.53(m, 4H); 2.44-2.59
pheny (m, 6H); 1.66 (m, 4H)
quinazolin-2-
ylaminol-
phenyl}-3-(2-
pyrrolidin-1-yl-
ethyl)-
imidazolidin-2-
one
compound [(R)-1-(2-{4-]6- M-+ 1=518.1
) e NMR (DMSO-d6) = 11.54 (s, 1H, OH); 10.33 (s,
13 (2-Chloro-5 1H, NH); 9.42 (s, 1H); 8.01 (s, 1H); 7.89 (dd,
hydroxy- 1H); 7.72 (m, 3H); 7.37 (d, 1H); 6.84-7.02 (m,
henyl)- 4H); 4.77 (s, 2H); 3.79-2.97(m, 5H); 2.76 (d,
pheny 6H); 2.24-2.38 (m,2H)
quinazolin-2-
ylamino]-
phenoxy }-
acetyl)-

pyrrolidin-3-yl]-
dimethyi-
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met hyl - qui nazol i n-2- yl am noP phenoxy}- ethyl)-
4- Chl oro- 3-[ 2-

pyrrolidinium chloride
(3- hydroxynet hyl - phenyl am no)-8- nethyl - qui nazoiin-6-yl]-
phenol WO 2010/076238 PCT/EP2009/067494
ammonium;
chloride
compound 1-((R)-3- M+ 1=496.2
. . | NMR (DMSO0-d6) = 9.74 (s, 1H, NH); 9.26 (s, 1H);
14 Dimethylamino 7.86 (d, 2H): 7.66 (m, 2H); 7.55 (dd, 1H); 7.17
pyrrolidin-1-yl)- (m, 3H); 6.92 (dd, 2H); 4.69 (d, 2H); 3.79-
2-14-[6-(2,6- 2.97(m, 4H); 2.79-2.54 (m, 1H); 2.16 (d, 6H);
‘ 2.17-1.95 (m, 1H); 2.01 (s, 6H); 1.86-1.50 (m,
dimethyl- 1H)
phenyl)-
quinazolin-2-
ylamino]-
phenoxy }-
ethanone
compound 1-{4-[6-(2- M+ 1 =490.1
e NMR (DMSO-d6) = 9.87 (d, 2H, NH, OH); 9.32 (s,
15 Chloro-5 1H); 7.95-7.80 (m, 4H); 7.69 (d, 1H); 7.52 (d,
hydroxy- 2H); 7.37 ( d, 1H); 6.84 (m, 2H); 3.81(t, 2H);
phenyl)- 3.49 (m, 4H); 3.34 (m, 5H)
quinazolin-2-
ylamino]-
phenyl}-3-(2-
methoxy-ethyl}-
imidazolidin-2-
one
compound 3-{2-[4-(2- M+ 1=489.1
16 Azepan-1-vi- NMR (DMSO-d6) = 9.89 (bb, 1H, OH); 9.78 (s,
P Y 1H, NH); 9.30 (s, 1H); 7.84 (m, 4H); 7.64 (d, 1H);
ethoxy)- 7.37 (d, 1H); 6.87 (m, 4H); 4.01 (t, 2H); 2.83 (t,
. 2H); 2.68 (m, 4H); 1.54 (m, 8H)
phenylamino]-
quinazolin-6-yl}-
4-chloro-phenol
compound [6-(2,6- M+1=410.1
. ) NMR (DMSO-d6) = 9.72 (s, 1H, NH); 9.25 (s, 1H);
17 Dimethyl 7.86 (d, 2H): 7.66 (m, 2H); 7.57 (dd, 1H); 7.17 (
phenyl)- m, 3H); 6.99 (d, 2H); 3.20 (m, 8H); 2.01 (s, 6H)
guinazolin-2-yl}-
(4-piperazin-1-
yl-phenyl)-amine
Compound 1-(2-{4-[6-(2- NMR (DMSO-d6) = 10.88 (bb, 1H, OH); 10.0(s,
e 1H, NH); 9.31 (s, 1H); 7.99 (d, 2H); 7.75 (d, 2H);
18 Chioro-5 7.36 (d, 1H); 7.04 (d, 2H); 6.81-6.88 (m, 2H);
hydroxy- 4.35 (t, 2H); 3.55 (m, 4H); 3.11 (m, 2H); 2.63 (s,
shenyl)-8- 3H); 1.97 (m, 4H)
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conpound 19 N + 1 = 392.0 NMP, (DMBO-d6) = 9.87 (bb, 21-1); 9.22 (s, 1H);
8.07 (s, 1H); 7.79 (d, 1H), 7.66 (d, 2H): 7.25 (m 2H): 6.80 (m 31-1);

5.08 (bb,woRpi0/4d38(s, 2H); 2.57 (s, 3H) 2 - SOPUBIEPRODY/0SMM_YSI S OF
COMPOUNDS OF THE | NVENTI ON Solubility of Conpounds was determ ned
in agqueous nediumusing the follow ng procedure Two_ng of

Conpound was added to@0ylpl buffer (acetic acid/ KOH) solution at pH|5.
Sol utipn was then| stjsiedifor 24 h at roomtenperature and then centrifuged
10 m n| at 16,000 rpm Correspondi ng supernatants were anal yzed by HPLC and
W detection. Cal cul af'f®H°f a |gi ven Conpound concentration was perfor ned
by repprting 10area wadesxyithe experinental slope onto a calibration glope
obt ai ned separately usi Rg DVSO-sol ubi | i sed Conmpound at different
concentrations. ethyl)-

pyrrolidinium;

chioride
compound 4-Chloro-3-[2- M+ 1=2392.0
19 (3- NMR (DMSO-d6) = 9.87 (bb, 2H); 9.22 (s, 1H);
8.07 (s, 1H); 7.79 (d, 1H); 7.66 (d, 2H); 7.25 (m,
hydroxymethyl- 2H); 6.80 (m, 3H); 5.08 (bb, 1H); 4.43 (s, 2H);

phenylamino)-8- 2.57 (s, 3H)

methyi-

guinazolin-6-yl]-

phenol

2 - SOLUBILITY ANALYSIS OF COMPOUNDS OF THE INVENTION

Solubility of Compounds was determined in agueous medium using the following

|}

procedure,

Two mg of Compound was added to 200 yl buffer (acetic acid/KOH) solution at
pH 5. Solution was then stirred for 24 h at room temperature and then centrifuged 10
min at 16,000 rpm. Corresponding supernatants were analyzed by HPLC and UV
detection. Calculation of a given Compound concentration was performed by reporting
10 area under the experimental slope onto a calibration slope obtained separately using
DMSO-solubilised Compound at different concentrations.

The tested compounds are ;

The reference compound in the followings is as disclosed in W0O2005096784
{(compound CL)

20
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The tested conpounds are :

in nmg/m Col our

The reference conmpound in the
followngs is as disclosed in W2005096784 (conmpound CL) 15 1)0 WO
21) 10/ 076202P0ON7ERB8009/ 067494 Conpound no Sol ubi ity ( pRCBEPREDII06N4
Solubility (pHS)

Ref erence Base form< 0.001 < 0.01 Bright

red Reference Chlorhydrate 0.075 075 Bright red
Compound Solubility (pH 5) in Solubility (pH5) in
Colour
n° % mg/mi
Reference < 0.01 Bright red
< 0.001 . rght re
Base form
Reference 0.75 Brigh
0.075 . rg t red
Chlorhydrate
6 0.09 0.9 Pale yellow
Chlorhydrate
7 0.19 1.9 Pale yellow
Chlorhydrate
7 0.03 0,34 Yellow
base form
8 1 10 Pale yellow
Chlorhydrate
8 0,04 0.4 Orange
base form
9
0.35 3.5 Pale yeliow
Chlorhydrate
12
0.45 4.5 Pale yeliow
Chlorhydrate
13
0.03 0.29 Pale green
base form
14
0.01 0.14 Pale yellow
base form
16
0.05 0.5 Pale yellow
base form
17
0.63 6.3 brown
base form
18
0.67 6.7 Pale yellow
Chilorhydrate

Table 1
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6 Chlorhydrate 0.09 OS Pale yellow 7 Chlorhyd rate 0.19 1.9 Pale yellow 7
base form0.03 0, 34 Yel | ow 8 Chlorhyd rate 1 10 Pal e yell ow 8 base
f orm 0, 04WO 2010/076238 PCT/EP2009/067494

3 - MEASUREMENT OF INHIBITION CONSTANTS of the compounds of

the Invention

The screening and profiling experiments described here were performed using

Caliper Life Sciences' proprietary LabChip™ technology. Caliper LC3000 and EZ Reader II

(@41

instruments are widely used throughout the drug discovery process for assay
development, primary screening, selectivity screening, generation of Structure-Activity
Relationships (SARs) and Mechanism of Action (MOA) studies. The LabChip ™ technology
is particularly well suited for  enzymatic ‘targets’ such as kinases, proteases,
phosphatases, histone deacetylases (HDAC), phosphodiesterases (PDE), and acyl-
10 transferases. The key benefit of the technology is the separation and direct measurement
of substrates and products, which allows for higher signal-to-noise ratios and fewer false
positive/negative results. This direct measurement also allows for the identification and
elimination of enzymatic activities that are not associated with the kinase reaction of

interest.
15 General:

The off-chip incubation mobility-shift kinase assay uses a microfluidic chip to

measure the conversion of a fluorescent peptide substrate to a phosphorylated product.

The reaction mixture, from a microtiter plate well, is introduced through a capillary sipper

onto the chip, where the nonphosphorylated substrate and phosphorylated product are

20 separated by electrophoresis and detected via laser-induced fluorescence. The signature
of the fluorescence signal over time reveals the extent of the reaction. The
phosphorylated product migrates through the chip faster than the non-phosphorylated
substrate, and signals from the two forms of the peptide appear as distinct peaks.
Caliper’s data analysis software (HTSWA) determines peak heights, from which the ratio

£ A

of product to the peak sum P/(P+S) and percent {% ) conversion is calculated. This
t

a
Ln

value is used to compare compound wells to control wells present on the plate, and

thereby determine the % inhibition values for the compound. The formula used to
calculate % inhibition is as follows, where Cigpe. IS the average % conversion of the

100% activity wells and Cgye, is the average % conversion of the 0% activity wells;
30 (1-(%conversionofsample ~ Cgo, )/ (Ciooe-Cow))*100
Specific:
LC3000 Src and Lyn Assays

Compounds were dissolved in 100% DMSCO and diluted to 25X the final desired

screening concenfration. Serial dilutions were performed to obtain the concentrations

(43
wh

specified for particular studies. One pL of each concentration was transferred, in

duplicate, to a 384-well Greiner microtiter plate. Generally, 12 pL of enzyme buffer
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0.4 Orange 9 Chlorhyd rate 0,35 3,5 Pale yellow 12 Chl orhydrate 0,45 4.5
Pal e yell ow 13 base form 0,03 0.29 Pale green 14 base form0.01 0.14 Pal e
yel l ow WO 2010/076238 PCT/EP2009/067494

containing purified kinase (various suppliers), 100 mM HEPES, pH 7.5, 1 mM DTT
(Calbiochem, 2333153), 10 mM MgCl, (Sigma, M-1028) or 10 mM MnCl, (Sigma, M-
1787) (assay specific), and 0.002% Brij-35 (Sigma, B4184) was added to each well,
Compound and enzyme were allowed to pre-incubate for 15 minutes. 12 pL of
peptide/ATP buffer containing 100 mM HEPES, pH 7.5, 1.5 uM fluorescein-labeled peptide
(specific to kinase of interest), ATP (at Ky apparent, Sigma, A9187), and 0.002% Brij-35

h

was then added to each well to initiate the reaction. Generally, reactions were incubated
for 1 - 1.5 hours at room temperature to obtain adequate (15-40%) conversion of
peptide to phosphorylated product in the linear range of the reaction. Reactions were
10 terminated with the addition of 45 uL of Stop Buffer (containing 20 mM EDTA). Plates
were then read on the LabChip 3000 using a 12-sipper LabChip. % conversion values
and % inhibition values were obtained as described and 1Cs; curves of compounds were
generated using Graphpad Prism Version 4 or 5.01. A nonlinear curve fit using the
sigmoidal dose response - variable slope fit was used to graph 1Cs; curves and determine

15 1Csy values and hillslopes.

It has been shown that the compounds of the Invention have IC50 against Src

and Lyn kinases of < 10 nM.

4 - CELL-BASED ASSAYS OF COMPOUNDS OF THE INVENTION

4.1 - CellTiter-Glo (ATP) Viability /Proliferation Assay

MDA-MB-231 is a human breast cancer cell line which is highly dependent on

Src kinase pathway for viability and proliferation. Thus, Compounds of the present

]
N

invention were evaluated for their capacity to reduce viability/proliferation of MDA-MB-
231 cells, using two different methods that both address cell metabolic activity. In
addition, some Compounds of the present invention were tested for their inhibitory

against VEGF-induced proliferation of human vascular endothelial cells (HUVECs).

30 Assay Characteristics:

MDA-MB-231 cells are maintained as adherent cultures of no greater than 80%
confluent in 185 cm? vented culture flask in the medium specified for the cell line
supplemented with 10% fetal bovine serum (FBS) at 372 C in 5% CO,. For proliferation
assays the adherent cells are collected from culture flask with typsin-EDTA and

35  resuspended in respective medium containing 0.1% - 5% FBS for assay.
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Chl orhydrate 0.67 6.7 Pale yellow Table 1 WO 2010/ 076238PCT/ EP2009/ 067494
3 - MEASURBNEND7EBS| NHI Bl TI ON CONSTANTS of the conpound®CaHEPRIDS/ObTI9ENt | ON
The screening and profiling experinments described here were perfornmed using
Cal i per Life Sciences proprietary Labchi pTM technol ogy. Caliper LC3000 and
EZ Reader | T The felkdargapiens ohAEP (FalEitpr-Gaeaghntdugndiemesm idmepsdissidover y

pr ocess|yfifesasstadmiday e bORIESH theRbIldTRR _p$iﬁ5iﬁ@r:‘i ng, selectivity screening,
generation of Structure-Activity Rel ations IE% (SARs) and Mechani sm of
y

Action (MOA) Ht UAFeBresehE 1CAbtHT plProvidesk Hivoltbgycalld Waiferimnt s aranyerer | tsui t ed
for enzyuynldiferin taatlgRiNG ' is SHitledSTHE ABS @BntePt LBASE% cihpSphpbasas) tdiist one

deacetyl ases & AR e P9RPOY 2L S1A585,LFDE) - and acyl

Incubation Conditions:
0.1 ml of cells in suspension at 1,000 cells per 0.1 ml is plated on white flat
bottom 96 well plates. Cells are allowed to adhere to plates for 2-4 hours before the
10 addition of test compounds.
0.05 mi of test compounds suspended in medium are added to wells to give final
volumes of 0.15 ml. Cultures are incubated with the test compounds for 3-4 days before
the cultures are assayed for cell viability. If incubation periods are longer than 4 days the

final culture volume should be increased to 0.2 ml.

15 At the termination of treatments 0.05 ml of the culture medium are removed
from each well with a muitichannel pipetter, pipetting from the surface of the well.

In low light 0.1 ml of the CellTiter-Glo reagent is added to each well and the
contents of each well are gently mixed by pipetting up and down.(Cover plates with foil
until each plate is read on the Envision plate reader.)

20

Reading:

The fuminescence is read on an Envision 2103 Muiti-label Reader (PerkinEimer)

Calculation of Data:

25 Cell proliferation is expressed as percent of control wells (untreated).

It has been shown that the compounds of the Invention inhibit cell proliferation
with an IC50<500nM.

30 4.2 - WST-1 (mitochondrial metabolism) Viability /Proliferation Assay

Assay Characteristics:

The assay measures mitochondrial metabolic activity of cultured celis is based
on the rate of conversion of WST-1 substrate to a product with an optical density

35  measured at 440 nm.

MDA-MB-231 are maintained as adherent cultures of no greater than 80%

confluent in 185 c¢cm” vented culture flask in the medium specified for the cell line

30



10 transferases. The key benefit of the technology is the separation and
di rect neasurenent of substrates and products, which allows for higher
si gnal -t owached 762381 os and fewer fal se positivel/negati ve@CTEPAWDH674Fhi S
di rect measurenent also allows for the identification and elim nation of

enzymatic activities that are not associated with the kinase reaction of
i nt er estUPPESEEeG #ith 10% fetal boyiRe sgfurn dRBP #thefbatin &iYe Mshi Fert prodferdtiorki nase

assay UsRgys %CEMéré%td'cellsCerE’ &&Ie%@s%ﬁw tJﬂ;@ch@W\é@RSWQH Bfpsih-EDHROT SR ent
peptide substrate to a phosphoryl ated product. The reaction mxture, froma

rni cr ot eEePepred & RﬁéP?Ct'Vﬁé“?dr‘l‘frf‘c?ﬂD@éB“Q Aridage % FBafPT 287y si pper onto t he
chi p, where the nonphosphoryl ated substrate and phosphoryl ated product are

20 separat ed ectro esi s an ete via |aser-induce .

fl u§r escence. e1 sqsé??’a?ugg {S)frefj‘?leéq 60 Bg‘gbeﬁce'ssljﬁﬁ‘? I O?J\r}gF ?“iﬂﬁ%h?@\?@bl s

t he extmatabofisrthef rteacsubstrateTlie- [ﬁlr\(@s}mhoprydrad)eu(p{rmdmmtenm)gzl—ase:strtam@wgh t he
chip f yl at i.gnal romthe two
forns ?%ﬁ%g&%}i@?&ggﬁ%g etg:}gig& ?’s nl%nrﬁgasur rﬁégtaoéatis a%sorban%e atacifac;nal ysi s
software (HTSWA) determ nes peak heights, from whi ch the ratio of product

to the peak sumiB(iB4GdnddhdREssENt (%) conversion is calculated. This
value is used to congare conpound wells to control wells present on the
]

pl ate, and t h&liesys gePdr mi ﬁéCfeiﬁeaf%mﬁtﬁﬁbmtq wellsy Slellegre sletachat esiepsihaf The

for nul asasedobocial g4 @tientodnnbiehi ot Seivedi] QWes. WIEIK €arEealfdifed to 1S
t he aver(@‘%e % conver si on of 100% activity wells arid C. is the average

% conve?Xicon i bPletasd0ds? a‘&?‘i@#’?ﬁ?“%@ﬁ ddition ¢loediErRIUBHDT sanpl e
Coo, , , )/ (C eockisa® ) t20conpeeinté @uspebﬂﬁ@ﬁﬂm&jmnﬁﬂr@ ddyiad AS S@Yi8 to give final

Corrpoun wer e. di.$sQ n 100% ted to h | . desired
scr eeni n°3“"88%82§t ?a’f’! C%(Fh@esr & %\I Q%\}\% eé%%’?"%?'?fé’d'xf% %8?‘&? E e
conident thatduinesspe esfayed fcrnocrenpaattulutaulfancmaudm gsrio@epbngd tbach days the
concent r to a 384-well Geiner
moroti {o) arut AR AOR Rl Bl DEARE Lt Ter . W
2010/ 076238PC"HZ E@Z@@W'%’MQ@ b’@ﬁ‘t”éﬁrm rﬁ)gﬂk%m’quetbe KiVhasesqlviaen sugdded to
suppl i eéa%h 0012184 BERERmBhd e . ARE: CRIbl0abe M 37333L53)3 ndhsrm
MyC12 %ﬁg 141028) or nmv WhCl 2 é ma, ML787) (assay specific), and
0.002% Ingehatign g P'aéaast reiRRVesdd 6 B RAefd Plesth 80 MATa- WAz y e
wer® al dﬂ@wegzhamf Pregémuudaken forz dhumanutes. 12 pL of peptide/ ATP buffer
containing 100 mM HEPES, pH 7.5, 1.5 pMfluorescein-| abel ed peptide
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in the PEnédt PlAAGREIST- t he reaction. Reactions were 10 terminated with the
addistion of 45 pL of Stop Buffer (containing 20 nM EDTA). Pl ates were then
read on the LabChip. 3000 using a 12-sipper LabChip. % conversion values and
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v PP er-Q o (ATP) Viability/Proliferation Assay
MDA- MB- 231 is a human breast cancer cell line which is highly dependent on
Src ki |ase pathway for viability and proliferation. Thus, Conpounds of the
present invention were evaluated for their capacity to reduce
viability/proliferation of MDA-MB231 cells, using two different nethods
that both address cell netabolic activity. In addition, some Conpounds of
the present invention were tested for their inhibitory against VEG--i nduced
prds feration of human vascul ar endothelial cells (HUVECS). Assay

Characteristics: MDA- MB- 231 cells are naintai ned as adherent
cultures of no greater than 80% confluent in 185 cm 2 vented culture flask
in the medium specified for the cell |line supplenmented with 1 0% fetal

bovi ne serum (FBS) at 370 Cin 5% CO. For proliferation assays the adherent
cells are collected fromculture flask with typsin-EDTA and resuspended in
respective nmediumcontaining 0.1%- 5% FBS for assay. WO

2010/ 076238PCT/ EP2009/ 067494 31The cel lul ar content of ATP
(Cell Titer-A@ o reagent from Pronega) is neasured by | um nescent em ssion
based on the follow ng principle: In the presence of ATP

(provi ded by the cell) Iu0|fer|n |s converted to oxyIUC|fer|n and Ilght IS
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| ncubati on Conditions: 0.1 m of cells in suspension at 1,000
cells per 0.1 m is plated on white flat bottom 96 well plates. Cells are
al | oned twoadtver7e2380 pl ates for 2-4 hours before the 10RCGUIFPR@Y/067494 est
conpounds. 0.05 m of test conmpounds suspended in nedium are added
to wells to give final volunmes of 0.15 ml. Cultures are incubated with the
t est conpound®- ¥by¥ive.datgays before the cultures are assayed for cell
viability. If incubation periods are |longer than 4 days the final culture
vol ume shoul d be increased to 0.2 . At the term nation of
treatments 0, 05 of the culture nediumare re fromeach well with a
mul ti chEyiHRition pﬂaft vasculgr plaakeag 17 o FARPIE UPYOLE B Rigadyetinal barrier )
| ow | i ghrlealdédwil of the Cell Titer-G o reagent is added to each well and the
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compared to control providing evidence that the compounds according to the Invention
are useful to reduce vascular permeability, and more particularly vascular permeability

associated with vitreo/retinal diseases such as diabetic retinopathy, retinal vein occlusion

[N
|94

or wet age-related macular degeneration.

Inhibition of vascular leakage in a rat model of blood-retinal barrier breakdown

We investigated the efficacy of topical administration of compound 11 of the invention in

reducing the retinal leakage in a VEGF-induced blood retinal barrier breakdown in the rat.

30  Rats were treated by a single intravitreal injection of 5ul (100ng) recombinant human
VEGF164 (RD Systems) into each eye.

During twenty-seven hours following VEGF injection, 0.51% test compound 11 of the

Invention (5.1mg/ml buffer pH 5 with 30% cyclodextrin) and control without compound
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At the termnation of treatnments 0.015 m of the WST-1 solution is added to
each well. Plates are returned to the COQ2 i ncubator and incubated at 37 0OC
for 1-3 IOr2810/0%6238r i ncubation,the plates are renoved PCHMPRIN/OFTHOUbaAt OF
and placed on a mcro-titer 20plate shaker and gently shaken for 2 m nutes.
Readi ngs: The optical density at 440 nm of each well is determ ned
usi ng aofSpednrentivaxwpieuzdraBstereatsi Fiengddy. togkpcadminisoration (Dapla:in €gks of
prolifefakbQnaks expressed as percent of control wells (untreated).

It has been shown that the conpounds of the Invention inhibit proliferation
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itreorgt naI artrrent S n-inyasive scan (o]

{1 uor opfist Bl FRTRR0 LR Rty B B AR ot BB s RSt S Fheecormmesed Fon
reducedco\ra!@d:lﬂra\rldllneadasatvy@ceythdtl%econmaﬁerdﬂq of Uwﬂm\mntlpn avedisefyl evi dence t hat
thelﬁcogP;{lH@IQ§ %’]}g%aghlfw Eﬁ’dtrhvgi'el 'b‘é?t!”'éd:é)rw %SaHe%e qute:%)ol 5 AYEL ALASE ULiBY

er nea nore particul arly vascul ar per ty associated with
vi t r eo/ YiEEPHalinalidiseasesssushen da@e@Fé%@iqpéteretl nopat hy, retinal vein
occl usion 750r wet age-rel ated macul ar degeneration. Inhibition of vascul ar
| eakage in a rat nodel of blood-retinal barrier breakdown
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W investigated the efficacy of topical admnistration of conmpound 11
of the invention in reducing the retinal |eakage in a VEG--induced
bl ood retinal barrier breakdown in the rat. 30Rats were treated by a
single intravitreal injection of 5pl1 (100ng) reconbi nant human
VEGF164 (RD Systens) into each eye. During twenty-seven hours

foll owi ng VEGF injection, 0.510/0 test conpound 11 of the Invention
(5. 1ng/ mL buffer pH5 with 300/ D cygia#ggstrin) and control w thout
conmpound W2010/ 076238PCT/ EP2009/ 067494 of the Invention were

adm nistered six ti dm nistration (10pl) in. eyes of
si xteen rats. Twent léavf%&téﬁs'ﬁﬁ‘%fél’e@}f@‘\@@spmaenge ,
Evans bl ue dye (45?@4"!@@51}’%%4)?]1%&3%%@&avenousl y and the dye was
allowed to circulate during two hours. Then, each rat was infused
with 0.05Mcitrate buffer pH 3.5 (37C) for 2 mnutes to allow
clearance of the dye. Immediately after said perfusion, boffh eyes
wer e enucl eated and Evan ed by incubating each
retina in tormam de (@a Rl g;Vis. Sci.2001,
Vol 42, No 10), . Afterwdg, s ‘measured with a
spectrophotorret er at 620 ood-retinal barrier was
proportional to the concéfitration of Hvans blue in the retina

normal i zed by Evans bl ue concentratiols in the plasma. Results W
found that the conpound of Invention reduced vascul ar | eakage by 56%
conpared to control Jouvidi ng evi dence that the compounds of the

| nvention are usefuth% Ih I errreab I|ty and nore
particul arly vascul ﬁ?? ¥h Vitreo/ret nal

di seases such as di i{?é’g Xd‘}"gﬁl’ Eter%%ﬂd bayi ng

the structure (1) as 9@1]41151' y—deRép R t
thereof: N ffTy-X-R3 +NRBHZORS, andVRACOORSdr ogen or
met hyl , —(Cl C4 a]kyl)OR4 —(C1-C4 alkyl)COR4, —(C1-

C4 alky)NR4RS, —(C1-C4 alkyDNR4CORS5, —(C1-

C4 alkyl)NR4COORS,

X is a bond, or (CH,)aW(CH,)b, (CH,)aW(CH,)bY
(CHy)e or —[(CH,)aW(CH)blm-(Z)e-[(CH,)cY
(CH,)d]n wherein:

a, b, c and d are independently 0, 1, 2 or 3,

eis 0,1 or2, and

n and m are independently O or 1, and

W is —CO—, —0—, —SO , —CH,—, —CHOH—,
—NR6-, NR’?CONRS or NR?SOZNRS and

Y is —CO~—, —0—, —S80,—, —CH,—, —CHOH-—or
—NR6-, NR‘?CONRS or NR?SOZNRS and

Z is selected from the group consisting of cycloalkyl het-
erocycloalkyl, aryl and heteroaryl, and when e is 2, then
each Z moiety is selected mdependently from one
another,

R4, R5 and R6 are independently hydrogen, Cl -C4 alkyl
and where R4 and RS together can form a 5-7 membered

ring,

R7 and R8 are mdependemly hydrogen, C1-C4 alkyl and
where R7 and R8 together can form a 5-7 membered
ring,
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R3 is hydrogen. Cl-C4 al kyl, cycloal kyl, heterocycl oal kyl, aryl,
beteroaryl, -CN, -CF3, -0R4, -000R4- COR4, -NR4R5, - NRACORS,
-NRACOOR. 5, -(Cl-C4 al kyl)OR4, -(Cl-C4 alkyl)COR4, -(Cl- 4
al kyl ) NRAR5, -(Cl-04 al kyl ) NRACOR5, -(Cl- C4 al k-yl) NRACOOR5, X is a
bond, or (CH2)aWCH2)b, (Cl-12)aWCH2)bY (CH2)c or

[(CHZ) aW CH2) b] m (w@le@ein( CH2) cY (CH2) clin wherein: c and d are
i ndependently 0, 1,cvel gzﬁg?nﬂ

i ndependently 0 or o8 1sa%aﬂu§at9dm¥m8d(§yc%cc§%b%c§clég ge
-NR6-, NR7CONRS / or IS
--CHOH or -NR67, @8 4 71!@?7f WM&W% «SP@%FE’HOT rom t he
group consi sting of %\ppgf‘;rpm o kg ipg e F”F@*XV hgoptaingn d
heteroaryl, and when® e|°§ moreihearoalgan ripg peabersi solestadefomd

i ndependent |y, from BREOZSACENEEN aRd, SuEnymad hes pptiemdlydent | y
hydr ogen, Cl1-C4 al kyﬁumnﬂltwl\mthmmarmﬁowgmmer can forma 5-7
menbered ring, R7 aqdld:ﬁnan@-drbdgpbmﬂemdtﬁtcbmbd&weﬂop@m% al kyl and
where R7 and R8 togefitrtingahwithRD avdPorR 1 e , ring, erein
cycloalkyl is a sahbeplf ROROsSEE Iﬁaﬁéogysc c§OBER] ffom 3 to
7 carbon atons; hetegagy, ﬁ-&ﬂ's‘%ﬁohﬁ ﬁlé@%&fﬁ LN H? icyclic

Ans one or
fn&g %ﬁ%ﬁt? 8ﬂ1m %Dgn and

sul phur and whi ch i SOHFEP AR vhirdgonienlipsubsiv&e r10
nmollies; aryl is a i POESomat i ¢ car bocycl es, optionally
substituted with RIGRYRI0 RIS Idgpendently relestegafrom hwdragemr omat i ¢

mono- or bicyclic hetystesdipd) belergynlpalleybraylt betearylng—@Ryber s, whi ch
cont ai ns one or nor ebhlgenoateF3 ng=@enbe3R4el SCWR4CORS ni t rogen,

oxygen and sul phur &mNRs#ﬂJ@ﬁ)RSti—O@III Qﬁ&ﬂh&)@ﬂ@w(@w }E;E mh R9 and/ or

het er ocycl e haVI ng f{ngpg cl-:»r%at]o
more heteroatomring IE

RIO noities; and R9/1RRQRgre_ Igyc@ﬁﬁ drogen
ogen, -

CYc OBy et er 0RO cns ,—WEH@ aPF*qaf’if%&ﬁ‘*‘ Ky

NRARS, -(Cl-C4 al kyl I COOE COOH,  COOR4
with R4 gand R5 as [?? nd SP%I&%@ A @N@? Feigallefl 35 m - 1,
wherein the cycl 3;?3% rogl @t’)1 Wc&ﬂ]? %‘g?ﬂ’eﬂ(ﬂycl obutyl and
cycl opentyl . 1CCORPS 3'&4‘ Ai Mlqreu»m@ﬂl@tierpcmabﬂ kyl
het er ocycl oal kyl 11%1051(@ anamem s.menbers. 4. The conmpound of claim
3, wherein the hetérldegemponadotelaion 3 whergintenbatermcycle has The conpound
of claim 3, V\hermﬁnngmdmd!ees ocycl oal kyl is selected from
pyrrolidine, piper3. dheeompoped 6fdlsien 3ndhéreinrhehéecysRehypf which is
optional 'y subst istsulee@dvitd Bﬂoﬁ@iﬂé efflifle, PibédagiRe and fror! N€ compound
of claiml, Vmerﬁidhnteh@]cﬁro‘f viich 1 ﬁ%bﬁSE&ﬂg' édb@ﬁ?uﬁ’élﬁ@}{h rotpgAPhthyl, and
2-napht hyl . or R10 moities.
6. The compound of claim 1, wherein the aryl is selected
from phenyl, 1-naphthyl, and 2-naphthyl.
7. The compound of claim 1, wherein the heteroaryl has 5
to 6 ring members.
8. The compound of claim 1, wherein the heteroaryl is
selected from pyridine, indole, benzofuran, oxazole, triazole,
and pyrimidine, each of which is optionally subsntuted with
RY and/or R10 moities.
9. The compound claim 1 wherein R1 is substituted with
R9 and R10 and wherein R9/R10 is C1-C4 alkyl, halogen or
—OH.
10. The compound of claim 1 wherein R1 is a phenyl and is
substituted with R9 and R10 in positions 2, 5 or 6.
11. The compound of claim 1, wherein X is a bond.
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7. The conpound of claim1l1l, wherein the heteroaryl has 5 to 6 ring
menbers. 8. The compound of claiml, wherein the heteroaryl is

sel ected from pyridine, indole, benzofuran, oxazole, triazole, and
pyri m di ne, each of which is optionally substituted with RO and/or

R0 and R10 and wh Qgﬁw”ﬁ“’“”d C'%l”* : ﬁ"egﬁérg%%ge@%ﬁs%t Rt
I

The compound of c¢ %?éﬁ and is substltut ed
with RO and RIOin %Q%P%m%of)?la@ﬂ > Whereith¥ soGid)mW of claim
1, wherein X is af bY(CHZ):EtheThelsébhmmlmnﬂooi OWdas mQ—afierein X is
(CFlZ) aW ( Cl- 12) bYuher€Q0a—is 0, b is 2, Wis -0. 13. The conpound
of claim1, wherei mMTihScéﬁbBl)my\éf@b&muY@ﬁb&mm GH)sW0, b is 1
and c is 0, Wis &Y d L£laiml,
wherein X is -{( ’e)) —()d‘f— %)Q%hggﬁiﬁ ?wgééejgn%mls 0, n
isl, cis O, dla, or 1s absen

|mdazoI|ne 2- one era The. %ﬁ-fip laim1,
wherein R3 is Cl- m&&a&@? wherein R3
is - CH3. 17. T 8%$%dﬁ23$1m15 Wﬁ@%!ﬂtv@&a a-C4 al kyl
group.  18. The cdfpbasermpousdsfglaim 1, wherein R3 mea C3-ChoHigy] 19. The
conpound of cl ai rBIe¥R. wherein 123 is substituted with RO. 20. The
conpound of cl ai m 18, ThhesmpounshefidaiRd17,svheetln R3 is21.CHfie conpound of
claim1, wherein it$.The sohpdigidsialingl Buphereind®3 isiBs@maraound of

claim 21 wher ei RyIBRIOS pyr | d| ne 23. The conpound of claim1,

wherein R3 is a heggrg‘ﬁgcéo cla?zﬂ 19Tt\9h&gm3% g glaim 23,
wherein R3 is pyrr%T |per| I'ne, pi perazine or

nor phol i ne. 2526 mo%nd ofégl a| i;a %e rel EGTIR%)%DIQSa

pyn-olidi ne.
het er ocycl oal kyl EWRtituted with RO. 27. The conpound of claim
26, wherein RO is 26001 coomouad oficlaing 2% wigtein R3 is pyridine.

23. The compound of claim 1, wherein R3 is a heterocy-
cloalkyl.
24. The compound of claim 23, wherein R3 is pyrrolidine,
piperidine, azepine, piperazine or morpholine.
25. The compound of claim 24, wherein R3 is pyrmrolidine.
26. The compound of claim 1, wherein R3 is a heterocy-
cloalkyl substituted with R9. .
27. The compound of claim 26, wherein R9 is —COOH,
COOR4, or —N[CH,],.
28. The compound of claim 1, selected in the group con-
sisting of:
[6-(2,6-Dimethyl-phenyl)-quinazolin-2-y1}-[4-(2-pyrroli-
din-1-yl-ethoxy)-phenyl]-amine;
4-Chloro-3-{2-[4-(2-pyrrolidin-1-yl-ethoxy)-pheny-
lamino]-quinazolin-6-yl}-phenol;
(R)-1-(2-{4-[6-(2,6-Dimethyl-phenyl)-quinazolin-2-
ylamino]-phenoxy}-ethyl}-pyrrolidine-2-carboxylic
acid;
1-{4-[6-(2,6-Dimethyl-pheny})-quinazolin-2-ylamino]-
phenyl}-3-(2-pyrrolidin-1-yl-ethyl)-imidazolidin-2-
one;
1-(4-{4—[6-(2,6-Dimethyl-pheﬂyl)—quinazolin-Z-
ylamino]-pheny!}-piperazin-1-y1)-ethanone;
(4-{4-[6-(2,6-Dimethyl- phenyl)-qu111'1201111-7-y11mm0]-
phenyl}-piperazin-1-yl)-pyridin-4-yl-methanone;
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28. The conpound of claim1, selected in the group con- sisting of:
[ 6- (2, 6-D net hyl - phenyl ) - qui nazol i n-2-y1J-[4-(2-pyrroli- din-1
-yl - et hoxy) - phenyl] -am ne;

4-C al oro-3-{2-[4-(2-pyrrolidin-1-yl-ethoxy)-pheny-

| ar ni no] - qui nazol i n- 6-y1} - phenol ; _ _

(R -1-(2-{446- (2, 6- D et hyl - pheny1) - qui nazol i n- 2- L

yl ami nokphenoxyl - et Hyl{ﬁ}-[@ﬁ-{(ﬁdibﬂl—jlhy&p@r R¥Y)-qfinaz i 6

1-{446- (2, 6- Di met hy| - phaiyb)-pHerytpaqbi iRl BAR8y1)-imidazo-

Eh(ezylllllzlg-gg- gybr%iﬁﬂiwrﬁziyﬁ@jd 083940 f{ .
- (4- -(2, 6- Bl 8).y6-p3L : -phenyl)-quinazolin-2-
e (o AT b P E&%ﬁﬁﬁi - ?geg’?.é’;qj,{]gmii,@;;mp
%- i;)(eni’ zin-| -ylgl- y } -)%%@%i hanone; = 1444642- CHOm -5 _
-hpdrox -phenyl)-quﬂ" -pﬁa; 2 x}pmmgyno@gﬁyylp-}@-{q-@,ﬁyrroI idin-1
-y?/-et hgl)-imdazolid;hﬂ?ueéhﬂr@l,enf!l)'m. ]Kiﬁmhmgm]@fenoiy -3-di thyl
] - pheny0- qui pagne2- yl ani no] phenoxy} - 1 - - 3-
arr]nydagx}/psrreg?/ d?lrjll g?{_ctyﬂé).(zechbmﬁdjydmxy-phen 1)-quinazolin-2-
-((R) - 3-Di net hyl ani noylpm@phénpf}13-1ﬁ-h:e%no;i>gethy1)-§§jdg%f?&5& 1
{4-{6-(2-Onloro- 5 hydbamy, phenyl)-qu ina zol IM-2- ylam noj - phenyl}
- 3- (2- met hoxy- et hy 13 -fb0uiad@z 834 M27 REGox Henfledol 4z ( 2 Azepan-
-yl Eet ngy;)i(%l ieeng;l %1 ngU[;E%% Rﬁ%gﬁi‘%gﬁf%@%%ﬂaﬁl&g]cﬂlﬂla&ﬁ)_ phenol ;

s Z

P

CENY _ ,
6- (2, 6-D netl ayl - phe H-_vlé]un I s 22y 1] - (4= pi perazin-
Eyl SIOhenyl) - ani %e; pQ’el% ﬁed;%l{)g;n&%@ﬂgrﬂvé&d@2wﬁ “opipgrapin- 1
-yl -ethoxy) 4—Chloro-3-{8-methyl-2-[4-(2-pyrrolidin-l-yl-ethoxy)-
phenylamino]-quinazolin-6-yl}-phenol;
[(R)-1-(2-{4-[6-(2-Chloro-5-hydroxy-pheny!)-quinazo-
lin-z-ylamino]~phenoxy}-acetyl)-pyrrolidin—3-yl]—dim-
ethyl-ammonium;
[(R)—l—(2~{4-[6-(2-Ch]0ro-5~hydroxy—pheny1)-quinazo-
lin-2-ylamine]-phenoxy} -acetyl)-pyrrolidin-3-yl]-dim-
ethyl-ammonium;
4-Ch10ro—3-[2-(3—hydroxymethyl-phcnylamino)-s-me~
thyl-quinazolin-6-yl]-phenof; :
(R)-1-(2-{4-[6-(2-Chloro-5 -ydroxy-phenyl)-8-methy}-
quinazolin-2-ylamino}-phenoxy}-ethyl)-pyrrolidine-2-
carboxylic acid;
1«{4-[6-(2-Ch10r0-S-hydroxy—phenyl)-S-methyI-quinazo-
lin-2-ylamino]-pheny! }-3-(2-pyrrolidin-1-yl-ethyl)-
imidazolidin-2-one;
(R)-1-[2-(3-{4-[6~(2-Chloro-5-hydroxy-phenyl)-8-me-
thyl-quinazolin-2-ylamino]-phenyl }-2-oxo-imidazoli-
din-1 -yD)-ethyl]-pyrrolidine-2-carboxylic acid;
1-{4-[6-(2-Chloro-5-hydroxy-phenyl)-8 -methyl-quinazo-
lin-2-ylamino]-phenyl}-3-[2-((R)-3-dimethylamino-
pyrrolidin-1-yl)-ethyl]-imidazolidin-2-one;
1-(4-{4-[6-(2-Ch]0r0-5—hydroxy~phenyl)-8-methyl-
quinazolin-2-ylamino] —phen;,r]}-piperazin-l -yl)-etha-
none;
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phenyl am nokqui nazol i n- 6-y1}-phenol ;
1(R) - 1- (2-{446- ( 2- Chl or 0- 5- hydr oxy- pheny1l) - qui nazo-
| i n-2-yl at ai no] phenoxyl -acetyl)-pyrrolidin-3-yll-di methyl-aranoni una

[ (R -1-(2-14-[6-(2-Chl oro-5-hydroxy-phenyl) - qui nazol i n- 2-yl am no] - phe
noxyl -acetyl)-pyrrolidin-3-yl] ethyl-at:1=0131nm
4- Chl or 0- 342- ( 3- hy@q;y[gqgrgmoﬂj-gﬁng&yg Srﬁfelihjh- qU| nazol i n-6-yli
-phenol; (R)-1 qmnazolm-Z-yIammc;-phen#E erazin- Zyl? pyri

-(2- 1446(2 Chl oro-5 y;i M@g | qui naZo 2y|amncd ph
PR eEp w e @slme% 3 (2-pyrro

or o- . pyrroli

I G oﬂﬁﬁ’fﬁi@?ﬁ il

-{446- (2 CbI or o- 54 na |n 2-yl an nol - pbe
nyll-2- oxo-im dazo Ctﬁi np’}g?fe%ﬂt% car boxylic acid;
12 nazolin-2-ylamino}-pheny! }-piperazin-1-y y1)-pyri-
{ 446- ( 2- Chl or o- 5- hyo‘}lﬂi%l’yb%mﬁf?n% met hyl - qui nazol i n- 2-yl ani noi - pheny
'} -3 42-((R) - 3- di befdhid-@+Chlnpy+Srintdretyrphényl)-8-methyl-quinazo-
-y1) - et hyl ki'm dazol i gh12-¢) a&ﬁlﬁ)]-phenox }-1-((R)-3-dimethylamino-
1- (4-{446- (2- Chl or o- mshy 19)931 %gﬁé -8nhnet hyl -
qui nazol i n-2-yl am no ra2| n-1 -yl)-ethanone;
(4-{446- (2- Chl or o- %2 98& 9§ %’ﬁ * 8- net hyl - qui nazol i n- 2- yl am nci - ph
enyl } - pi perazin-1-y1)-pyri-din-4-yl - met hanone,;
(4-1446- (2- Chl or o- 5- hydr oxy- phenyl ) - 8- et hyl - qui nazol i n- 2-yl am no] - ph
enyl | - pi perazin-1-yl)-pyri-din-3-yl - net hanone;
(4-{416- (2-al or o- 5- hydr oxy- phenyl ) - 8- net hyl - qui nazol i n- 2-yl am noj - phe
nyl | - pi perazi n-1-y1)-pyri-din-2-yl - nmet hanone; 2-
{446- ( 2- Chl or o- 5- hydr oxy- phenyl ) - 8- net hyl - qui nazo-| i n- 2-yl am nokpheno
xyl - 14(R) - 3-di met hyl am no-pyrrolidin-1 -yl)-ethartone; and and a salt
of any thereof.
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