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WO 2011/ 161159PCT/ EP2011/ 060445 - 5 - A feature of the present

I nvention is to provide novel conpounds whi ch have increased water
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particularly cancer.

For example, WO2001038315 describes aminoquinazolines as inhibitors of cyclin-
dependent kinases.

15 WQ02008068507 describes pyridinylquinazolines as Raf serine/threonine kinase
inhibitors for treating cancer.

WO2008079988 describes quinazolines as PDK1 kinase inhibitors for treating

proliferative diseases such as cancer.

WQ02006118256 describes quinazoline derivatives as p38MAPK inhibitors for

20  inhalation and for treating various inflammatory diseases and cancer.

WQ02006039718 describes aryl nitrogen-containing bicyclic compounds for use in
treating protein kinase-mediated disease, including inflammation, cancer and related
conditions.

WQ02005037285 describes 2,6-disubstituted bicyclic heterocycles as Raf
25  serine/threonine kinase inhibitors for treating disorders such as cancer.

WQ02009046448 describes PI3 kinase activity modulators having substituted
aminoquinazoline on the pyrimidine part of the quinazoline bicycle.

WO2009084695 describes aminoquinazoline derivatives substituted by two non-
aromatic substituents.

30 W02008020203 describes aminoquinazoline derivatives substituted by pyridine on
the phenyl part of the quinazoline bicycle and having B-Raf inhibiting activity.



N- oxi de wherein the nitrogen atombelongs to A, with the provisio that Rl
and R2 can both be hydrogen atons only when A is a heterocycloal kyl, a
-0-aryl, wo2netfizaryl or a partially substituted het er @cymproallogiies

R3, R4 and R5 are, independently from each other, 5-H -(CH2), OH
-0(C1cCoe) al kyl, -(CH2),-CO heterocycl oaldkyl, -OH

10- het er ocycl = ,-OH, . -(01-06) . al | - (CH , -hetero | oal kyl ,
H o) et or SO BASRRRA eiblyibety mmstiR Py iditer Gy, PSR 8 de
wher ei n thositioh &rang @aviay Syk kebed pwibitonBictivif): (CH2) , - CO-het er ocycl oal kyl,
-0-(CH2),-0OH, -0(G ©6)al kyl -NR7R8, -(Ci C6)al kyl -NR7R8, 20with the provisio
t hat when A anilOBOGI0653TY ldes@ibek eaainiropPridifiedRas daik4 anldibikds goe treatinghyelr ogen;
R6 is H -0(0106)al kyl, or, (0106)al kyl: R7 and R8 are independently from
cach ot hEFORFave dsestsiaistbh oS Aok orogdreS 3ag e diibols "k “ana v 15 Cor a
bond, _.as well as a.prod f. , Accordin 0 _gne
oot ment - ¢ HASTRUR: BSRo0REEERE gescrbes detespofif Hameongs dBRRALOM as a
prodrug denzairigeing dsiazified, oriazdles @hd oxadidzulbsel sich As itenpdieazihe coBposngdhenyl
pyridi ne,\R5x08¥bdd7ed) 1¢ Ftinfitae RontRhaS SN osdieGBFSAS hidh T4 85360 OF her:
inhibiting kinases, such as members of the Src kinase family. Nevertheless, these drugs
while they are claimed as potentially useful as for treatment of various ophthalmological
10  diseases (e.g. age-related macular degeneration, diabetic retinopathy, diabetic macular
oedema, cancer, and glaucoma) are lipophilic and water insoluble (see W0O2006133411).
According to the inventors of W0O2006133411, these specific properties are particularly
advantageous, particularly for ophthalmic uses, since these drugs being insoluble in water
(water solubility of less than about 0.1 mg/mL at a pH range of 4-8) possess high
15  efficiency of loading and negligible leakage due to high partitioning of the drug into the

liposome used for delivering them compared to the water.

WO 2010076238 describes mono-substituted aminoquinazoline derivatives
having a good IC50 against src and lyn kinases.

Src kinases inhibitors described in US2005/0245524 are bright red in colour and
20  very insoluble in formulations suitable for delivery by eye drops. These two parameters
represent an important drawback for the compounds disclosed in US2005/0245524.

The eye is a tightly protected organ. In this respect, treating diseases of the back-
of-the-eye is probably the most difficult and challenging task of drug discovery as
evidenced by the paucity of therapeutic options. One of the most convenient and safest

25 form of drug delivery to the eye is eye drops, since it is non invasive, does not require
medical assistance and requires small volumes of drug solution. However, in order to be
suitable for topical instillation, molecules have to be potent enough towards their
molecular target, to present physico-chemical properties allowing crossing of cell
membranes, and to be sufficiently soluble in aqueous medium to be applied as solution

30 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.
Additionally, due to the multiple cross reactivity between kinases, it is highly desirable that
said drug molecules inhibit the targeted kinases with a high degree of selectivity.



-H, -OH, a halogen atom 10with the provisio that Rl and R2 are not

si mul t aneously hydrogen atons; R3, R4 and R5 are, independently from each
ot her, -HVvO-200HB)150H, -0(Cl1C6)al kyl, 15-(CH2), - CO het er @cymproaliiogi44s - OH,

- het er ocycl oal kyl - (CH2) , - OH, -(01-06) al kyl, -(CH2), - heterocycl oal kyl

20- (CH2), - het erocycl oal kyl - (CHZ) —-50—(CHZ) - het erocycl oal kyl , N oxi de
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can be r dé@r esatirige prédwentiog ranl amélloadting a disorder, including an ophthalmic disorder,

involving tyrosine kinase dysregulation such as for example disorder associated with
increased vascular permeability or angiogenesis.

Another feature of the present invention is to provide compounds which are

10 colourless or almost colourless, especially in solution.

Additional features and advantages of the present invention will be set forth in part
in the description that follows, and in part will be apparent from the description, or may be
learned by practice of the present invention. The objectives and other advantages of the
present invention will be realized and attained by means of the elements and

15  combinations particularly pointed out in the description and appended claims.

The invention relates to compound of the general formula below:

O I
)\ B\R4

20  wherein

A'is an aryl, an heterocycloalkyl, a —N-aryl, a —O-aryl, an heteroaryl, or a partially
saturated heterocycloalkyl;
B is an heteroaryl or an aryl;
25 R1 and R2 are linked on a cycle and represent independently from each other:
_H,
-OH,
an halogen atom,
-O(C4Ce)alkyl,
30 (C4-Ce) alkyle,
-(CH,),OH,
- NH,,



NR3 | 13 -- R4\ HR5 5(la) wherein Rl, R2, R3, R4, R5, R6, R7, and R8 are
as defined in the invention according to any enbodi nent or conbination
t her eof . W02011/161159 I n the context of the present speciPCirERRélafneosfhe ter s
defi ned bel ow shoul d be 10uderstood as having the neani ng defined next to
each term - "a" and "an" are used in the sense that they nean "at
| east one", "at least a first”, "one or nore" or "a plurality" of the
ref erenced comMporidelwhercinsthe pitrogen lagms bélbegciom,ext di ct ates ot herwi se. Mire
speci fi cal. “at e N ¥ . r, which is one
o qr cat Qe pRslo it r PAFI 33N BN PR RSB AIRIIE S T P 18!
"and/ or " hateseeyeoalkyls ac-Chafiykian hetesdardess atpastialle snbstguted hetgragycloalsyle; and " al |
or any OeRACHNRDA. PRe@indeRfy #6RMBRL SiepNnect ed by said ternt; -
"about" or "approxi nately" means wthin 20% preferably within 10% and
nor e Breferabrv’mjthin 5% of a given val ue or range; -
“conprising”, -(GHNOM,Ni ng" when used to define products, conpositions and
20net hods, is ¢Q$§%P dlto mean that the products, conpositions and net hods
i ncl ude the réPetreRE ‘conmpounds or steps, but not excluding others;

"treat nent" -@H.) tC@dkianglycmatkghpasses prophyl axi s and/ or therapy.
Accordi ngly thgyconpositions and methods of the present invention are not
limted to therapeutic applications and can be used in prophyl axi s ones.
Ther éfore "t r ekgterggycleatkyl{earPEht * of a 25 state, disorder or condition
includes: (i) .@,ay$8kyng or delaying the appearance of clinical synptons of
the state, disgrder or condition devel oping in a subject that may be
afflicted w t A({r)giedP 'to the state, disorder or condition but does
not yet exper i-@We-terdey@idaiiyl-(CHM-CHl or subclinical synptoms of the
state, disorde condi ti ii) inhibiting the state, disorder or
condi ti on, i.ééﬂeékkgggﬁﬁagﬁﬁmyeducing t he devel opnent of the di sease or at
30l edst one cIN-oxidamivheneirsthb vitiogies atons petpogerotther eof , or (iii) relieving the
di sease, i.e._@g §£thoqﬂQe§Q%éééﬁﬁ159PCT/EP2011/060445 - 9 - regression of
the state, disorder'or condition of at |east one of its clinical or
subcl i ni cal syRpEbs:OH, - "patient" and "subject in need thereof" are
intended to neg[C.@)MIkgPNRRRE, such as a vertebrate, a menber of the
manmal i an spec'ea aﬁd iﬁ?% des, but is not limted to, 5 donestic aninmals
(e.g. cows, hé@é,dg @éﬁ, rses, dogs, and cats), primates including
huma8. The t aiithmghe pavisenthat wisanh ead Bi are nedcht id2et @af f RE; &4iandrRb sv@ynoti m t ed
to a speq&&% Esease status, it enconpasses both patients who have al ready
devel oped”’a drdease of interest and patients who are not sick.

- "t her apéiftis CaHYCdalalkyb oc dhdaiatdl; means any conpound, optionally in a
10conposid7 Sy ré Q@in?ﬂ‘%dénd@hﬂﬁ%ém Badiestheed Pl@/RiGR! response of a tissue,

ani mal, or. human, ce or organ, for exanple. - "therapeutically
ef f ect i vé iaro@RE 3 neans any anmount of a therapeutically active conpound or
conpQsi t ixol.N o @r4dr ug" nmeans any conpound adm nistered in an inactive or
signific§pll | ess active formthan after its bioactivation. Once

adm ni st er oﬁ%ép%fodrug is

as well as a prodrug thereof.

According to one embodiment, the invention concerns compounds of formula (I) as

30 well as a prodrug of compounds of formula (l) :

?1

—A Y
"’ \©\©)N\ F|{3
B—
N N~ R4

R6 H R5



15 nmetabolised in vivo into a therapeutically active conmpound (drug). This
process is ternmed bioactivation. This bioactivation takes place in one or
nore st ep® 2011€161159 provi di ng one or nore netabolites. ARCpEPIGH6G485 usual |y
not a therapeutically active conpound itself and will usually not elicit in
vitro the biological response of the cdr+responding therapeutically active
conpound after bioactivation. According to the present invention

bi oactivation takes 20place particularly in the cornea. This can be tested

W th UssiW anbers for exanple. - "hal ogen" neans any one of fluoro,
chloro, brond or iodo; - "cycle": neans a cycloal kyl, a

het erocycl oal kyl, a heterocycl oal kyl partially substituted, an aryl or a
het er oar y j5 phenyl: - "cycloal kyl" means a saturated nonocyclic carbocycle

containing from3 to 7 25carbgn atons. Exanpl es of nonocyclic cycl oal kyl
radi cal s HEPNad RYEINSpPRWMIdiBg cl obutyl , cycl opentyl and the |ike;

" het er gelysiooRD kaprésdmembspéndeatipfrehedchoemer: or bicyclic heterocycl e having
from3 to 14 atons, for exanple from5 to 10 or from5 to 6 atons, and
conprising at least one heteroatom sel ected fromnitrogen, oxygen and
sul phur. 1f th@Hheterocycl oal kyl contains 30 nore than one heteroatom the
het er oat ons can he d,degi cal or different. \Wen substituted, the noiety can
be substituted erther on a carbon atomor on a heteroatom simlarly, the
het edBcy aviddh& provisinthpeR hand BRade neot simeltanesusiyhydragemaliossul e vi a a car bon

atom or ;RNeudRFDPHe, fRYaFFHRAPhotker efxs! oal kyl are pyrrolidine,
pi peridi ne, piperazine, norpholine and the |like;, WD

2011/ 161159PCTT'EP2011/ 060445 - 10 - - "heterocycl oal kyl partially

saturat ed" neaftH.pOH)et erocycl oal kyl conprising at | east one doubl e bond,
but not enoughogzg:b)lgﬁ( t/)onds to be considered as aromatic ; - "aryl™
i ncl udes nono- i B51¢Yclic aromatic car bocycl es. Exanples of aryl include

phenyb, 1- naph{Qe).;CQ-hetgrbayialplalkyl, 5- "het eroaryl" neans an aromatic nono- or
bicyclic aryl wherein each cycle conprises from5 to 10 atoms, for exanple
from5 to 6 atons, and conprising at |east one heteroatom sel ected from

ni trogen, oxygsie@awlealiybka)-PH.t he heteroaryl contains nore than one

het eroat om t he @) akpat ons can be identical or different. Wen
substituted, t ef_'m trX can bF substituted either on a carbon atomor on a
het er oat omy si ' [2ar eie 124 ’ heteroaryl can be attached to the rest of

t he 2ol ecul e v{CHf-reterboyriclgiCH ) a0Het er oat om  Exanpl es of heteroaryl are
pyridi ne, indoke enzof azole, triazole, pyrimdine, pyrazole ,

i ndazol e, benzdPﬁ]C'&@i@?{e%ré;({r@B?wgﬁ(l i ke ; - in "(01-06)", the nunbers
define the podkpitiewhenielrethe pitrogenrtonpbeloegr toith t he chain or the cycle ; 15-
"alkyl™ is a sglighaf &b AbicRRJEILSKEr Oup, either linear or branched. For
exanple, a G - éGa Kyl represents a carbonated chain conprising from1 to 6
carbon atoms, “@iFRekh"QHinear or branched, such as for exanple a nethyl,

et hybs propyl -O{GopakgyNR7R8t Yyl , isobutyl, secbutyl, tertbutyl, pentyl.

20The term "co nd" h inis in general referring to conpounds of
formula I, or @Qsﬁ@é@e’}‘ﬁf% | y acceptabl e prodrug, thereof. Anong

t he conpounds -of RBanhii4afo(rh Yogetta withd 3 tisid bicyotat(sueh asffot dkanphy Bdbiean, a
e o SR LI 151 02 00, LU S Bl b
formul a (111) with the provisio that when A and B are aryl, at least two of R3, R4 and R5 are not
30  hydrogen;
R6 is H, —O(C,Cs)alkyl, or (CCg)alkyl;
R7 and R8 are independently from each other H or an optionally substituted (C,Cq¢)alkyl
optionally forming a cycloalkyl;
nis1,2or3;
35 XisNorGC;and
Y is CH or a covalent bond.



WO 2011/ 161159PCT/ EP2011/ 060445 R1 R2 ./1R3 B- NNR4 R6R5(111) Anong the
conpounds of formula (1) a third group is conpounds of formula (1V) bel ow
Anong t hewoanpownds of the Invention, a fourth group of PCOmMPoUN@sN4tS t hose
having RL and R2 in positions 3 and 6 of the phenyl ring. Anong the
conpounds of fornmula (1) a fifth group8-=s corrpounds of formula (V) 10bel ow

R4 R5 (v) Anp t he co ound I I Xxth gro o) nds of
formila (V1) 18i5cPGHp o 5 of thetninbod cigdiey ePrebeBisRbt IRIEVBE (Rbr mul a
(1) a sewemtia; group is corrpounds of formula 20(VI1) below R2 WO

2011/ 161159PCT/ EP2011/ 060445 - 12 - Anong the conpounds of fornula (1) a
ei ghth group is conpounds ¢ft fornmula (VII11) below R2

@@Ox

5 (la)
wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in the invention according to
any embodiment or combination thereof.

In the context of the present specification, the terms defined below should be
10 uderstood as having the meaning defined next to each term:

a” and “an” are used in the sense that they mean “at least one”, “at least a 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 greater than one, with a special preference for one, two or three;

15 - "and/or" wherever used herein includes the meaning of "and", "or" and "all or any
other combination of the elements connected by said term";

- "about" or "approximately" means within 20%, preferably within 10%, and more
preferably within 5% of a given value or range;

"comprising”, “containing” when used to define products, compositions and
20  methods, is intended to mean that the products, compositions and methods include the
referenced compounds or steps, but not excluding others;

- "treatment" or “treating” encompasses prophylaxis and/or therapy. Accordingly
the compositions and methods of the present invention are not limited to therapeutic
applications and can be used in prophylaxis ones. Therefore "treating" or "treatment" of a

25  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 yet experience or
display clinical or subclinical symptoms of the state, disorder or condition, (ii) inhibiting the
state, disorder or condition, i.e., arresting or reducing the development of the disease or at

30 least one clinical or subclinical symptom thereof, or (iii) relieving the disease, i.e. causing



R3 RlL R6 5R5 (VII1) 15Anong the conpounds of formula (1) an el eventh group
I s conmpounds of formula (XI) below R2 R3 (X1) wherein R10 is -H,

20- ( CH2) ,vB201160BE6) al kyl , - (CH2), - CO het er ocycl oal kyl PCT@H2011/060445

- het erocycl oal kyl - (CH2), - OH, 25-(01-06) al kyl, -(CH2), -heterocycl oal kyl,
WO 2011/ 161159PCT/ EP2011/ 060445 - 13 -9 CH2), - heterocycl oal kyl - (CH2) ,

10 (98 AT B Bhbeo N7 vt 8 S PR R Reb g  °

symptoms;

- "patient” and “subject in need thereof” are intended to mean any animal; such as

a vertebrate, a member of the mammalian species and includes, but is not limited to,

5 domestic animals (e.g. cows, 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.

-“therapeutically active compound” means any compound, optionally in a
10 composition, that will elicit a desired biological response of a tissue, animal, or human,

cell, or organ, for example.

- “therapeutically effective amount” means any amount of a therapeutically active
compound or composition.- “prodrug” means any compound administered in an inactive or
significantly less active form than after its bioactivation. Once administered, the prodrug is

15  metabolised in vivo into a therapeutically active compound (drug). This process is termed
bioactivation. This bioactivation takes place in one or more steps, i.e. by providing one or
more metabolites. A prodrug is usually not a therapeutically active compound itself and
will usually not elicit in vitro the biological response of the corresponding therapeutically
active compound after bioactivation. According to the present invention bioactivation takes

20  place particularly in the cornea. This can be tested with Ussing chambers for example.

- “halogen” means any one of fluoro, chloro, bromo or iodo;

“cycle”: means a cycloalkyl, a heterocycloalkyl, a heterocycloalkyl partially
substituted, an aryl or a heteroaryl;

- “cycloalkyl” means a saturated monocyclic carbocycle containing from 3 to 7
25 carbon atoms. Examples of monocyclic cycloalkyl radicals include cyclopropyl, cyclobutyl,
cyclopentyl and the like;

- “heterocycloalkyl” means a saturated mono- or bicyclic heterocycle having from 3
to 14 atoms, for example from 5 to 10 or from 5 to 6 atoms, and comprising at least one
heteroatom selected from nitrogen, oxygen and sulphur. If the heterocycloalkyl contains

30 more than one heteroatom, the heteroatoms can be identical or different. When
substituted, the moiety can be substituted either on a carbon atom or on a heteroatom;
similarly, the heterocycloalkyl can be attached to the rest of the molecule via a carbon
atom or a heteroatom. Examples of heterocycloalkyl are pyrrolidine, piperidine,
piperazine, morpholine and the like;



- (G 06) al kyl - NR7R8. In above fornmulae R1, R2, R3, R4, R5, RG6,
R7, and R8 are as defined in the 10i nvention according to any enbodi nent or

conbi nat WO 20tigIeEh . As apparent from skel etal f@®ckEPa@iIabave, R6 iS

only bonded to the left ring of the bicycle. I n above fornul ae, a

group of conpounds is those wherein Ril0s OH and R2 is a hal ogen atom A

particul ar hal agen atom ch or fluorine d es |aII chl or

D511 above for mIFRECY OBk ARy SHhyBlatia s, b SERiaP BR Y ope el Re

r epr esentiedsnoep ek bond, bubmteasiigoddidie Borrlsky be @bndiyetedxy akdeyatic ;| n above

formul ae, a group of conpounds is those wherein R3, R4 and R5 represent

i ndepfanden';]l yhfar@l’hnﬁ)ami%@r}id’nelt an@bﬁ%ﬂ:ﬂc ar&néﬂi&?eaﬂ:i?:lyblebe%xmymé@afgdmlinchﬁl{j_

exanpl e e hete oa can be an optionally substituted pyrolidine,

pyrrol i dé 8”yl’2 B?’Hﬂﬁ’é’zé hl%ﬂ”a nor phol i ne. Particul ar substituents are
-(01-06) al kyl dr oxyal kyl . . In_apbove fornulae

(0L00) il sl Cone R MU Mo, o bt aBPe 08 A28 0

r epr esentcemplises from 5 to 10 atorh#) fa’oemmpie)ftmmlsae 6 #ogs,arl cmfmmnemmmnmist orse t hose

wher ei n X e rtesen i ﬁgnlt en and \XL qrheseﬁzéﬁ gg n above

for nul ae,” 5?8'6‘ ?C & s OXYRDAUh BRI 2é"? 8B é%aéﬂt?”é?'%ﬁ‘%gen

atom or @hdh or%hetsroatdwydhe)geuermmm tan be penticat ol differmihdblheresdbstituted, the

Conmpounds_of, the | nvent.i ude those of the Exanples_herein in

par £ cul Do ohd SRS Renes < 36 S S ABifgalt: Sifary tne

4- Chl10r o-hdtdr@ar(Imani ke attadhyd entheogst[ol i bleculaz i aEdrbbr atopy oi dihatetoatdrh-

phenol c¢ oupd é; | - - dol ¢ | 2ol o

4- Chl or o3BT PAPIRS! A G RYHEY ST 11998 PPy N0 012%2'%) 157 9/3 RYBUIgp.

phenol c@yrauied iBazole, benzimidazole and the like ;

4-Chloro-3-[2-(pyrimdin-5-ylamno)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-

35phenol - in ¢(@rpodrhdhel numbers define the possible number of atoms present in the

4-Chl oro - (,5- roxynet hyl - pyri di n-3-yl an no) -
[1 2 4]tr°|ﬁ%'£‘g‘1 &)*[elpyé%a] pyri di n-6-y1] - phenol WD 2011/ 161159PCT/ EP2011/ 060445

- 0.

312173, 5. Bi 5O ot PwatgIec RGO SHP YRS P aeaf g forgxample. a .

al pyri di rﬁ}eéH(yI]r]apﬁeserhtB @r aaipdratesl chain compmsmg)tnomd 6: 6 carbon atoms, either linear

g’] glr Io(rjlo ﬁ§6dr§ﬂ%h-%8rq§h§f %Cf&y ré())%n 3 yI %EHyPoéth% p?dpyl tlrsbg?r%&l/loi)utyﬁ isobutyl,

4- Chl or o-sBellyl[ tertb@ybppemntgl. i d| n-1- yI et hoxy) - pyri di n- 2-yl am no] -
[1,2,4]triazol o[ 1, 5-a] pyridin-6-yl}-phenol conpound

10: 4- Chl oro- 3- (2-{6-[4-(2- hydroxy-ethyl)-pi perazi n-1-yl1] - pyridi n- 3-

ylam no}-[1, 2,4]triazol o[ 1, 5-a] pyridin-6-yl)-phenol conpound

12: 42@hl or o- 3-The-témy féodipoudyhermnnie jn panaalaptariing ol ejnpdngds pf/ formiuia-160K | | -

10phenol pharmaceutically acceptable prodrug, thereof.

Among the compounds of formula (I) that are subject matter of the invention, a first
group is compounds of formula (1) below:

R1

R2
=~ "N——N
< B’R3
N N~ \\R4

R6 R5

25 (I

Among the compounds of formula (I) a second group is compounds of formula (ll1)
below:



conmpound 13: 4-Chl oro- 3-[ 2- (2- hydr oxynet hyl - pyri di n- 4-yl am no) -

[1,2,4]triazol o[ 1, 5-a] pyridin-6-yl]-phenol conpound

14: 4- Chl owo0-28t1J1311(568- hydr oxymet hyl - pyri di n- 3-yl am no) -  PCT/EP2011/060445

[1,2,4]triazol o[ 1, 5-a] pyridin-6-yl]-phenol 15conpound

16: 3-[ 2- (3, 5- Bi s- hydr oxynet hyl - phenyl atd no) - qui nazol i n-6-yl ] -4-chl or o-

phenol quQound

17: 4- Chl or'0p2

18: 4- Chl gt

a]pyrldln 6-Y 1 2 ﬁ
4-[6-(2-Chloro ydr XYy - phe yl)-[1,2,4]triazol o[ 1, 5-a] pyridin-

2 ylanlno] pyri di ~ OINA mpo%ﬁ64

20: 4- Chl oro- 3-[ 2- ?2 met hoxy- py#Si di(py 4- yl ami no) -

[1,2,4] triazolapich 5h@bwpm1dadﬁfdfﬁthap(h)@mlrd@ﬂmpoya@lnpounds of formula (1V)

21: 4- Chl pew3- [ 2- ?5 hydr oxynet hyl - pyri di n- 3-yl am no) -

25qui nazol i n-6-yl]-phenol Conpound

25: 4-Chl or@t 3-{2-[ 6- (2- pyrrolidin-1-yl -ethoxy)-pyridin-3-yl am no] -

[1,2,4]tri gZ20l [ 1, 5-a] pyridin-6-yl}-phenol Conpound

26: 4- Chl d¢ 2-[5:(2-pyrrolidin-1-yl-ethoxy)-pyridin-3-ylam no] -

[1,2,4]triazotof ] [0 TNdin-GRgl}-phenol 30Conpound

27: 4-Chl oro- 3-(2- hydr gxy- et hyl ) - pi perazi n-1-y1] - 2-

met hyl - pyri m di n-A>yT amyfoFNp1i2R4] tri azol o[ 1, 5- a] pyri di n- 6-y1) - phenol

Conpoygnd 28: 4- chf8r o- 3- (2 {3- [4*%21hmdroxy et hyl) - plpera2|n 1-y1]-5-

met hyl - phenyl am no}-[1, 2 4]tr|azolo[1 5- a]pyridin -y1) - phenol Conpound

gg[ i’ (2:h|4ﬂ ?I 2?5912%%1”‘8 > t“ ??éﬁleyi)r]rc/gg ag ]Q)?J"AE) group of compounds is those
ggli/ é?lllﬁeﬁ 15&?%(;12( gléﬁs 3 ahd 6 of GRITBIENYPring. dazol
- 4- or o- r nzol m dazo
S o] o1 3. > ARG s PEpaLSEe B B @ﬂromﬁﬁerﬂpeaﬁ%wr{armu'a
31: 416h! eepwd- [ 2- (pyri di n- 3- ylanlno) [1,2,4]triazolo[1,5 a]pyrldln-

7-y1] - phenol 5Conpound
33: 4-Chl or o- 3-{ 2- kg (2-pyrrolidin-1-yl-ethoxy)-pyridin-4-ylam noj-

o=V

Among the compounds of formula (I) a sixth group is compounds of formula (VI)
15  below:

Dy &

Among the compounds of formula (I) a seventh group is compounds of formula
(V1) below:

Npa

RS (v

2- (pyridin-3-ylanino)-qui nazolin-6-yl]-phenol Conpound




[1,2,4]triazol o[ 1, 5-a] pyridin-6-yl}-phenol Conpound

34: 3-[2-(3, 5-Bi s-hydroxynet hyl - phenyl am no)-[1, 2,4]triazol o[ 1, 5-

a] pyri di wo-29tijtedtsghl or o- phenol Conpound PCT/EP2011/060445
3-[2-(3, 4- Bi s- hydr oxynet hyl - phenyl am no)-[1, 2, 4] triazol o[ 1, 5-

10a] pyri di n-6-yl]-4-chl or o- phenol Conpéind

36: 4-Chl oro-3-[2-(3,4,5-trinmethoxy-phenyl am no) - qui nazol i n- 6- yg- phenol

Conmpound 38: 4- Chl oro-3-(2-{2-[4-(2-hydroxy-ethyl)-piperazi n-1-yl1]-pyridin-

4-yl am no} - [ 1 Alycehptthe acgrapalriblsof &rpylal (B aneihti Hyoyphie oompdrcang darmdla (VIII)

39: 4- Chl dew3- { 7- met hoxy- 2- [ 4- (2- pyrrolidin-1-yl-ethoxy)-

phenylam no]-[1, 2,4]triazol o[ 1, 5-a] pyridi n-6-yl1}-phenol Conpound

40: 4- Chl or o- G8- net hoxy- pyri di n- 3-yl am no) - qui nazol i n-6-yl]- phenol

Conpound 41: | oro-3-(2-{4-[2- gg, oxy-pyrrolidin-1-yl)-ethoxy]-

20phenyl L 5-a] pyridin-6-yl)-phenol Conpound
42: 4- Chl oro- 3-[ 2- \NO) - qui nazol i n-6-y1] - phenol Conpound
43: 4- Chl or o- 3- [ 2- (¥ Ny l/f pyri di n-4-yl ani no) -

qui nazol i n- 6-y1]

44: 1-P2-{5-[6- ( 2- Chl or o- 5- hydr oxy- pRé¥IDy-[ 1, 2, 4] tri azol o[ 1, 5-

25a] pyri di n-2-yl am no] - pyri di n- 2-yl oxy}-ethyl)-pyrrolidin-2-one Conpound
45: 4- Chl or o- 3Anbrigkhé 2opelirsyof edrityila) (4 Jd-hubmrgmmre@ambu@s of formula (IX)

yl am no] vglswrazol i n- 6-y1l}- phenol Cbnpoun

46: 4- Chloro 3A2-{R- [ 4- (2- hydr oxy- et hyl ) - pi perazi n- 1-y1] - 5-

no} - qui nazol i n- 6- ®d) - phenol 30Conpound

4- (Y2 hydroxy et hyl) - pi perazi n-1-y1] - 5-

@ [1 Nﬁé\ riazol o[ 1, 5-a] pyri di n-6-y1) - phenol
Conpound 48: Benzoi sx-gLiJu LQr o-p- (2-{3-[4-(2-hydroxy-ethyl)-pi perazin-
1-y1] - 5- et hyl - ph&ayl amNm} Mtrl azol o[ 1, 5-a] pyri di n-6-y1l) - phenyl

ester WD 2011/ 161159PCT/ EP2011/ 060485(x) - 16
- 10

hydr oxymﬁ hyl - phen
Among the compounds of formula (I) a tenth group is compounds of formula (X)

' R2
R3
R1 %{Y\N
OL N
6 N" N Y

15 Among the compounds of formula (I) an eleventh group is compounds of formula
(XI) below:

(X)

R2
R3
R1 XN JR10

wherein R10 is

_H,

20 -(CH,),OH,
-O(C4Ce)alkyl,
-(CH,),-CO-heterocycloalkyl,
-OH,
-heterocycloalkyl-(CH,),-OH,

25 -(C4-Cg) alkyl,
-(CH,).-heterocycloalkyl,



Conpound 50: 4- Chl oro-3-(2-{3-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-5-

hydr oxynmet hyl - phenyl am no} - qui nazol i n-6-y1) - phenol ; and any prodrug

t her eof . WO 2011/161158 group of prodrugs is esters of conpecmdP2af/oaiaeye
fornmulae, and in particular 5esters of benzoic acid with the phenol ring of
above formulae (where Rl or/or R2 is -@). Exanples of prodrugs are:

Benzoi caci d4-chl oro- 3-(2-{3-[4-(2-hydroxy-ethyl)-pi perazi n-1-y1]-5-net hyl -
phenyl am no} - [(GH,) Adteroapotdatfyl(GH A} P¥r i di n- 6-y1) - phenyl ester; and

Benzoic acid

4-chl or o- 3-( Z?S(C ﬂ)-”PSEeﬁ%/C(XFlc())>%I)l/(YIét hyl ) - pi per azi n- 1-y1] - 5- net hyl 10phenyl am no
} - qui nazol i n- &-@iige yhevieyr the sitepgen atom belopgeiorBli ng t o anot her enbodi nent,
the conpounds gfchhe-ddveRrtdgRoake, either white or with a pale col our when
in powder, and_are uncoloured and transparent when in aqueous sol ution at
activé concentPdPioh®OH.The conmpounds of the present invention act primarily
on src Ki nase,o@@gpmdeRRgporanot her enbodi nent, the conpounds of the

| nvention are ki n Lohi bitors. Accordi ng to anot her
enbodi nment , péﬁ@@a‘kélr?ﬁ%@%‘r%ounds of the Invention have an I C50 towards Src

of less than about 15 n vant usl.ykess th about . 10 nM,  for exanple
| ess than aboﬁh atiovﬁjl\flf’m%esa?hgﬂ %gi:ﬁd‘t’ %,’ Bgnlﬁf a&da@%/%rﬁ a}Sedse 'n?%gr{[h%bout 0,5
nNM  20Ac drokedtisrgadoordimptoheny emminaithene ol combi@ntorethergof.ovi ded conposi ti ons

aceept abl e oaPRAEPas GTBHBC e 200t HE 2y BaoRu PR IR G3f,

"phar maceidycleal | y acceptable" refers to carriers that do not produce an
adverse, allergic or other unwanted reaction when adm nistered to an 25
ani mal , or hurmaboasfoapplaepa paup.of Asmpsettishie tteise, whgpsiarRaiseit iand |IRYyis a
accept abl Lier s KOG ggﬁ A0 | I ' i ha,

coat i ngs,h%!'gr{?tg{1 S%cﬁ'ep? ?%ﬁ&gn zla%‘{ I fun é{léﬁé%@%tdé?lﬂpi%% %h?%gg%ﬁlggg@ﬂ}ﬁ?l on
del ayPng agents QAW tierauladed JTOHP @5 EOBIPOYIEh isc HIosP ewlereigr Rph&vinae (RS cal
active sybsbashi @rdebsnddty flsRO¥MEhigthdrltRaRyilor nfARPAIBS of suitabl e
pharmaceutical carriers are descrg bed in " Reﬁn ngt on’ _sd{h rmaceut i cal
Sci ences" by B 2RQve3piRH2S: R 9rPYP 9 GOMRAURHS St eIpMRERBIES: ii“l’?é' ounds of
t he | nvengpreserairgichondantiatrech éaehatom —~CanNOe!, vO{OH . FCH-haieropyaieidlires as a

phar maceut i sition.adapted for.. 2071 61159PCT/ EP2011/ 060445 -
i BBle. TR iR & B S R R BT EIREMSS e  as
ant i 20nf Ipipenasing, pr agempholioheatitidargubatituentagent(C:-Bntdlkytande(C-agent ,

i mmnono@ghggg;x aRgent, gene-based therapeutic vaccine, inmunotherapy
product, thérapeutic antibody and/or protein kinase inhibitors can al so be
i ncor porat ed iheloveHemeyapFsoiore 9 compeysisds Hipse yherrin L1sBisaRiate carpen

conpoundsiéth ah8 epRsems gHvention will be fornul ated for parenteral

adm ni stration .9.,, fornulated for injection vja the intravenous,

nt ramuscul ar M SRR AHBES, 3 FFOWR & GAMAUPES 't SR WheIRRS rpEserts a

pr epasat initrogeh, @l Agppeesehtcabpaki ti on that contains a conpound or conpounds
of the Inventi il | thi h i h i t, J Lght of
t he present dilrgglbg{é%rf%. Vel chch{/p 8%35@%“%0%{)@?% iv@r?tsrgﬁaﬁé tgngSrg%Ad%?J;d as
i nj ect ablhgdrogen atear orGHA. iREUB @ hydragen @tem oy a parsipdaseapedimeoat i d f or ns

sui table for wgifiGuhds B BRANEnEA MEILEETARE of HERERMAARShABRNINGicARAAd on of
aliquid prior to injection can also be prepared; and the preparations can
al so be dviomng aag their prodrugccording to a particul ar enbodi ment, the
conmpounds of the present invention will be fornulated for topical

adm APst r at i ogo@Pontkl c drigderads(2dpyidie-4tyanaine)-id 2. 4lkiggelel 1a8-Rlpyidin-694- t he

t r eat nentth@folopht hal m ¢ di sorders. The preparation of a conposition that
contai ns a conmpound or conpounds of the Invention will be within the skill
of those in tlsemaound i2n4iGhidro-3R-(pividipBedasninodil o4 lvsaole[1,5Fglpiyidin6yy]- such
conposi t ipbagolf or topi cal adm nistration can be prepared as ointnent, gel or
eye drops. The topical ophthal mc conposition nmay further be an in situ gel
formul ati on. Somboand &r MCrddroa[26(pmmideS ylamiyed)i[ 1,8 ¢ teigeid[ 1 j5ra)ay ridith-6-yl]-
concént r @hensl ef fective to pronote gelling upon contact with the eye or
with lacrimal fluid in the exterior of the eye. Suitable gelling agents

i nclude, but abpo@id 4i mGm@rotsa[,z-(shgarmﬁmbtﬁynm/r@m-amhﬁn@uch as

t et r a- subpspidjtiaLsbo]eBibeiden-eiyaphesolbl ock copol yners of ethyl ene oxide and
propyl ene oxide (e.g., pol oxam ne); polycarbophil; and pol ysacchari des such
as gellan, carrageenan (e.g., kappa-carrageenan and iota- 25 carrageenan),
chitosan and al gi nate guns. The phrase in situ gell able" as used herein
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

vi scous |iquids such as sem -fluid and thixotropic gels that exhibit

a4 = S e o - T



35rel ease capsules and other solids for oral adm nistration. WO

2011/ 161159PCT/ EP2011/ 060445 - 18 - According to anot her enbodi nent,

t he conpowodsiiafeitshe present invention will be fornul at @dTfEPRO11/0604a% unOr al

adm ni stration of the conpounds of the Invention. The preparation of a

conposition that contains a conpound et4eonpounds of the Invention will be

W thin the skill of 0 in_the art, in light of t resen Lscl osure.

Typically. s eﬂmeigwgﬁs?’ﬁé—éﬂ%—47%5PV<5rﬂ¥vrr%¥n¥wﬂavv'afaWﬂﬁsﬁﬁﬁwazaf?lﬂ n be

pr epar ed a&@'”ai”é%yl' EQOBBYE Y or the other routes of adninistration.

Accordi ng to anot her enbaodi nent, the conpounds of the present invention

wi Il be fornulCafeauidby: ﬁ%@re@-@dﬁm@@w&w@w-%f/'aw)&g?rﬁdiua&%ﬁ-t he

| nvent i orfIPYfiRE-&¥lERa8NA i on of a conposition that contains a conpound or

conpounds of the Invention will be within 10the skill of those in the art,

in light of tlsemppercdit 4driierpssiarle-(2pypplicin-i yl-ebaxn-RyoaiPposyiamaes f or

i nhal at i dh2ddrazsdolph.Peipyrigin-eryllwheeolosed above for the other routes of

adm ni strati on. Accordi ng to another particul ar enbodi nent, the

conpounds of tchmppurs tdid-Ghiarerd-(2oe-[di(2hytrexy:etiyl) mwingradin-h-ydpiytitiat3rol ogi cal | y

accept ablyanpnadé2AHtriavas| !, Sralppadn-Eyl)eptieancer s, penetrati on enhancers,

buffers, sodiumchloride, and water to forman 15 aqueous, sterile

opht hal m ¢ suspepsuah1 2d-Grodrot3-[@Apyrdidhyédming)-[d (1, 4itriaaolo f1o8-ajplyddin-Gng)- may be

pr epdbed pbgnai ssol ving a conpound in a physiologically acceptable isotonic

aqueous buffer. Further, the ophthalmc solution may include an

opht hal ol ogi eabyurit tBpIGHIbe-B2F RartirRymethyRSFidE-4-yanthgsol vi ng the

conpound [1 Bufttifd[nsea]pyriath-e9iMohahdni ¢ sol ution may contain an agent to

i ncrease viscosity, such as hydroxynet hyl cel | ul ose, 20

hydr oxyet hyl C%bﬂnbb@r&ﬁ4:hé(ﬂﬂ(%WEQBWyB’R}x?MbEF@I-MHdQﬁ@-yIaf’fﬁr‘ic_f)y| cel l ul ose,

pol yvi nyl pgraiahi I ng.a)syridi6yliokBnolt © i prove the retention of the

formulation in the conjunctival sac. Celling agents can al so be used,

i ncl ydi ng, bu i hd.hed 4 a.p:ael ) AU ardeat 4] _epar e

steriq?e MABh tgf)ﬁligéur#oca ﬂét'%g%t(é’?olgrlﬁ)(darta@g?\é;,ﬁiyltypﬂgﬁg%ﬁnggaplﬁé%bé@i%ﬁ{4%glr?%e

conbined wth a preservative in an appropriate vehicle, such as, mneral 25

oil, liquid I ' .Wwhiteg ol 3t . The oyn e preferably
%{bgrlpqo@ng%. 8- b % e(E din- 3§19 lcﬂ{u‘rﬁ’a%oﬁﬁ 3 \Mﬂtﬂ?‘eg&p

formul ated as al' ophthalm'c sus I'ons “or sal uti ons, H of

Compounds. yi %ﬁ%ﬁ%@ﬁ "he. el reTiATREL e ke BF Sheco R Grount

Il
0. 001% t GIRESEPVEP % but preferably in an anount of 0.025%to 2% by

wei ght. Thus, for topical pr n jon to 2 drops. . of  .these formnulations
wout dobe 3qdejq<\gwag§ " he SITEEblog s tuerRayehe a2 phiieS oy
accor di ng YYMREPY|AEL R i on of a skilled clinician. | n anot her

enbodi ment, there are provided nmethods of treating a disorder involving
tyrosi ne ki na$®MBPEPEg0l at i o QURA-3Hs-(@imyhererPyadEnt:VIafétP)wi t h i ncr eased
vascul ar [péritieaasiielil ORlewidingiybgeaedi s, incl uding the adninistration of a

t her apeuti call WO 2011/ 161159PCT/ EP2011/ 060445 - 19 - effective anpunt of
one or nore c Had8f: t he fHNeiPiddR-(BdydroxybpdytpirdimEglamifo)such

t r eafrentquinazolin-6-ylobenali ng to one enbodi ment, the said disorder involving
tyrosi ne kinase dysregulation is a disorder associated with increased
vascul ar per m€aidoung 255 Ac c o# ¢ hhayo13e{ 24 A ¢ 2 -pgrroliirh doi-ethnxy)-dyhdins3ayldmaiosor der

i nvol vi ngl,.2ytosiohet1 ot ajagElirdg-yhepanat i on is a di sorder associated with

angi ogenesi s. In particular enbodi nment, the disorder involving
tyrosi ne ki nagntposne@el at i oa-Grdora-3dj2g 6+ 2y rraliioe tiyhtibdxydytidia-sylaminofas e
dysr egul §t,e@itriads] 058 mgidiree-gh@hendiodi nent, the said di sorder involving
tyrosi ne kinase 10 dysregulation is selected in the group consisting of
nyocapdi al i niCRinfdound 2751 I Ok&-.CHIsIBBREL{6Y 8- (Daddrbxy-ainyioperddn-i ggizem a or
reper f usingaihylflyki)din-1-yRidiTRe ) -[¢ 2N Riazol 68 B2ARyridki-BH)LgHeRolor ot her “art hropat hy,
transpl ant rejection, autoi mune di sease, burn, or acute or adult
respiratory digghitfid 2§ndr OMg-crhiRbi3) o-(31[4 PRRALABLTL My AloRer 4. 9-yflCh as

reti ”OPaWhﬂfphéhﬁlérﬁ%bFfﬂ,ﬂ@triéi'o@?ﬁ@%]pyﬂbiﬁ@&l)-ﬁhérﬁﬂ' hopat hy, macul ar oedem,
i ncl udi ng diabetic macul ar 150edena, macul ar degeneration, gl aucons,

vascul ar | eak ne, inpf HISFERL ol { ( _ for exanple.

I n aRet hef{ 56 %E@é%—a%]gﬁm{-@-ﬁ@? [Jel e i(g’edfg3 ﬁ@ﬁ@ég%ﬁﬂ??@a@? ng an ophthal mc
di sofder [ds50CT at ed with I'nereased vascul ar permeabi lity, including the
adm nistration of a therapeutically effective anount of one or nore
conpound of the Invention to a subject in 20need of such treatnent.



I n anot her enbodi nent, there are provided nethods of treating a subject

havi ng or at risk of having cancer including adm nistering to the subject a
t her apeutwoabiwiéefsbect i ve anmount of one or nore conpoun@CofEPRé1@/0603¢ENt i on
thereby treating the subject. In another enbodi nent, there are provided

met hods of treating a subject havi ng ei525 at risk of having oedema and/ or
angi ogenesi s incl ud| adm n| he subj t her apeutically
effective anmo Q%f" {156 ﬁ{%ﬁ@ 8ydrloﬁ)éeﬁwbgﬁl?%omfﬁ%zroé§y treating
the subj d@&Mnol1.2 tr'?ﬁ"%ﬁoﬁ BY" there are provided nethods of
treating a su | ect having or at risk of haV| n%"%& cul ar degeneratjon

i ncl udi ng/ adni MROYPFRY to t AE-TEQIBSRiPYidihB MR ieHinagolalssiPyidin-anount
of one or h@”@ ound of the Invention, thereby treating the subject. WD
2011/ 161159PCT/ EP2011/ 060445 - 20 - therapeutically effective anount of one
or Mobe compoGRMRILNEAE: | nvoAGHTo - RdPdBpYFPIskY inhelbRe Sybgiecktyiaminol |'n
anot her éhBddirazaiall Stalewridinw!}phenelded met hods of treating a subject having
or at risk of having macul ar oedema, including diabetic nmacul ar oedens,

i ncl udi ng 5adidomuedBAg to B+[|%(&Gﬁisebltdraxmmdpbamyl@ainby[163,#]§dﬁt2blmé1,ém)unt
of one or]pyvde-Eyhpebledo-phertdhe | nvention, thereby treating the subject.

I n anot her enbodi nent, there are provided nethods of treating a subject

havi ng or at JoslpoohdB8vi ng Gi[2:(R &1Bks-hyorbxyahenigyl-ptemyniaraine)-j 1Ny 4 riazbloél ,S-ubj ect
a t habapaealdyridmté-yl]-éfchecd-phenchnmount of one or nore conpound of the

I nvention, thereby treating the subject. 10l n another enbodi nent, there are
provi ded nmet h@dsnpalund Beat i Ng4ZLarbiEet(3 AL iring:titgxy athehylamindl-qbiduzd1g-6-

reti nopatylpyphiensll udi ng admi nistering to the subject a therapeutically
effective anount of one or nore conpound of the Invention, thereby treating

the subject. CompoundBganot hercHreadioeni-(2-hixgogy-athel) -deéVézﬂﬁ gn%yhaaﬁs of
treating 43 |sHiRbELAL 2 BRHZ0B[ 05- aﬂiyrlal'n?d(ylp hé}ﬂ,\yl ng vitreoretinal disease

i ncludi ng adm ni stering to the subject a 15therapeutically effective anount
of o or nor of t i i ubj ect .

In aggt h o Hloi HH@]?M}GR)%H;‘C Hﬁ)&g%?rg é%g#a%p; dﬁta Frnef::t éﬂ%(ﬁ subj ect

havi ng o ri sk havi ng fa g d| sease, i ncluding adm ni stering
to the subj ec eutical fof i C ound
of the Tnyepy ?g@ﬁoﬂﬁéﬁﬁby zo?rdea b En e v ARfncpiou FRE S E IR,

enbodi nment, there are provided net hods of treating a disor der i ncl udi ng an

opht hal mi ¢ di rder ﬁi can SQ _2’_[ c(i wth d_vascul ar
bi | h Ferr et ﬁ bPXlépWﬁOgn@ ﬁgt’“eﬁ‘a?ﬂ’ 3
R S e )

anti-i nf | ammat o 25 er uti ent, anti e
i munonodul at ngggﬁ% genei r&t[ﬁgﬁ)g %‘Ee lé”aqoﬁgrgr@f%?' lgy
product, therapeutic antibody and/or a k| nase inhibito to a subj ect in
need of such wadds: 4 Cwmwgﬁwa@i%hmewyk%'%w of the
| nvent i oMiViNggQlEce-yil-Pherdr ophthal mic applications, is preferably by topical
adm ni stration. However, the invention is not limted 30 to topical
delivery in tk@mgoundpdo i nclyaés[a-@EChirenphedont-paeiyiitlAR. dingzqell iSocul ar
i nj eébi opysigist 2pamingdyNdn-¢-yaxyhethgh-ayroidioRiose parenteral route such as
for exanpl e subcutaneous, intranuscular, intravenous adm nistrations) or
i ntratunoral d®@mpoeng45: WO 28Thia6-BHed PCI-hER20y-21h9 5a44BenzRinidazol-5- In yet
anot her glenood]rpitazoliméyg-pherolpr ovi ded net hods of delivering a conpound of
the Invention to the back of the eye, the nethod including preparing a
conposi tion i Bompdung 48: phar axlihdarbixc@HBy4¢2-hedrbkywethgipipetazif-1gt]-5- east one
conpound nedthyiphehyiamainb}-quinardindeyl)-piegriong sai d conposition to the eye of a
subject in need of such delivery. 5In yet another enbodinent, there are
providded met hgdsnpundali veri aghior6 @RABNA-(Rhydrdgy-bihyepldeaitin- éy)&t uror al y,
the net hcwdnoay.h L gheRy RAMId) 10 2a16QFAN] S St d|yridin6lylydhegola phar maceutical |y
ef fecti ve anount of at | east one conpound of the Invention and delivering
sai d conposi tichdoRing B8: T UNMDBeR0IA aidPA-BRibro-8L(SERMA-@LhyaksY-Af) MiSérkzin-
1-yl]-5-methyl-phenylamino}-[1,2,4]triazolo[1,5-a]pyridin-6-yl)-phenyl ester

Compound 49: Benzoic acid 4-chloro-3-(2-{3-[4-(2-hydroxy-ethyl)-piperazin-
35  1-yl]-5-methyl-phenylamino}-quinazolin-6-yl)-phenyl ester



To prepare a conposition of the Invention, and nore specifically an
ophthal mc 10 conposition or antitunoral conposition, a therapeutically
ef fecti vewarmounte13p one or nore conpound of the | nventi @eaTiEP2@hacEds i n a
vehicle as is known in the art. For exanple, topical ophthal mc
formul ati ons containing steroids are di&elosed in US 5,041, 434, whil st
sustained rel ease o alnlc f nul n o al mc.drug _and a high
nol ecul ar_ vyei ﬁ%@ r to.f gg@jﬁ 5%@@8§%g@¥$pﬁﬁvg"beéﬁEhescrlbed
in US 4, 2Y9of @ y@gmmﬂqg@ﬁz %?W@r GB 2007091 describes an
ophthalnlc conpaosition in the formof a gel conprising an aqueous sol ution
of a car boxyviA§Y RN BIOPRYE thereofhat er - sol ubl e basi ¢ substance and an
ophthal mc drug. Alternatively, US 4,615,697, discloses a controlled

rel ease conpod giodn CAREPHiAsHIS BSErs 96 E0THRRWHISH aRoke Hiamias aad dhearicelaeat | ng
agent 5 SUERras KhzBRldcrd Wil thaTBRBhATIhoRA Bbve BATIASe AIRBTR 10yd: i gampgunds
of the Invention be adm nistered and 1ts concentration in th

conposi tlEdﬁ@pl%étﬂhW“ﬂgﬁearﬁet hod of the Invention depend upon the sel ect ed
di ssol ving agent, delivery systemor device, clinical condition of t he
patient, S|de ts st ghi |t ¥ 9f,the th |t|on
Thus, the phy S|&%§§ e Q@Q S ?%@kg£¥rg r J] S re§§$§¥x%hg%gﬁfh |ng t
appropri a@hemd@nmehﬂr,%\ﬂ]trmotw 5ﬁh3ycdlmﬁ3ﬂhﬂbem‘l estgt;laed | nvent i on and sel ect S
t he amount of fornul ation adm ni stered, depending upon clinical experience
with a given tien I mnth at i | n anot her
enbodi nent, t 8%0'%?8'8 %\/‘?ra'f 25?3%&%&@8 %hxﬁﬂpﬁgﬂ%é Y Rgig- conpound of
t he ﬂﬁvemﬁbmhanmohqmnaﬁmugsﬂhpmmmﬁeﬁﬂmere are multiple synthetic routes for
the preparation of the conpounds of the 30 invention, but all rer on
chem stry kno to. the s nt hetj c .or i c chem

opresent ed by UG A e SERSUTRA e cEtaeRo PR Nes TS Bedipeunte
descri be@riwitht hepdié toefoat whenaifdpewder\vahd -d¢é QBolbOrednands kiahddertnwidre irar t .
Typi cal Ilteratule ces are E@ganced organic chenlstry , 4th Edition
(W1 ey), ‘Jwaﬁﬁﬁﬁaﬁéhg?@ﬁf "%ani ¢ Transformation", 2nd Edition
(Wley), R C Larock "Handbook of Heterocyclic WO

2011/ 161159PCWh6%8%$69@£&4|5e pre%@nt-m@hﬂah akt c?(lmarlm &dikinagd (Pergamon), A

R. Katrltzky) review articles such as foun Synt hesi s", "Acc. Chem
Res. "5 "Chem ABedrdingX dpbotHeRebhbbiirindtiké @orﬁ@b&ﬁrﬁ;@sofltl@ﬁivbﬁﬁcﬁﬁdarb)érékuﬁawr d
literature searches online or fron1secondary sources such as "Chem cal

Abst r act d*iRjfors.gej 1 st ei n". Cbnpounds of the |nvent|on can be synt hesi zed by
met hods 5 anal ogous to thgse exenplified ipn the Exa herein for certain
repr esent at i vé'EBRBGURFEONEE RGOS nbr%t@a[%féemaeg Ee IMYeiRD &) es

section, @50 tovelrlls BROVNICRS aRMCAE0RS 1508 aiivahtbg@lousny rreb§ tHdht AR 10 A6E t he

conpounds di scl ose her enb ere ar

provi ded e%?%‘pied%ﬁﬁfg?hag%éw%l I5%5 tﬁﬁ'ﬂ ép?%{lo L or %’8%%’%% tb%ﬁb%ﬁt%”'ﬁed
mnthl t he packaagi naterlal erein the ack terlal i ncl udes a
G B o2 e e LS R e A A i A A SR

di sor der orassec campounidst bf WmM@@Chn‘daanhaﬁtmaQ@mtmﬁablabbép{a@écbaﬂmr er n the
conposi tion includes one or nore conmpound of the Invention.

anot her &MEHIBAY '™ here are provided kit including packaglng naterlal and

a Co osition C0n i ned n a.

B acknb g mat A e e tedein e are R BRadRpbl ctrelhia CarfleS ek ¢ i on

can bebulmd pf'd@fugé raﬁ?émde cilledjics or dmreg uaiwame?a’ea@hdm Wherc@dmtrﬁméreadovmcul ar
er 111t an sel ecte nyocar al a I N rction troke congest | ve

Do £31 A Ot s e G Al s G458 arei g e eltiedl SR e ey

ot her ar tifulaeat &y, am@bllrwn@hfsy digpewdidr emoet, ldmahngi; smals@:terimcanbaantufungal
ease, vascul ar i nfl atory

d t t nd

i Sease. 38805 RRlo AHCEIRISH S lav A GRETB 6 I b 6,01 Sbell FTEBIP at or y
di st resg phimekiceotcd] ARG audtanaes ek nwelheknoanpdsitihé airt.i Agarhigles &fneuitibleror e
conpoun

" arxl ul ar enb , re are
r o0t ded PRIt G NG RrR sgperperdt SroTaTRRS PR B Rre I Coh el
w t h3o t arpraclkag ipagicorl @mbalkdimeiethe cbmdswnaaai{a@e m:g/emiadsreraralrormm(dteuies a
| abel which indicates that osition can sed for. treat t, of 25
opht hal mAESAPRNE” LUlBE: DOSRORPT thec G B Rt AL RS ghy ABSH 1165 and
wherein the conposition includes one or nore conpounds of the Invention, or
one or nore prodrugs of a conpound of the Invention. Those skilled
inthe art will appreciate that the invention described herein is
susceptible to variations and nodifications other than those specifically

descri bed. The 30 invention includes all such variation and nodifications.
The |nvent|on also |ncludes aII of the steps features forml ations and

o Y v o T 1 o,




10The follow ng exanples are given to illustrate the preparation of
conpounds that are the subject of this invention but should not be
construedwaoimpiybng any limtations to the clains. TheCpmrean/oseghet i c
resonance spectrum of each conpound of the Exanpl es was consistent with the
assigned structure. EXAVPLES 151 - SYNTHESI S OF COVPOUNDS OF GENERAL

FORMULA (1) .1.1 . er al ho Step A - upling of..

OBt oo OSSP 45 0 Pre & SeppiFrTema soeRthdioss. giich & di-nflammatory
Brono-[ 1 a@eﬁﬂ bherﬁdtﬁé@béutﬁ:-@iewrandlcané’er)dgém nﬂmU@or&ocﬁﬂlatOffy ayeht, @@aéibused
substltut ed Rl g nic acid i,n, a r sol vent -100 300C,
most prefréara%atglcg@ C|Q%, |m@o erapy product; g};r eu %ﬂchﬁ r@?or(%gtel mase
R5) - substinHilioesicdi as®be ediordted htetheompotitional | y substituted 7- phenyl
(R1L, R2 substituted)[1,2,4]triazolo[1,5-a]pyridin-2- 25yl am ne or 6-phenyl
(Rll, R2 substi tAtIcedJ)mé%toZor‘ﬂE] bm'badlme?[ Jthﬁlcaﬂnpyurhdﬁ N—tﬂe)dr@génnmvbntla] witll By

sol vent to S era

5011/ 161 1BMPEISS PRI aLAR SR aon g, formulated SR VAR BYYHOFor i a
| and al $rﬁretrﬂﬂ.$celhar tswbwtamabagl a @vémnnﬁrdqmmornamwteél Ohe @egarpti@paf egh by
net hods as describ th exa ng es or %/j net hods no 5|npert Se€uids
descri be&qFﬁmtsn%OrPF?‘ES&PQt PRCQTAPNS AR WL SGONRPLNGS Jb & INVepgy Wil be

HoubenWe withinViHeh el rof dlaasseorrgam aﬂhe‘mh@ﬂneasﬂ the[ ;Me&dsmd&s@ésl@ gavplmllﬂﬁem'trst ryl,
Geor Thi ene V rIa t ut t cﬁ Q. at Ic Reﬁ]ct og 'JO|L£l & Sons, Inc.,
$8r k)COMPgs! %”Sp %é’r aFé?ig? PRIAS:OMET @P Jiquid,g F?”ar% Sl?ﬁ%%"'%ﬁd
aﬁ t ﬁbl e sblid fdrine ssialle Ifc&agsgng)mprep?re soa{moai sgsntlnga)ﬁrreidag haonathe{ adomrdnacmes

| C ar wn er. se bu alr.e no nti e re i1 n er
The st ar dRv BHa: Biiaf Bredf A e mapaie iEBESucigons pondlsp Pepm it pe

f d | h h i d
e atoly et A bR et b hAshfias hfe Bl yestiah mil™ " ©&n

t he ot hetbelfamaylatet! forstopuoalsadnﬁualstraxmaasfrtye oumpblhmjsrafabé iImanrempe@ally for

15Pr et er abl t he, react.jon. of s i resence
of aldui oo Fealary BEBAMGRM sk B TR PSR Al SPE RhEPoin 1At 5GP

react i on compdund omeom@mdpbéﬂnedhvaﬂon alil lee wmhmelm skllaofethbs/ejmdbatattpmsh,ghs uch
as hexane etro nzene, .t ol ue ){ chl.orinat ed b
nycrocar BHE Piedef SRosiie iaRaT e sompoa o () oo anauSatdR Eh be
tetrachl cpslre:pmemamemtmbmogerf arremeodropls Clitleotopical dfrﬂrﬁealma:l a@ohmds#tion Snayhfusibe? 0

h I h I b b I
Cehoen® 2chhaBbre R RORRRIBh: oeBLPERRHaul, BHERSLs Hobfld B o
di oxane; cghgendratiet bfedive $mpforraﬂe @bﬂlyd; @pen gbnytact wutmmerm/brwlwumrlaomnmlefurq/l

et her or .ethyl ene. C r (d ket gnes, su a acetone
o but andhdn® aaist. o5 fen Shd” BRIt no i i ahfica ndt fhidd 8

di et hyl ftlmafrnmeetdag (oalyﬁﬁersnsucfﬂr ae thdtyd- sunstltuodd dihplene dfdhiRe bIomktcaprmerQBf such
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35 release capsules and other solids for oral administration.
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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 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
30 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
vascular permeability or angiogenesis, including the administration of a therapeutically
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disease, or oedema, for example.

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

20  need of such treatment.

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

25 at risk of having oedema and/or angiogenesis 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 degeneration including administering to the subject a

30 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
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sel ectivity screening, generation o tructure-Activi ty Rel at i onshi ps
(SARs) and Mechani sm of Action (MJA) studies. The LabChip TMtechnol ogy is
particularly well suited for enzymatic 'targets' such as ki nases,

prot eases, WO 2011/161159PCT/ EP2011/ 060445 - 30 - phosphat ases, hi stone
deacetyl ases (HDAC), phosphodi esterases (PDE), and acyltransferases. The
key benefit of the technology is the separation and direct neasurenent of
substrates and products, which allows for higher signal-to-noise ratios and
fewer false positive/negative results. This direct measurenment also allows
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25 the Invention and selects the amount of formulation administered, depending upon clinical

experience with a given patient or with similar types of patients.

In another embodiment, there are provided processes for making one or more
compound of the Invention or a prodrug thereof.

There are multiple synthetic routes for the preparation of the compounds of the

30 invention, but all rely on chemistry known to the synthetic organic chemist. Thus,
compounds represented by Formula | 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
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“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 particular 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
ophthalmic disorders associated with compromised vascular permeability and wherein the
composition includes one or more compounds of the Invention, or one or more prodrugs

of a compound of the Invention.

Those skilled in the art will appreciate that the invention described herein is
susceptible to variations and modifications other than those specifically described. The
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.



WO 2011/ 161159PCT/ EP2011/ 060445 - 32 - conpound 3 4-Chl oro-3-[ 2-
(pyrimdin-5- ylamno)- [1,2,4]triazolo[l , 5-a]pyridin-6- yl]-ph en ol C
0 N HON.WOD 2011216N59M + 1 = 339.1 NVR 10.17 (s, 1H); 9. 9@ct&P2aos0495 15 (s,
2H); 8.95 (s, 1H); 8.75 (s, 1H); 7.67 (s, 2H); 7.39 (d, 1H); 6.91 (m 2H
150 conpound 4 4-Chloro-3-[2- (5- hydr2xynet hyl - pyridin-3- ylam no)-

[1,2,4]triazolo[1 , 5-a 1din-6- yg-phenpl a a HOWN\H 7-NNOHe\ N M

P hes 1 iR Tsea re/ehley s aolge R MMERREn dboB o prpciig ehipopienty

8. 10 (s, 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.

5 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
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.

10 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 to
the claims. The proton magnetic resonance spectrum of each compound of the Examples
was consistent with the assigned structure.

EXAMPLES

15 1 - SYNTHESIS OF COMPOUNDS OF GENERAL FORMULA (1)
1.1 . General method

Step A - Coupling of 7-Bromo-[1,2,4]triazolo[1,5-a]pyridin-2-ylamine or 6-
Bromo-[1,2,4]triazolo[1,5-a]pyridin-2-ylamine to 1 eq of optionally substituted
R1,R2-phenyl boronic acid in a polar solvent at -100 to 300°C, most preferably 50-

20 150C

7
=z

X N Rz B(OH), R1 \X/Y

Step B - Coupling of (R3, R4, R5)-substituted bromo-phenyl to 1 eq of

optionally substituted 7-phenyl (R1, R2 substituted)-[1,2,4]triazolo[1,5-a]pyridin-2-

25 ylamine or 6-phenyl (R1, R2 substituted)-[1,2,4]triazolo[1,5-a]pyridin-2-ylamine in a
polar solvent at -100°C to 300°C, most preferably 50-150°C

R3
R4 R3

Y. Q PASN
R1 oy X B Rs R Xx” SN
L T — S
R2 =z =
ZSNT O NH, N7 N

R6 R6 H R5



1H); 8.04 (s, 1H); 7.63 (s, 2H); 7.37 (d, 1H); 6.87 (m 2H); 5.64 (bb, 1H),
4.52 (d, 2H) 39 conpound 5 3-[2-(3,5-Bis- hydroxynet hyl phenyl am no) -

[ 1, 2, 4] t rwazoliofe1159 5- a] pyri di n-6- yl]-4-chl orophenol OPCa/EPROIH@s0ARN. . . - NOH
\ M+ 1 =397.1 NVMR 9.94 (s, 1H); 9.60 (s, 1H); 8.84 (s, 1H); 7.61 (s, 2H);
7.54 (s, 2H); 7.39 (d, 1H); 6.87(m 3Hp4-5.15 (t, 2H, OH); 4.47 (d, 4H) 5
conpound 7 4-Chloro-3-[2- (6-nethoxypyridin-3- yla(rlr(ri\)no) [1,2,4]triazo| o[1
, 5-a]pyridin-6- yg-phenol - a/ "NHOWNN/ \N®M+ 1 368.1 NWMR 9. 95
(s, 1H); 9.57 (s, 1H); 8.84 (s, 1H); 850(s 1H); 805(d 1H); 7.60 (s,

2013/ ZG?%SQE’C#EPQ@TR?‘U@%48‘5%@ formlﬁa I ahd al_'%o t?ue \s/}ortmg materials for their
preparation, are prepared by methods as described in the examples or by methods known
5 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, John 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 mentioned
10 here in greater detalil.

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.

15 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 trichlorethylene, 1,2-
dichloroethane, tetrachloromethane, chloroform or dichloromethane; alcohols, such as

20  methanol, ethanol, isopropanol, n-propanol, n-butanol or tert-butanol; ethers, such as
diethyl ether, diisopropyl ether, tetrahydrofuran (THF) or dioxane; glycol ethers, such as
ethylene glycol monomethyl or monoethyl ether or ethylene glycol dimethyl ether
(diglyme); ketones, such as acetone or butanone; amides, such as acetamide,
dimethylacetamide, dimethylformamide (DMF) or N-methyl pyrrolidinone (NMP); nitriles,

25 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,
amides and sulfoxides or mixtures thereof. More preferred are amides, especially

30  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
days, depending on the reactivity of the respective compounds and the respective
35  reaction conditions. Suitable reaction times are readily determinable by methods known in



-33 - conpound 8 4-Chloro-3-{2- [5-(2-pyrrolidinl-yl-ethoxy)- pyridin-2-

yl am no] -

HON-" N\
(m 2H);

4- Chl or o-,
yl am no}

WDR0M/1%91. 1 NVR 10. 05 (s, 1H); 10.02 (s, 1H) PCB/EPZ010060435) ;
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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,
distilling, crystallization, fractionised crystallization, extraction procedures, washing
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 tert-butoxycarbonyl
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 dimethylsulfoxide, DPPA diphenylphosphoryl azide, EDCI
1-(3-dimethylaminopropyl)-3-ethylcarbodiimide, EtOAc ethyl acetate, EtOH ethanol
(100%), Et,O diethyl ether, Et;N triethylamine, h hour(s), MeOH methanol, pet. ether
petroleum ether (boiling range 30-60°C), temp. temperature, THF tetrahydrofuran, TFA
trifluoroAcOH, Tf trifluoromethanesulfonyl.

The compounds of general formula | of the present 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.
1.2. Intermediates

In all preparative methods, all starting materials are known or may be prepared
from known starting materials by the following general methods,
Either:

B2y, redclich §iep débbrjbeﬂ lﬁe?elﬁman%ﬁ)tlonaly%e (otpwddHby lshecamnmporgnd 12



M+ 1 =338.0 NMR 12.42 (s, 1H); 10.17 (bb, 1H); 9.07 (s, 1H); 8.46 (d,
1H); 8.26 (t, 1H; 7.85 (m 3H); 7.41 (d, 1H); 7.32 (t, 1H); 6.97 (m 2H)
170 0 GvO20iv/1d09-N- \ N  conmpound 13 4-Chl or 0- 3- [ 2- PCZ/AEP2011/060445

hydr oxynmet hyl pyridin-4- ylamno)- [1,2,4]triazolo[1l, 5-a]pyridin-6-

yl] -phenol amci/ HOWNMN "OH M+-26= 368.1 NVR 10.26 (s, 1H); 8.88
(s, 1H); 8.26 (d, 1H); 7.67 (m 4H); 7.31 (d, 1H); 6.83 (m 2H); 4.50 (s,
2H) 27 WD 2011/ 161159PCT/ EP2011//@60445 - 34 - compound 14 4-Chl oro-3-[ 2-

07N
Y AN SN s o
Br S B / )J\ )J\
ZNH N7 N o

2 H H

SN s g SN
CH3I Br@ NH20H, HCl N—N
— . Br
—_— —
K2CO3 & N)\NJJ\O/\ DIPEA X C,\?)\NHZ

H

The compounds can be prepared by the general method, following procedures
depicted in W0O2007/095588 (Novartis).

5 Or:

s
F TN ONA, N~ NH,
The compounds can be prepared by the general method, following procedures
depicted in J.Heterocyclic Chem.34, 385 (1997).

10
Method 1:

Synthesis of intermediate 1: 6-(2-Chloro-5-methoxy-phenyl)-[1,2,4]triazolo[1,5-
a]pyridin-2-ylamine
To a solution of 2-Chloro-5-methoxy-phenylboronic acid (3.38g, 22.5 mmol, 1.5eq), 6-
15  Bromo-[1,2,4]triazolo[1,5-a]pyridin-2-ylamine (3.2g, 15 mmol, 1eq) and Na2CO3 (6.369,
60 mmol, 4eq) in a mixture of 40ml DMF/10ml| EtOH/10ml H20, was added 1.733g (1.5
mmol, 0.1 eq) of tetrakis(triphenylphospine) palladium. The reaction was refluxed for 2
hours under argon. It was then cooled off to room temperature and the product was
precipitated by water, filtered, rinsed with water, ether and pentane to give a pale yellow
20  powder (3.21 g, 13 mmol, 90% yield).



(6- hydroxynethyl pyridin-3- ylamno)- [1,2,4]triazolo[1l, 5-a]pyridin-6-
yl]-phenol /-CHal a/ HO/ \ M+ 1 = 368.0 NMR 9.85 (s, 1H); 8.78 (d,
2H); 8. 18wOap11ltd)1597. 63 (s, 2H); 7.39 (d, 2H); 6.90 (m PRHEP2&1B®Z044Hb, 1H);
4.50 (s, 2H) 47 compound 16 3-[2-(3, 5-Bis- hydroxynet hyl phenyl am no) -

qui nazol i n-6-y1] - 4-chl oro-phenol Ho +27aH isOHNN M+ 1 = 408.0 NVR 10.0
(bb, 1H, OH); 9.91 (s, 1H); 9.35 (s, 1H); 7.95-7.83 (m 4H); 7.69 (d, 1H);
7.37 (d, 1H); 6.94 (s, 1H);6.84 (m 2H); 5.18 (bb, 2H); 4.51 (s, 4H) 0.1
Conpoun d17 4-Chloro-3-[2- (pyridin-3- ylam no)- quinazolin-6-yl1l- phenol
Cl &1 HOW le NNHM+ 1 = 349.0 NWR : 10.18(s, 1H); 9.41 (s, 1H); 9.10
(s, 1H); 8. 47(ldteriddiat®.22 17-(22Chlbk9)-5-niethdxy-pheiid)-[1,2,48Biagold[ 1,3 d]pyridind> (d,

1H; 7. 3%-\$Ig}nin2eH?1éls %é§n4 S)(/r%eszlggd gccco?dqﬁé) i) thde r1n8ethod disclosed for Intermediate 1

5 starting from 7-Bromo-[1,2,4]triazolo[1,5-a]pyridin-2-ylamine.

Synthesis of intermediate 3: 3-(2-Amino-[1,2,4]triazolo[1,5-a]pyridin-6-yl)-4-

chloro-phenol

To a suspension of 5.560g (20.24 mmol, 1eq) of 6-(2-Chloro-5-methoxy-phenyl)-

10 [1,2,4]triazolo[1,5-a]pyridin-2-ylamine in 90 ml of dichloromethane cooled to 0°C was

added carefully 60 ml of a 1M solution of 1M BBr3. The solution is stirred for 2hrs. The pH

is then adjusted to pH8 by adding a sturated solution of NaHCOS3. The precipitated

product is filtered and washed with ether and dried to give 4.8569g (19 mmol, 92%) of a
white powder.

15 Intermediate 4. 3-(2-Amino-[1,2,4]triazolo[1,5-a]pyridin-7-yl)-4-chloro-
phenol has been synthesized according to the method disclosed for Intermediate 3
starting from 7-(2-Chloro-5-methoxy-phenyl)-[1,2,4]triazolo[1,5-a]pyridin-2-ylamine.

The compounds can also be prepared by the general method 2.

20
Method 2:
Synthesis of intermediate 5: 6-(2-Chloro-5-methoxy-phenyl)-quinazolin-2-
ylamine
25 To a solution of 2-chloro-5-methoxy boronic acid (14.42g, 77.34 mmol, 1.5eq), 6-

Bromo-quinazolin-2-ylamine (11.55g, 51.56 mmol, 1eq) and Na2CO3 (21.86g, 206.23
mmol, 4eq) in a mixture of 120ml DMF/30ml EtOH/30m| H20O, was added 2.311g (5.16
mmol, 0.1 eq) 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

30 by DCM and brine. The product is then washed with water and ether, then dried to give
9.010 g (32 mmol, 61%) of a pale yellow powder.



4-Chloro-3-[2- (1Hindol-6- ylamno)- [1,2,4]triazolo[1, 5-a]pyridin-6-

yg- phenol HaN /NIW/ HOM+ 1 = 376.1 NVR: 10.93 (s, 1H); 9.48 (s, 1H);
8.79 (s, WHp16939(s, 1H); 7.58 (s, 2H); 7.39 (m 2H); PCTEP2qur06@K ; 6. 89
(m 2H); 6.31 (s, 1H 39 WD 2011/161159PCT/ EP2011/ 060445 -35 - Compoun d19
4-[6-(2-Chl oro- 5-hydroxyphenyl)- [1,228}triazoloH , 5-a]pyridin-2-

ylam no] - pyridin-2-ol I HOH/ 7NGH NM+ 1 = 354.1 NWR: 10.93 (s,

1H); 10.06 (s, 1H); 9.97 (s, 1H); ©.94 (s, 1H); 7.68 (s, 2H); 7.39 (s, 1H);

7.24 (s, 1H); 6.89 (mg3H); 6. 35.,(Hd 4,28 oun d20 4-Chl oro-3-[ 2-
(2- met hoxypyridi n-4- vyl oTi[l, 2,4]tria
NZ NH,

1

<a] pyridin-6- yqg-phenol
ale, HO /)N\

N NH,

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

5 Synthesis of intermediate 7: 3-(2-Amino-quinazolin-6-yl)-4-chloro-phenol

To a suspension of 9.010g (31.53 mmol, 1eq) of 6-(2-Chloro-5-methoxy-phenyl)-
quinazolin-2-ylamine in 300 ml of dichloromethane cooled to 0°C was added carefully 95
ml 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 NaHCOS3. The precipitated product is filtered and
10 washed with ether and dried to give 7.596g (27.96 mmol, 89%) of a pale yellow powder.

1.3. Compounds of the Invention

15 Synthesis of compound of the Invention N°5 — Method 1
To 49mg (0.05 mmol, 0.03eq) of Pdy(dba);, 16 mg (0.03 mmol, 0.02eq) of 5-(Di-
tert-butyl-phosphanyl)-1',3",5'-triphenyl-1'H-[1,4']bipyrazolyl and 241 mg (4.30 mmol, 2.15
eq) of KOH, was added 3 ml tertamylacohol and 400ul of water and the suspension is
stirred for 10 minutes at 90°C. 521 mg (2.00 mmol, 1eq) of 3-(2-Amino-[1,2,4]triazolo[1,5-
20  a]pyridin-6-yl)-4-chloro-phenol and 744 mg (3.43 mmol, 1.2eq) of (3-Bromo-5-
hydroxymethyl-phenyl)-methanol are then added, followed by another 3ml of tertamyl
alcohol and 400pl of water and the mixture is stirred at 90°C under argon for 10 hours.
The compound is extracted by 3 times Ethyl acetate, washed with brine. The organic
layers are then dried over Na,SQO,, filtered and evaporated. The compound is cristallized
25 in methanol/ether and is filtered and washed with ether. It is then purified by preparative
HPLC using a ZORBAX, SB-C18 column (21,2mmx100mm, 5um). The gradient was
performed using a H20/Acetonitrile gradient (from 30% water to 95% acetonitrile) at a

flow rate of 50ml/mn during 15 min to give 70 mg (0.177 mmol, 9 %).

(3-Bromo-5-hydroxymethyl-phenyl)-methanol could be synthetically obtained using
30 classical methods of organic synthesis starting from 5-Bromo-isophthalic acid dimethyl



H/N.NNO NM+ 1 =368.1 NVR: 11.11 (s, 1H); 10.03 (s, 1H); 9.02 (s,
1H); 8.10 (d, 1H); 7.76 (m 2H); 7.58 (s, 1H); 7.40 (m 2H); 6.93 (m 2H);
4. 01 (s, wbpoa/@orspoun d21 4-Chl oro-3-[2- (5- hydroxynmePhyIEPRelild60343-

yl am no)- qui nazolin-6-yl]- phenol | a\ /,z %/ zx z-( / \ z _(0) . ol M
+ 1 =379.0 NVMR : 10.17(s, 1H); 9.94 (BH; 1H); 9.41 (s, 1H); 9.02 (s, 1H);

8.41 , 1H); 8.16 1H); 7.99 ; 89 (dd,.1H); 7.75 1H); 7.38
(11 cBlebapyan has feersblroniad atihla Adds, Ope? dafijanyes oo siifiogiely

4- Chl or 0-oBtdinkd Jding dadejoal @lethdds bf yilgasic ROutigsis.pyri di n-3- yl am no] -
[1,2,4]triazolo[1 , 5-a]pyridin-6- yl}-phenol CI HO-N

Synthesis of compound of the Invention N°19 — Method 2

5 To 49mg (0.05 mmol, 0.03eq) of Pdy(dba);, 16 mg (0.03 mmol, 0.02eq) of 5-(Di-
tert-butyl-phosphanyl)-1',3',5'-triphenyl-1'H-[1,4']bipyrazolyl and 241 mg (4.30 mmol, 2.15
eq) of KOH, was added 3 ml tertamylacohol and 400ul of water and the suspension is
stirred for 10 minutes at 90°C. 543 mg (2.00 mmol, 1eq) of 3-(2-Amino-quinazolin-6-yl)-4-
chloro-phenol and 668 mg (2.40 mmol, 1.2eq) of (3-Bromo-5-hydroxymethyl-phenyl)-
10  methanol are then added, followed by another 3ml of tertamyl alcohol and 400ul of water
and the mixture is stirred at 90°C under argon for 10 hours. The compound is extracted by
3 times Ethyl acetate, washed with brine. The organic layers are then dried over Na,SO,,
filtered and evaporated. The compound is cristallized in methanol/ether and is filtered and
washed with ether. It is then purified by preparative HPLC using a ZORBAX, SB-C18
15  column (21,2mmx100mm, 5um). The gradient was performed using a H2O/Acetonitrile
gradient (from 30% water to 95% acetonitrile) at a flow rate of 50ml/mn during 15 min to

give 70 mg (0.122 mmol, 6 %).

All compounds could also be purified by prep HPLC. We have used an Agilent
20 1200 series semi-prep with UV detector monitoring at 254 nm. Compounds were purified
on a ZORBAX, SB-C18 column (21,2mmx100mm, 5um). The gradient was typically
performed using a H2O/Acetonitrile gradient (from a range starting from 5 to 50% water to

95% acetonitrile) at a flow rate of 50ml/mn during 15 min.

25
Compounds n° 1 to 50 of table 1 were made in a similar way as described above.

Measurement of inhibition constants of the compounds of the Invention.

The screening and profiling experiments described here were performed using

30  Caliper Life Sciences' proprietary LabChip™ technology. Caliper LC3000 and EZ Reader
[l 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,



NOOM+ 1=451.12 NVR: 9.98 (bb, 1H); 9.58 (s, 1H); 8.83 (s, 1H); 8.49
(s, 1H); 8.04 (d, 1H); 7.60 (s, 2H); 7.38 (d, 1H); 6.84 (m 3H); 4.33 (t,
2H); 2. 89wWOt2p11216)1592. 64 (m 4H); 1.72 (m 4H) 23 WO  PCT/EP2011/060445
2011/ 161159PCT/ EP2011/ 060445 - 36 - Conpoun d 26 4-Chloro-3-{2-
[5-(2-pyrrolidinl-yl- ethoxy) pyridi n-30-ylamno]- [1, 2, 4]triazo| o[ 1,

5-a] pyridin-

4"
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5 elimination of enzymatic activities that are not associated with the kinase reaction of

interest.
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.

10 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

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

15  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 of product to the peak

sum P/(P+S) and percent (% ) conversion is calculated. This 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

20  follows, where Cio0e, is the average % conversion of the 100% activity wells and Cqq, is
the average % conversion of the 0% activity wells:

(1-(%conversionofsample — Cos,)/(C1009%-Co2))*100

Specific:
LC3000 Src Assays

25 Compounds were dissolved in 100% DMSO and diluted to 25X the final desired
screening concentration. Serial dilutions were performed to obtain the concentrations
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
containing purified kinase (various suppliers), 100 mM HEPES, pH 7.5, 1 mM DTT

30 (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 pM fluorescein-labeled
peptide (specific to kinase of interest), ATP (at Ky apparent, Sigma, A9187), and 0.002%
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1'5_0 " were then read on the LabChip 3000 using a 12-sipper LabChip. % conversion values

and % inhibition values were obtained as described and ICs, 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 ICs, curves and determine

ICs, values and hillslopes.

10 It has been shown that the compounds of the Invention have IC50 against Src
kinases of < 200nM. Preferred compounds are those having IC50 against Src kinases of <
100 nM.
Table 1
Examples | Name Structure MS IC50
NMR (200MHz, (nM)
DMSOd6) h Sre
compound | 4-Chloro-3-[2- M+ 1 =2338.1 73
1 idin-4-
(pyridin-4 o NMR : 10.28 (s, TH);
ylamino)- N 10.00 (bb, 1H); 8.94 (s,
[1,2,4]triazolo[1, | "° Zy A
B ’ NG 1H); 8.36 (d, 2H); 7.66
5-a]pyridin-6- 7N | (m, 4H): 7.39 (d, 1H):
yll-phenol | 688 (m, 2H)
compound | 4-Chloro-3-[2- M+ 1 =338.1 120
2 idin-3-
(pyridin-3 o NMR: 9.87 (s, 1H): 8.80
ylamino)- . .
> atriasolol | o AN (s, 2H); 8.16 (d, 1H);
[1,2 4]triazoloft, S8 8.09 (d, 1H); 7.63 (s,
S-a]pyridin-6- 7 ) | 2H); 7.35 (m, 2H); 6.88
yl]-phenol N (m, 2H)




7.12 (s, 2H); 6.91 (m 2H); 3.78 (s, 6H); 3.61 (s, 2 WO
2011/ 161159PCT/ EP2011/ 060445 -37 - yqg-phenol 3H) Conpoun d30
4- Chl or o-wo{2811/168t50 2- hydr oxyet hyl ) - 3Hbenzoi m dazol 5- yl arCHaEP2011/060445

[1,2,4]triazolo[1 , 5-a]pyridin-6- yl}-phenol An ci 41 HOWN-"N\ CHM+ 1 =
421.2 VR : 10.21 (bb, 1H OH); 9.68 {32-1H); 8.86 (s, 1H: 8.04 (s, 1H);
8. 03 (s 1H\ - 7 60 (s Hy: 7. 53 (dd 1 H)y: 7 44 (d__1H): (d
6. 93 °E’E“°°‘i'f% 4§%°i3df2'1H); 69 (bb, 1H): 4.23 (W* bﬁ)%gé 80 (m 2|4)5°7
Compéun d31 #¢dykihadies3- [ 2- (pyr| di n-3- yl am no) - a o[I ,
5-a] pyridin-}- Xﬁclwhenol M + <-337.9 NWVR : 10| &@Z'R( b@’] Hl@) %ﬁ 0|(s, 1H);
8.84 (m 2H) | Y8MW)Ird, 1H): 8. d, 1K) 7.60 (j59.98k8,1HT. 9365(§Y12H¥;H); 7,08
(dd, 1H): 6. 8f.2 mricdolo[ £ N\>_N 8.95 (s, 1H); 8.75 (s, TH);
_ . . _ _ \
5-alpyridin-6 < N | 767(s,2H); 7.39 (d,
yll-phenol 1H); 6.91 (m, 2H)
compound | 4-Chloro-3-[2- M+ 1 =368.1 39
4 -
(5 NMR: 10.89 (s, TH);
hydroxymethyl- . 9.85 (s, 1H); 8.79 (s, TH);
py”dl'”'3' Ho < 5k 8.70 (d, 1H); 8.10 (s,
ylamino)- NPT | 1H); 8.04 (s, TH); 7.63 (s,
[1,2,4]triazolo[1, N= 2H): 7.37 (d, 1H); 6.87
5-a]pyridin-6- (m, 2H); 5.64 (bb, 1H),
yll-phenol 4.52 (d, 2H)
compound | 3-[2-(3,5-Bis- M+ 1=3897.1 5
5 -
hydroxymethyl NMR: 9.94 (s, 1H): 9.60
phenylamino)- (s, 1H); 8.84 (s, 1H); 7.61
[1,2,4]tl‘|3.20|0[1, (S, 2H)'754 (S 2H) 7.39
5-alpyridin-6- AN >>: (d, TH); 6.87(m, 3H);
yl]-4-chloro- 5.15 (t, 2H, OH); 4.47 (d,
phenol 4H)
compound | 4-Chloro-3-[2- M+ 1 =368.1 80
7 - -
(6-methoxy NMR: 9.95 (s, 1H); 9.57
pyridin-3- (s, TH); 8.84 (s, 1H); 8.50
ylamino)- (s, 1H); 8.05 (d, 1H);
[1,2,4]triazolo[1, 2NN 7.60 (s, 2H): 7.41 (d,
5-a]pyridin-6- 1H); 6.89 (m, 3H); 3.81
yl]-phenol (s, 3H)




-/ el

ci /

%

pyridi n-4-yl am noj

HO/ Conpoun d33 4-Chl oro- 3-{2-
[ 2- (2-pyrrolidinl-yl-ethoxy)-

[1,2,4]triazolo[1 ,

5-a] pyri dwo-26r/aidsophenol H ci NNr(:)NO --- N-.."...,.." PCIVEHHD V060415 = 451. 2
NVR : 10.10 (bb, 1H); 9.21 (s, 1H); 8.73 (s, 1H); 7.88 (s, 1H); 7.54 (s,
2H 7.46 (s, 197 7.37 (d, 10: 6.8e-8m 2ly: 4171, 20i 3.2°(m 4H);
: mA4H) - 2. t—2H) 29 Compoun d34 3-[2-(3-5-Bis
| o e Ll AR o o
yl] 44 chlorop yrickitlif- - + = o . ,
1H)) 9.58 (s| 11, 8,81 (d, 1H); 7.54 (m 3H); Y.éMR('d1,O'QL£§5;1H.’03 (ldd, 1H):
6.86 (m 3H) | ¥R ofy - 447 (d, 4H) 9 (]| 1002 (s, 1H): 887 (s,
pyridin-2- o~/
. ~ 1H); 8.08 (m, 2H); 7.64
y1a;n4|fn0.] lof HO%N\*N h (s, 2H); 7.53 (dd, 1H);
[1,2, ]tflézo oft, P 7.39 (d, 1H); 6.92 (m,
5-a]pyridin-6- 2H); 4.30 (1, 2H); 3.35 (t,
yl}-phenol 2H); 3.13 (bb, 4H); 1.88
(bb, 4H)
compound | 4-Chloro-3-(2- M+ 1=466.2 14
10 {6-[4-(2-
NMR: 10.85 (s, 1H);
hydroxy-ethyl)- oH |4 .
! . v 0.01 (s, 1H); 8.88 (s,
piperazin-1-yl]- e _“) 1H); 8.61 (s, 1H); 8.21
pyridin-3- N : :
| o GN (d, 1H); 7.66 (s, 2H);
ylamino}- o AN )= 7.38 (m, 2H); 6.89 (m,
[1,2,4]triazolo[1 AN
e ’ N 2H); 4.35 (t, 2H); 3.83 (t,
5-a]pyridin-6- 2H); 3.63 (m, 4H); 3.25
yl)-phenol (m, 4H)
compound | 4-Chloro-3-[2- M+ 1=2338.0 170
12 idin-2-
(pyridin-2 NMR: 12.42 (s, 1H);
; _ Cl
ylammﬁ) <// \> 10.17 (bb, 1H); 9.07 (s,
[1,2,4]triazolo[1, HO yZ N/N\>_N =N 1H); 8.46 (d, 1H); 8.26
5-a]pyridin-6- X =N H (t, 1H); 7.85 (m, 3H);
yll-phenol 7.41 (d, 1H); 7.32 (t, 1H);
6.97 (m, 2H)
compound | 4-Chloro-3-[2- M+ 1=368.1 27
13 -
(2 NMR: 10.26 (s, 1H); 8.88
hydroxymethyk 5 p (s, TH): 8.26 (d, 1H);
py”dl'”'4' HO%N\ @Tm 7.67 (m, 4H); 7.31 (d,
;/Iamlr;o)- . ~ \N>_H 1H); 6.83 (m, 2H); 4.50
1,2,4]triazolo[1
15 ; (s, 2H)
5-a]pyridin-6-

yl]-phenol




WO 2011/ 161159PCT/ EP2011/ 060445 -
hydr oxynet hyl phenyl am no) -

yl]-4- chiwoapterwoisoa HO 1.1 N 11 \

38 -
[1,2,4]triazolo[l, 5-a]pyridin-6-

Compoun d 35 3-[2-(3, 4-Bi s-

OH. OH M+ 1 = 397P0ThVR11/06048% ( bb,

(.71

1H; 9.60 (s, 1H; 8.84(s, 1H; 7.61 (m 4H); 7.39 (d, 1H; 7.25 (d, 1H);
6.90 (m 2H); 5.09 (t, 1H); 4.93 (t, 1B§: 4.54 (d, 2H); 4.47 (d, 2H) 34
Con-pnlln d 36 4-Chloro-3 r2 /3, 4.5 tri et hoxyp.h Ay ::m Ay
qui HEIBPPING] G1GMoBelRol -0 0- V0 zi 1z-(z _ 0 ¥4 Tm38P = 438 0 MR :
9. 90 160D, 1M} (6:9.86 (5. 1H): 9.34(s, 1H): 7.84 ( (Hg H:
(d, [1H); 7.50 7.138 (d, 1H); 6.87 (m 2H N'\’%‘Hé@( 1%5) %3 64 (5
hydroxyméthyl
3H) 0.5 roxym yl- g OH d 2H ;8.18 d 1H
pyridin-3- N {;\N( 7.63 (s, 2H); 7.39 (d,
ylamino)- Ho _ N\N\>—H 2H); 6.90 (m, 2H); 5.32
[1,2,4]triazolo[1, (bb, 1H); 4.50 (s, 2H)
5-a]pyridin-6-
yl]-phenol
compound | 3-[2-(3,5-Bis- M+1=408.0 0.1
16 hydroxymethyl- NMR: 10.0 (bb, 1H, OH);
phenylamino)- O cl OH 9.91 (s, 1H); 9.35 (s, 1H);
quinazolin-6-yl]- HON /év 7.95-7.83 (m, 4H); 7.69
4-chloro-phenol N/)\N OH (d, TH); 7.37 (d, 1H);
6.94 (s, 1H); 6.84 (m,
2H); 5.18 (bb, 2H); 4.51
(s, 4H)
Compoun | 4-Chloro-3-[2- M+ 1=349.0 2
d17 (pyridin-3- NMR : 10.18 (s, 1H);
ylamino)- 9.41 (s, 1H); 9.10 (s, 1H);
quinazolin-6-yl]- = 8.47(d, 1H); 8.21 (d, 1H);
X
phenol 7.99 (s, 1H); 7.88 (dd,
1H); 7.75 (d, 1H); 7.38
(m, 2H); 6.84 (m, 2H)
Compoun | 4-Chloro-3-[2- M+ 1=376.1 39
d18 (1H-indol-6- ! ’ NMR : 10.93 (s, 1H);
ylamino)- cl N,NYN N | 9.48 (s, 1H); 8.79 (s, 1H);
[1,2,4]triazolo][1, 7/ \=N \©/\/) 7.99 (s, 1H); 7.58 (s, 2H);
5-alpyridin-6- | - 7.39 (m, 2H); 7.16 (m,
yll-phenol 2H); 6.89 (m, 2H); 6.31
(s, TH)




Conpoun d 38 4-Chloro-3-(2- (2-[4-(2- hydroxy-ethyl)- piperazin-1-yl]-
pyridin-4- ylamno}- [1,2,4]triazolo[l, 5-a]pyridin-6- yl)-phenol & a HO
NN N H WO 20N/M61¥5BE\\-OH M+ 1 = 466.0 NVR : 9.93 (bb, PZIHEPNH1/0GH)S
8.92(s, 1H); 7.92 (d, 1H); 7.65 (m 2H); 7.39 (d, 1H); 7.19(s, 1H); 6.99
(d, lH) 6. 92 (d lH) 6. 87 (dd, H) 3544 (t, 1H, OH); 354(q, 2H) 3.43
(m - 2 44 (1‘ ., 13 ("nr'npnlln rl 30 4 f‘hl oro 3
net FWP?”[M 4{%%@‘1"6‘? di n- 1- yI et hoxy) - pheny] M ha394[11, 2, 4] t rilag®l o[ 1,
5- a] py19i di n- 65-HydfekyO0 11 [HO -N N H M+ 1 = 480, / 83 (s, 1H,; 9.29
(s, |1H); 8.55 (s 1H: 7.58 (d, 2H); 7.81 (d, 1H ;ﬁMHN'FiO'%(S’ T
phenyl)- cl 'N\YN A~OH [10.06 (s, 1H); 9.97 (s,
[1,2,4]triazolo[1 7N '
2, : NN 1H); 9.94 (s, 1H); 7.68 (s,
5'a]?Yr'd'”'2' HG 2H); 7.39 (s, 1H); 7.24 (s,
ylamino]- 1H); 6.89 (m, 3H); 6.35
pyridin-2-ol (d, 1H)
Compoun | 4-Chloro-3-[2- M+ 1 =368.1 6
d20 (2-methoxy- ] NMR : 11.11 (s, TH);
pyridin-4- cl 'NYN xr O~ | 10.03 (s, 1H); 9.02 (s,
lamino)- 7 |
y D N 1H); 8.10 (d, 1H); 7.76
[1,2,4]triazolo][1, HG (m, 2H); 7.58 (s, 1H);
5-a]pyridin-6- 7.40 (m, 2H): 6.93 (m,
yll-phenol 2H); 4.01 (s, 3H)
Compoun | 4-Chloro-3-[2- M+1=379.0 0.4
d21 -
(5 NMR : 10.17(s, 1H); 9.94
hydroxymethyl- o | (0B, TH);9.41 (s, 1H);
pyridin-3- 9.02 (s, 1H); 8.41 (s, 1H);
ylamino)- 7N |8.16 (s, 1H); 7.99 (d,
quinazolin-6-yl}- S| 4h): 7,60 (dd, 1H); 775
phenol (d, 1H); 7.38 (d, 1H);
6.85 (m, 2H); 5.37 (bb,
1H); 4.57 (s, 2H)
Compoun | 4-Chloro-3-{2- M+ 1 =451.1 23
d25 [6-(2-pyrrolidin- NMR : 9.98 (bb, 1H):
1-yl-ethoxy)- 9.58 (s, 1H); 8.83 (s, TH);
pyridin-3- \ 8.49 (s, TH); 8.04 (d
lamino]- ¢ Y N'hﬁ/Nm ) o e
y PN S o~ 1H); 7.60 (s, 2H); 7.38
[1 ,2,4]triazo|o[1, HO (d, 1H), 6.84 (m, 3H),
5-a]pyridin-6- 4.33 (1, 2H); 2.89 (t, 2H);
yl}-phenol 2.64 (m, 4H); 1.72 (m,
4H)




7.06 (s, 1H); 6.84 (m 4H); 4.01 (t, 2H; 3.84 (s, 3H; 2.78 (t, 2H; 2.55
69 WO 2011/ 161159PCT/ EP2011/ 060445 - 39 - y1}- phenol (m 4H); 1.69
(m 4H) wGanrpowmsd 40 4-Chl oro-3-[2- (6- rret hoxypyri di nP8T/BPR@mionGENs
ui nazolin-6-y1]- phenol /( zi M+ 1 =1379.0 NMR: 9.91 (s, 1H); 9.90
q y p
(bb, 1H; 9.34 (s, 1H); 8.80 (d, 1H);-8621 (dd, 1H); 7.95 (d, 1H); 7.85
(dd,Hh-—7 78 (d _1H- 7.38 {d1H: 6.85 (m 3 G
@m)&&mpaﬂﬂ 4-Chldro-3-{2- K/I+T' 4512 14
d26 [5-(2-pyrrolidin- NMR : 9.97 (s, 1H);
1-yl-ethoxy)- ] 8.91(s, 1H); 8.44 (s, 1H);
pyridin-3- DAY | 7.88 (m, 2H); 7.64 (s,
. } . N
ylamino] HO: /_‘—’ 2H); 7.37 (d, 1H); 6.89
[1,2,4]triazolo[1, (m, 2H); 4.14 (t, 2H);
5-a]pyridin-6- 2.81 (t, 2H); 2.55 (m,
yl}-phenol 4H); 1.68 (m, 4H)
Compoun | 4-Chloro-3-(2- M+1=481.2 83
d27 -[4-(2-
{6-[4-(2 on | NMR :10.35 (bb, 1H);
hydroxy-ethyl)- I 11047 (s, 1H): 8.93 s,
. . N
piperazin-1-yl]- N NQ 1H); 7.67 (s, 2H); 7.37
2-methyl- P (m, 2H); 6.93 (m, 2H);
pyrimidin-4- cl /NYNH 4.50 (bb, 1H); 3.56 (m,
. N
ylamino}- &= 6H); 2.48 (m, 4H); 2.42
[1,2,4]triazolo[1, | 4 (t, 2H); 2.31 (s, 3H)
5-a]pyridin-6-
yl)-phenol
Compoun | 4-Chloro-3-(2- M+ 1=479.1 3
d 28 -[4-(2-
{3-[4-(2 NMR : 9.88 (bb, 1H);
hydroxy-ethyl)- 9.35 (s, 1H); 8.81 (s, 1H);
piperazin-1-yl]- 7.55 (s, 2H); 7.34 (d,
5-methyl- o D“C“K 1H); 7.12 (s, 1H); 6.95 (s,
. N OH
phenylamino}- Ho i N\N\>_H 1H); 6.84 (m, 2H); 6.27
[1,2,4]triazolo][1, (s, TH); 4.57 (t, 1H);
5-a]pyridin-6- 3.49 (g, 2H); 3.07 (m
yl)-phenol 4H); 2.52 (m, 4H); 2.39
(t, 2H); 2.19 (s, 3H)
Compoun | 4-Chloro-3-[2- M+ 1=427.1 2
d29 -
(3,4,5 NMR : 9.92 (s, 1H); 9.51
trimethoxy- (s, 1H); 8.86 (s, 1H); 7.60
phenylamino)- ZINN (s, 2H); 7.39 (d, 1H);
[1,2,4]triazolo][1, 7.12 (s, 2H); 6.91 (m,
5-a]pyridin-6- 2H); 3.78 (s, 6H); 3.61 (s,




4-Chloro-3-(2- (4-[2-(1-oxy- pyrrolidin-1-yl)- ethoxy]- phenyl am no}-
[1,2,4]triazolo[1, 5-a]pyridin-6- yl)-phenol ci . \ H-N NN M+ 1 =
466. 2 NVRVO 20/@7150bb, 1H); 9.44(s, 1H); 8.78 (s, 1H); PCEEPa,1/08H¥5 7.55
(s, 2H); 7.33 (d, 1H); 6.89 (m 3H) 6.82 (dd, 1H); 4.48 (t, 2H); 3.68 (t,
2H); 3.47 (m 4H); 2.16 (m 2H) ; 93 (577} 2H) 55 Conpoun d42 4-Chl oro- 3-[ 2-

Lndol-6 v am no) Hrazolin R nhenol V- Z 2 4 Z 2 02 M+ 1 =
( Lripdod-6-1uk 6~y 3y - < 1t 8
387]0 NVR : TUIBBSTR. 1)l 9,99 (bb, 1t): 9.87 (K3Uir): o 313(s, 1H); 8,37
(s, 704 (d_1H--7.83 (dd-1H): 766 {(d—1H: 740 (m 3H): 725 (t,
10 - ‘dé{ng;gut\m 4%Igro@f—@6 (s, 1H) 100 Corrpoun d43| Mchréed-2- [2- /

d 30 [3-(2-hydroxy- NMR : 10.21 (bb, 1H,

ethyl)-3H- OH); 9.68 (s, 1H); 8.86

benzoimidazol- Nﬁ (s, 1H); 8.04 (s, 1H); 8.03

} fo AT cl
5-ylamino] N (s, 1H); 7.60 (s, 2H); 7.53
[1,2,4]triazolo[1, | Ho 7NN (dd, 1H); 7.44 (d, 1H);
R x = ’ , . , ,

5-a]pyridin-6- 7.38 (d, 1H); 6.93 (s,

yl}-phenol 1H); 6.86 (d, 1H); 4.69
(bb, 1H); 4.23 (m, 2H);
3.80 (m, 2H)

Compoun | 4-Chloro-3-[2- M+ 1=337.9 69

d 31 idin-3-

(pyridin-3 NMR : 10.11 (bb, 1H);
. cl
ylamino) <// \:N 9.90 (s, 1H); 8.84 (m,
[1,2,4]triazolo[1, | = /N>—N — | 2H); 8.19 (d, 1H); 8.12
] N 4
5-a]pyridin-7 N~ H (d, 1H); 7.60 (s, 1H);
yl]-phenol 7.36 (m, 2H); 7.08 (dd,
1H); 6.88 (m, 2H)

Compoun | 4-Chloro-3-{2- M+1=451.2 29

d 33 [2-(2-pyrrolidin- NMR : 10.10 (bb, 1H);

1-yl-ethoxy)- y 9.21 (s, 1H); 8.73 (s, 1H);
e cl N o

pyrldlln 4 y N'N/T Y SN | 7.88 (s, 1H); 7.54 (s, 2H);

ylamino]- HO: /_\—’— 7.46 (s, 1H); 7.37 (d,

[1,2,4]triazolo][1, 1H); 6.89 (m, 2H); 4.17 t,

5-a]pyridin-6- 2H); 3.2 (m, 4H); 2.86

yl}-phenol (m,4H); 2.71 (t, 2H)

Compoun | 3-[2-(3,5-Bis- M+1=297.0 9

d34 -

hydroxymethyl OH NMR : 10.01 (bb, 1H);
phenylamino)- 9.58 (s, 1H); 8.81 (d,
[1,2,4]triazolo][1, 1H); 7.54 (m, 3H); 7.39
5-a]pyridin-7- « N\ (d, 1H); 7.03 (dd, 1H);
yl]-4-chloro- 6.86 (m, 3H); 5.15 (t,
phenol 2H); 4.47 (d, 4H)




(2- hydroxynet hyl - pyridin-4- ylam no)- quinazolin-6-yl]- Ho W ci
OHM+ 1 =379.1 NVMR: 10.39 (s, 1H); 9.97 (bb, 1H); 9.46 (s, 1H;
2H) ; 8. 04WOadivbHS97.94 (m 2H); 7.81 (d, 1H); 7.38 (d, POT/EP201WMD50445
2011/ 161159PCT/ EP2011/ 060445 - 40 - phenaol 1H); 6.90 (d, 1H);

WN H N
8.33 (d,

6. 85

(dd, 1H); 5.36 (bb, 1H, OH); 4.54 (s, -38) Corrpound441(2 {5-[6-(2-
Chl oro-5 h\l r o\ nhnn\ll\ r1 ’) /1'|1'r| azol nr’l 5 1p\“" din-2 ]! am-nol
pyri &OH‘_PQUW )Q;I?@ é{gﬁﬁ/ pyrrol i din-2-one & ¢ Moy 1 =3970
d 35 -
hydroxymethyl NMR : 9.96 (bb, 1H);
phenylamino)- OH | 9.60 (s, 1H); 8.84(s, TH);
. Cl
[1,2,4]triazolo[1, d\ 7.61 (m, 4H); 7.39 (d,
) . . OH
5-a]pyridin-6 HO 7 N\N\>—H 1H); 7.25 (d, 1H); 6.90
ylI-4-chloro- NN (m, 2H): 5.09 (t, 1H);
phenol 4.93 (t, 1H); 4.54 (d, 2H);
4.47 (d, 2H)
Compoun | 4-Chloro-3-[2- M+ 1=438.0 0.5
d 36 -
(3,4,5 NMR : 9.90 (bb, 1H);
trimethoxy- 9.86 (s, 1H); 9.34(s, 1H);
phenylamino)- 7.94 (d, 1H); 7.86 (dd,
quinazolin-6-yl}- 1H); 7.71 (d, 1H); 7.50
phenol (s, 2H); 7.38 (d, 1H);
6.87 (m, 2H); 3.82 (s,
6H); 3.64 (s, 3H)
Compoun | 4-Chloro-3-(2- M+ 1=466.0 13
d 38 -[4-(2-
{2-[4-(2 NMR : 9.93 (bb, 2H, NH,
hydroxy-ethyl)- OH); 8.92(s, 1H); 7.92 (d,
piperazin-1-ylJ- s 1H); 7.65 (m, 2H); 7.39
pyridin-4- HO%N%H (d, TH); 7.19(s, 1H); 6.99
ylamino}- VA N N~ | (d, 1H); 6.92 (d, TH);
[1,2,4]triazolo[1, N o
6.87 (dd, 1H); 4.44 (t,
5-a]pyridin-6- 1H, OH); 3.54 (q, 2H);
yl)-phenol 3.43 (m, 4H); 2.52 (m
4H); 2.44 (t, 2H)
Compoun | 4-Chloro-3-{7- M+ 1=480.2 69
d 39 -2-[4-
methoxy-2-[4 ) NMR :9.83 (s, 1H); 9.29
(2-pyrrolidin-1- ClQ (s, 1H); 8.55 (s, 1H); 7.58
) _ - O
yl ethoxy). \ N;N Q ~NTS | (d, 2H); 7.31 (d, TH);
phenylamino]- | H° N 7.06 (s, 1H); 6.84 (m,
[1,2,4]triazolo[1, 4H); 4.01 (1, 2H); 3.84 (s,
5-a]pyridin-6- 3H); 2.78 (1, 2H); 2.55




HN,....,..r" -NO.__ M+ 1=466.1NVR: 9.92 (s, 1H; 9.55 (s, 1H);
8.83 (s, 1H): 8.49 (s, 1H); 8.04 (d, 1H); 7.60 (s, 2H); 7.38 (d, 16.90 (s,
1H); 6. 86W0dp1111d)1596. 80 (d, 1H); 4.32 (t, 2H); 3.53 (t, PRHEP2B14G044%, 2H);
2.20 (t, 2H); 1.90 (quint, 2H) 57 Conpoun d45 4-Chl oro-3-{2- [1-(2-hydroxy-
et hyl) - 1Hben2| m dazol 5- ylam no] - quid®zolin-6- yI} phenol I 0 1- l-
0 zi (2 a M+ 1 = 432 1 NNR-9.89 (s bb_1H) - 9 33
(s, 1H), 8. 43Y19H6r1q11) 112 (s, 1H): 7.94 (s, 1H rﬁf%ﬁ?%%ﬂ)‘ 7.l68 (M
2H) 754 (d g’ e—LH) 680 (d—LH)+ 6084 (dd_TH) 400 (bb1H
Gy | SRty | 5508 (m 26 0.5 Compoun R ek 0
d 40 -
(6-methoxy NMR : 9.91 (s, 1H); 9.90
pyridin-3- o (bb, TH); 9.34 (s, TH);
ylamino)- HON O~ | 880 (d, TH); 8.21 (dd,
quinazolin-6-yl]- N/)\H N 1H); 7.95 (d, 1H); 7.85
phenol (dd, 1H); 7.78 (d, 1H);
7.38 (d, 1H); 6.85 (m
3H); 3.84 (s, 3H)
Compoun | 4-Chloro-3-(2- M+ 1=466.2 55
da [2-(1- -
{4-[2-(1-oxy NMR : 11.07 (bb, 1H);
pyrrolidin-1-yl)- 9.44(s, 1H): 8.78 (s, 1H);
ethoxy]- o 7.60 (d, 2H); 7.55 (s,
henylamino}- = Oy . .
phenya } PEA ”NiNO V7 | 2H); 7.33 (d, 1H); 6.89
[1,2,4]tl‘|3.20|0[1, H (m, 3H);6.82 (dd, 1H);
5-aJpyridin-6- 4.48 (t, 2H); 3.68 (t, 2H);
yl)-phenol 3.47 (m, 4H); 2.16 (m
2H); 1.93 (m, 2H)
Compoun | 4-Chloro-3-[2- M+1=387.0 100
q42 (1H-indol-6- NMR : 11.02 (s, 1H);
ylamino)- 9.99 (bb, 1H); 9.87 (s,
quinazolin-6-yl}- ‘ . 1H); 9.313(s, 1H); 8.37
phenol HO 1L m (s, 1H); 7.94 (d, 1H);
Nl H | 7.83 (dd, 1H); 7.66 (d,
1H); 7.40 (m, 3H); 7.25
(t, 1H); 6.85 (m, 2H);
6.36 (s, 1H)
Compoun | 4-Chloro-3-[2- M+1=379.1 0.7
d 43 -
(2 NMR : 10.39 (s, TH);
hydroxymethyl- AN | 9.97 (bb, 1H); 9.46 (s,
pyridin-4- = 1H); 8.33 (d, 2H); 8.04
. _ OH
ylamino) (dd, 1H);7.94 (m, 2H);
quinazolin-6-ylJ- 7.81(d, TH); 7.38 (d,




d46 4-Chloro-3-(2- (3-[4-(2- hydroxy-ethyl)- piperazin-1-yl1-

5- net hyl phenyl am no}- qui nazolin-6-yl)- phenol iii HOC . NNSI NLNOHM
+ 1 = 490W0 MMR611919 (s, 1H): 8.46 (s, 1H): 7.84 (m 2BCI/EP2MQ/06@S 1H) ;
7.62 (s,1H); 7.32 (d, 1H); 7.15 (s, 1H); 6.88 (d, 1H); 6.81 (dd, 1H): 6.56
(s, 1H);3.85 (t, 2H); 3.41 (m 4H); 3-46-(m 4H); 0.8 WO
2011/-161159PCT/ EP2011/ 06Q445 41 3.00 {+ 2N 2 234 (s 3H)
Compoun d 47 phenol 1H); 6.90'(d, 1H); 6.85
(dd, 1H); 5.36 (bb, 1H,
OH); 4.54 (s, 2H)
Compoun | 1-(2-{5-[6-(2- M+ 1 =466.1 57
daa -5-
Chloro-5 NMR : 9.92 (s, 1H); 9.55
hydroxy- (s, 1H): 8.83 (s, 1H): 8.49
phenyl)- (s, TH); 8.04 (d, TH);
[1 ,2,4]tr|ellzolo[1, 5 'N\YH « o 7.60 (s, 2H); 7.38 (d,
5-a]pyridin-2- MN TN:LO/\/D 1H); 6.90 (s, 1H); 6.86
ylaminol- HG (d, 1H); 6.80 (d, 1H);
pyridin-2-yloxy}- 4.32 (t, 2H); 3.53 (t, 2H);
ethyl)- 3.47 (t, 2H): 2.20 (t, 2H);
pyrrolidin-2-one 1.90 (quint, 2H)
Compoun | 4-Chloro-3-{2- M+ 1=432.1 0.5
d45 [1-(2-hydroxy- NMR : 9.89 (s, 1H); 9.88
ethyl)-1H- (bb, TH); 9.33 (s, 1H);
benzimidazol-5- N on | 8.48 (s, TH); 8.12 (s, 1H);
lamino]-
yuin;zo]lin 6-yl} HON N> ronts T
9 y N/)\H % 1H); 7.68 (m, 2H); 7.54
phenol (d, 1H); 7.38 (d, TH);
6.89 (d, 1H); 6.84 (dd,
1H); 4.9 (bb, 1H, OH);
4.27 (t, 2H); 3.75 (m, 2H)
Compoun | 4-Chloro-3-(2- M+1=490.2 0.8
d 46 4-(2-
{3-4-(2 NMR : 9.19 (s, 1H); 8.46
hydroxy-ethyl)- ® : (s, 1H): 7.84 (m, 2H);
piperazin-1-ylJ- | we™ Ay )ii 7.70 (d, TH); 7.62 (s,
N N N
5-methyl- ﬁNI 1H); 7.32 (d, 1H); 7.15
phenylamino}- ol (s, 1H); 6.88 (d, 1H);
quinazolin-6-yl)- 6.81 (dd, 1H); 6.56 (s,
phenol 1H); 3.85 (t, 2H); 3.41
(m, 4H); 3.16 (m, 4H);




4- Chl oro-3-(2-
hydr oxynet hyl phenyl am no} -

(3-[4-(2-

hydr oxy- et hyl ) -

pi perazin-1-yl]-
[1,2,4]triazolo[1, 5-a]pyridin-6- yl)-phenol

"TI11 ~ CIWOGMIOGBIISNOH M + 1 = 495.1 NVR : 9.43 (s, 1H): PETA®2{13/06@k); 8. 18
(s, 1H); 7.59(s, 2H); 7.38 (d, 1H); 7.27 (s, 1H), 7.10 (s, 1H); 6.91 (d,
1H): 6.86 (dd, 1H); 6.46 (s, 1H); 4.414(s, 2H); 3.54 (1, 2H); 3.13 (m 4H) ;
2.58 (m 4H) - 2 45 /1' _ ’)I--!) 1 N-—N ("nnrpou RZo+¢C ::r\l

chl gro-3-(2-{3- [4- (2 hydroxy- ethyl)- piperazip 390@]?&6234 (s, 3H)

5- thvl phenvl am nol 1 21 4] triazol O[ 11 5 a] pyr' din-6 v phnn\ll est e

poun { 4-Chloro-3- (2- M+1=495.1 1
47 _[4-(D-

d {3-4-(2 NMR : 9.43 (s, 1H); 8.85
hydroxy-ethyl)- (s, TH): 8.18 (s, 1H);
piperazin-1-yl}- g o 7.59(s, 2H); 7.38 (d, 1H);
> HO%_i KSL ~ 7.27 (s, TH), 7.10 (s, 1H);

N N N
hydroxymethyl- Lt~y 6.91 (d, 1H); 6.86 (dd,
phenylamino}- 1H); 6.46 (s, 1H); 4.41 (s,
[1,2,4Jtriazolof1, 2H); 3.54 (1, 2H); 3.13
S-aJpyridin-6- (m, 4H); 2.58 (m, 4H);
yl)-phenol 2.45 (t, 2H)

Compoun | Benzoic acid 4- M+ 1=583.1 NA

d48 chloro-3-(2-{3- NMR : 9.41 (s, 1H); 8.04 | (Mt

(o i I
[4-(2-hydroxy (s, 1H); 8.15 (d, 2H); appl
ethyl)- _ cable

780761 (m, 7H) 7.46 |~

piperazin-1-yll- i @[O_ i (dd, TH): 7.16 (s, 1H);
S-methyl- O A )| 7:00(s, TH); 632 (s, TH);
phenylamino}- *| 4.54 (bb, 1H); 3.54 (q,
[1,2,4]triazolo[1, 2H): 3.1 (m, 4H); 2.57
S-aJpyridin-6- (m, 4H); 2.45 (t, 2H);
yl)-phenyl ester 222 (s, 3H)

Compoun | Benzoic acid 4- M+ 1=594.1 11

d49 chloro-3-(2-{3- NMR : 9.74 (s, 1H);
[4-(2-hydroxy- 9.34(s, 1H); 8.15 (d, 2H);
ethyl)- L O 8.03 (d, 1H); 7.93 (dd,
piperazin-1-yl}- ©)k* ﬁi ~ | TH)7.78 (m, 3H); 762
5-methyl- bNI (m, 3H); 7.55 (d, 1H);
phenylamino}- 1 7.43 (dd, 1H); 7.18 (s,
quinazolin-6-yl)- 1H); 6.43 (s, 1H); 4.45
phenyl ester (bb, 1H); 3.55 (q, 2H);

3.15 (m, 4H); 2.58 (m
4H); 2.45 (t, 2H); 2.26 (s,




<
+

PO 0 ZkFk~

1 = 583.1 NWR:

9.41 (s, 8.94 (s,
7.00 (s, ;
2.57 (m 4H);
Compoun d 49 Benzoic acid 4-

pﬂber azin-1-yl]-

2.45 (t,
[ 4- (2- hydr oxyet hyI)

8.15 (d, 2H): 7.80-7.61 (m

6.32 (s, 1H); 4.54 (bb,
PRIHEP2@.12R0445, 3H)

7.46 (dd, 1H); 7.16 (s, ;
3. 54W0aN11216)1593. 11 (m  4H);
not appli cable )

ro-3-(2-{3-

azolin-6 \JI! A nhnn\/l

(s, 1H); 15 (d 2H)'

3H)-—7 55

mipgup icﬂa)'?ma’f:(fs (

@150/ 161159PETbEP2011/
hydroxy-ethy
[)-piperazin-1-
yl]-5-
hydroxymethyl-

phenylamino}-
quinazolin-6-yl)-
phenol

- 6 43 (e 1HN-

M5 15080 2. 26
NMR : 9.77 (s, 1H); 9
(s, TH); 8.16 (s, TH);
7.94(s, 1H); 7.86 (dd,
1H); 7.71 (s, 1H); 7.67
(d, 1H); 7.38 (d, 1H),
7.31 (s, 1H); 6.88 (s, 1H);
6.86 (dd, 1H); 6.58 (s,
1H); 4.44 (s, 2H); 3.56 (1,
2H); 3.17 (m, 4H); 2.61
(m, 4H); 2.47 (t, 2H)

.33

5- met hyl phenyl am no}-
— l:oA 1 NVR— 9 74 (s,

(deBHH); 7.73 (m 3H):
6 (

162

bb,



3H) Compoun d50 4-Chloro-3-(2- (3-[4-(2- hydroxy-ethy I)-piperazin-1-

YI'l -5- hydroxynet hyl - phenyl am no}- qui nazolin-6-yl)- phenol ahh C OH HO
io0 N,,,,Wo2MtH6115¢ 506. 01 NVR : 9.77 (s, 1H); 9.33 (s, PCHEP281060445, 1H);
7.94(s, 1H); 7.86 (dd, 1H; 7.71 (s, 1H); 7.67 (d, 1H); 7.38 (d, 1H, 7.31
(s, 1H); 6.88 (s, 1H); 6.86 (dd, 1H);-6358 (s, 1H); 4.44 (s, 2H); 3.56 (t,
2H); 3.17 (m 4H); 2.61 (m 4H); 2.47 (t, 2H 0.2 WO

2011/ 161159PCT/ EP2011/ 060445 - 43 - Al l corrpounds of the invention

whi t wd d t I I
Sorour! ses wnall mreuner bReIF e Ais LS Ok Brle S ERbRe R a8 P! | o
at pH 5. pettrae phid gelicdgar dolurisssTwhennpasndisnadt thbemaximent comceatratids of
ng: Lg:/vlsl T%BI|I8a’[I0nC?np|qbund Invitro potency- 1050(nM Src / Lyn (h) Col our

5

Other data regarding some compounds of the invention are as follows:

Table 2
Flux between
In vitro Solubility 2 and 4 hours
potency - HPbCD 7% | through 0,5
Compound Colour ]
IC50 (nM) pH5 (mg/ml) | cm2 of rabbit
Src / Lyn (h) measured cornea
(ng/h/cm2)
Compound Pale
<1nM 1,2 17
16 Yellow
Compound Pale
0.7 nM 1,5 6
43 Yellow
Compound Pale
1nM 2,3 8
45 Yellow




HPbCD7% pH5(nmg/ M) measured Flux between 2 and 4 hours throughO,5 cn? of
rabbit cornea (pg/h/cnR) Conpound 16 < 1 nM Pale Yellow 1,2 17 Conpound 43
0.7 nM Pawe 2velteo1s91, 5 6 Conpound 45 1 nM Pal e Yel | ow 2P8THEP2011440445
Compound 46 0,8 nM Pale Yellow >10 13 Conpound 5 5 nM Wite

_44 -
Compound Pale

0,8 nM >10 13
46 Yellow
Compound
5 5 nM White 1,3 13
Compound

14 nM White 5,69 30
10
Compound

27 nM White 2,38 13
13
Compound
05 23 nM White 6,5 14




1,3 13 Conpound 10 14 nM Wiite 5,69 30 Conmpound 13 27 nM Wiite 2,38 13
Conmpound 25 23 nM White 6,5 14 WD 2011/161159PCT/ EP2011/ 060445 - 45 -

Conmpound WO 20118681158 White >10 19 27 PCT/EP2011/060445
-45 -
Compound .
83 nM White >10 19
27
Compound .
08 3 nM White 7,5 8

Compounds n°1 to 50, including prodrugs (compounds n°48 and 49), not listed in
table 2 show similar solubility and Corneal flux.

Accordingly above-recited problems of insolubility and coloration of compounds
5  of the prior art have been solved by the compounds of the current invention. Compounds
of the invention are both colourless and readily soluble in aqueous formulations suitable

for delivery by eye drops.

Experimental — Ussing chamber
10 Ussing chambers were used for the permeation study each day of experiment.

3 mL of solution were placed in donor side of Ussing chambers and 3mL of
Ringer solution were in receiver side. Freshly removed rabbit corneal tissue were placed
between the two half chambers.

Temperature was maintained at 37°C during all the flux study and oxygenation
15  was provided by a continuous perfusion of carbogen (oxygen/carbonic acid) (95/5),

Rabbits were euthanized and the 6 corneas were removed and used
immediately. 500 pL of receptor side liquid were removed from Ussing chambers and
replaced by fresh buffer. The samples were analyzed immediately (less than 10 hours
after collection).



Conmpound 3 nMWite 7,5 8 28 Compounds nl to 50,

I ncl udi ng prodrugs (conpounds n48 and 49), not listed in table 2 show
simlar swbubilietysoand Corneal flux. Accordi ngly above- PetirrPed1ps@bs ens of
insolubility and col oration of conpounds 5 of the prior art have been

sol ved by the conpounds of the current4bénventi on. Conpounds of the

i nvention are baoth col qurl es, nd. readi | sol | e in aqueous, fornmul atjons
Lol tab ot o qottioprs Bhasy S0a B See whmated o ' BsBh e Rt Job ol
g h?rerbe][ S rgylaa@w%d Qca(n’fplésfmeléked_iilmai inﬁrﬁetﬁ_taliedy(lefisacdlgalﬁiayh@{:) aﬁ@eédllaadmnéarlrr;_d f

(0] SO Tl re ce I.N or | dae .0 Sl cha \ (0]
o moor sanabreh T 1 PRSS 4dr JoNRn. Rhdlef s tudd PRBHIT Bl
ti ssue wphasqGieetahiziensien 3 va Liewgthhalch, ebiaglegradient from 5 to 95% AT8INpgeat ur e

was intained at 37C during all the flux study and oxygenation 15 was
provi ded (@Q /g?%@ﬂﬁ?‘ﬂﬁbus per fusi on of carbogen (oxygen/ carbonic aci d)

(95/5), bbits re eut hani zed and the 6 corneas were renoved and
used i Mmedi at elp)‘;%%%é PWﬁgS?mPE@e‘b‘ﬂ?P’ %l %Oé”?%sq‘ﬁ?ra cﬁ%?g%%enoved from Ussi ng
e oo SREE X S aBY) o R OBl SOMRLERLD of e
2011/ 161 rha8TinkRi0h 1ih G&B4 aqueous formulatioh6 reddiylcrbss tie domes, tudendkimui d
were remyyved from i C rs.and not. replaced. The sanples were

di | ut ed i'}ﬁ%av'ﬁ%ﬁ5%f@%ﬁ?”?ﬁﬂ‘?ﬁih%&'?d'%%t%?- collection and anal yzed | ess
than 10 hours after dilution. Analysis was performed on HPLC (Stationary
phasé. 018 (Particle size: 3 pmLength: 5 cm using a gradient from5 to
95% ACN wat er Inhibition of neovascularization in a rat model of Laser-induced Choroidal

neovascularization (CNV)

We investigated the efficacy of topical administration of compound 25 of the
invention in reducing choroidal neovascularisation in the rat (Brown Norway, 8 weeks of

15 age).

On day 1, CNV was performed by laser photocoagulation-induced rupture of

Bruch’s membrane as previously described (Edelman and Casto 2000). An Argon green

laser irradiation was delivered through the slit lamp for induce photocoagulation. In each

eye, 6-7 focal laser spots were applied concentrically approximately two optic discs from

20  the center. Immediately afterwards, rats were treated with topical solution 6mg/mL (10pL)
two times daily until sacrifice. 14 days after laser induction of CNV blood vessels were
visualized on retinal pigment epithelium -choroid-sclera flat-mount by immunostaining with

isolectinB4.

Assessment of CNV response to treatment was performed after capture and
25  area measurement of immunostained vessels representing CNV at the site of laser burn.

Pixel area of vascular budding was traced by 2 trained masked investigators and
converted to pm2.

Results

30 It has been found that compound 25 of invention reduced CNV by 15 %
compared to control providing evidence that the compounds of the invention are useful to
reduce choroidal neovascularization associated with wet age-related macular
degeneration.



5(0.1 % formc acid)). At the end of the sanpling period, all corneas were
di scar ded. According to this protocol, it has been denonstrated

t hat conpwondsl/wilshhe current invention in these aqueou®Cr@mPruliabi4ahns
readily cross the cornea, thus naking them suitable for treatnent of
ophthal m ¢ indications. 10 | Y bi tion of neovascul arization in a
rat nodel of Laser-induced Choroidal neovascul arization (CNV) We
investigated the efficacy of topical adm nistration of conmpound 25 of the

i nvention in reducing choroidal neovgxh\é risation in the rat (Brown
Norway, 8 weeks of 15age). s 1, CNV was performed by | aser
phot ocoagul ati on-i nduced rupture of Bruch's nenbrane as previously

descri bed (Edel man and Casto 2000). An Argon green |aser irradiation was
del i ver ed t hr dugbmpbendsbfiformag):f or i nduce phot ocoagul ation. In each eye,
6-7 focal |aser spots were applied concentrically approximately two optic
di scs5from 20 the center. Inmmediately afterwards, rats were treated with
topical solution 6nmg/nL (1410 Ao tines daily until sacrifice. 14 days
after |aser induction of CNV bIood vessel s were visualized on retinal

pi gnent epi thelium -chor oi RSTMHexa 43 gi mmunostai ning wth

i solectin B4. Asses|¢ response to treatnent was
performed after capture and 25ar eg{hEasyre nt/§f~|:i4m’runostai ned vessel s
representing CNV at the site of R@ser bi¥n. N 5 Pi xel area of vascul ar
buddi ng was traced by 2 trai ned nmasked inves“ gaF% ors and converted to iin®.
Results 30lIt has been found that conmpound 25 of invention reduced CNV by 15
% conpared to control providing eviden If that the conpounds of the
invention are useful to reduce choroid neovascul ari zati on associated with
wet age- mdlesgied macul ar degeneration. -47 - CLAIMS 1. Conpound of

formypa (A%E?enyl(l) wherein 10A is phenyl, B is phenyl, pyridine, or

pyrimdi ne, th?% re ent. i ndependently fromeach other: -H 15-CH, a
hal ogen a%flg eﬁan‘t "the %ﬁ%@ﬁ@'%éthat Rl and R2 are not simultaneously

hydrogen; R3, R4 and R5 are, independently from each other, 20-H,
R1 and R2 represent independently from each other:

_H,
15 -OH,
a halogen atom,

with the provisio that R1 and R2 are not simultaneously hydrogen;
R3, R4 and R5 are, independently from each other,
20 -H,
-(CH.)-OH,
-O(C4Cq)alkyl,
-(CH,),-CO-heterocycloalkyl,
-OH,
25 -heterocycloalkyl-(CH,),-OH,
-(C4-Cs) alkyl,
-(CH,)q-heterocycloalkyl,
-(CH,).-heterocycloalkyl-(CH,),-OH,
-O-(CHy)-heterocycloalkyl,
30 N-oxide wherein the nitrogen atom belongs to B,
-O-(CHy),-CO-heterocycloalkyl,
-O-(CH2)--OH,
-O(C,Cs)alkyl-NR7RS8,
-(C4Cs)alkyl-NR7RS,



-(CH2), ™H, -0(cC1ce)al kyl, -(CH2),-CO heterocycl oal kyl, -OH,

25- heterocycl oal kyl - (CH2),-0OH, -(Cl-C6) alkyl, -(CH2), -heterocycl oal kyl,

- (CH2), - woepaecisoal kyl - (CH2), - OH, -0-(CH2), - het er ocyclpoalErgé1,1/08@Ms oxi de
wherein the nitrogen atom belongs to B, -0-(CH2), -CO heterocycl oal kyl
-0-(CH2),-0H, -0(C1Co)al kyl -NR7R8, -(€a&6)al kyl -NR7R8, - 48 - - R3 and
R4 formtogether wwth B a fused bicycle optionally substituted by R5 with
the provisio tRatandfenioBnitsggieewiin, B aﬁudedaﬁdyctevmptiorhalmubﬂnutadd’byH% are not

P%g;ggﬁgent |y trhghn? 8.%(&?0%%@&#%' or'gghé %g?oe%gm;? osfu $ utdgg5 %&%&é) al kyl

opt i onal Ihydfogemi ng a cycloalkyl; nis 1, 2 or 3; Xis Nor C and Y is CH

or a covagaty beyd,c jdkyPror g thereof. 2. Conpound according to claim
1, wherein sald @aéf 6oun gcsﬁqeﬁgwlor mila N-NR3 ./ N RS 15wherein Ri,

R3 ij ﬁg qﬁﬁR me m@@gynﬂgntyrfg)rgga%@tlhﬁ@d of An @pg\qr}ﬁllisubstltuted (C Ce)alkyl

optionally forming a cycloalkyl;
nis1,2or3;

Xis N or C; and

Y is CH or a covalent bond,

10
or a prodrug thereof.

2. Compound according to claim 1, wherein said compound has the formula

R1
R2
=~ "N——N
R3
s
N N~ \\R4
R6 R5

15  wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

3. Compound according to claim 1, wherein said compound has the formula
R1

SN
R3
/
O N/)\N/Ei\m

R6 R5
wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

20
4. Compound according to claim 1, wherein said compound has the formula
R1
R2
k P
55 N \

wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

25

5. Compound according to claim 1, wherein said compound has the formula



3. Conpound according to claim1, wherein said conpound has the fornula Rl
R2 ./R3 NNR4 R6R5 wherein Rl, R2, R3, R4, R5, R6, R7, and R8 are as defined
i n clai mio 211/16orspound according to claim1, wherein sacia/EPonpoerds has t he
formula ./R3 NR4 R6R5 wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as
defined in claiml1l. - 49 - R5 wherd9n R, R2, R3, R4, R5, R6, R7, and
R8 are as defined %n claim1. 6. Conpound according to claim1, wherein
sai d compou o he formul a R5 wherein R1, R2, R3, R4, R5, R6, R7, and
R8 are as dg 6 d |n cl@im1. 7.R€npound according to claim1, wherein

sai d conpoidnd™ @mrula R5 wherein Rl, R2, R3, R4, R5, R6, R7, and
R8 are as defined

R5
wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

6. Compound according to claim 1, wherein said compound has the formula

R3

/Y\
X(:;ﬁ\ N=\_-R4
N” NN\ |
R5
wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

7. Compound according to claim 1, wherein said compound has the formula

R2
Yo
N N
R1 X<:2L\ _— ma
A N NN\ J
R5

wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

10

8. Compound according to claim 1, wherein said compound has the formula

R3
O ~ N
N\/

R5
wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

15

9. Compound according to claim 1, wherein said compound has the formula
20
R2

R1 X/Y\N
O
A N/l\N
R5

wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.



8. Conpound according to claim1l, wherein said conpound has the fornula R5
wherein R, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim1. 9.
Conpound wocoridieng9t o cl ai m 1, wherein said conpound ha®CrheP2610/060445 R5
wherein R, R2, R3, R4, R5, R6, R7, and R8 are as defined in claiml1l. WO
2011/ 161159PCT/ EP2011/ 060445 - 50 - 1050 €onpound according to claim 1,
wherein said conpound has the fornula R2 R3 Rl R6 S5wherein Rl, R2,
R3, R4, R5, RG0.Bmpand &Keoalirey laslai@fi, abddraimsait abmpdundlias the fgyoutad

according to claim1l1, wherein said conpound has the formula 10wherein
Rl, R2, RS, 2 R6, R7, and R8 as defined in claiml1, and wherein R10
is -H, % R3
~Y<
R1 X7—~N
ALy
N N
R VY
° X)

5 wherein R1, R2, R3, R4, R5, R6, R7, and R8 are as defined in claim 1.

11. Compound according to claim 1, wherein said compound has the formula

R2
R3
Y
R1 XN 10
OL N
A N~ N N/)

10 wherein R1, R2, R3, R4, R5, R6, R7, and R8 as defined in claim 1, and wherein
R10is
_H,
-(CH.)-OH,
-O(C4Cq)alkyl,
15 -(CH,),-CO-heterocycloalkyl,
-OH,
-heterocycloalkyl-(CH,),-OH,
-(C4-Cs) alkyl,
-(CH,)q-heterocycloalkyl,
20 -(CH,).-heterocycloalkyl-(CH,),-OH,

-O-(CHy)-heterocycloalkyl,

N-oxide wherein the nitrogen atom belongs to B,
-O-(CHy),-CO-heterocycloalkyl,

-O-(CH,),-OH,

25 -O(C+Cs)alkyl-NR7R8, or
-(C4Cs)alkyl-NR7RS8.

12. Compound according to any one of preceding claims, wherein R1 is OH and
R2 is a halogen atom.

30
13. Compound according to any one of preceding claims, wherein R3, R4 and R5

represent independently from each other O-alkyl or hydroxyalkyl.



-(CH2), ™H, -0(cC1coe)al kyl, 15-(CH2), - CO heterocycl oal kyl, -OH,

- heterocycl oal kyl - (CH2),-OH, -(Cl-C6) alkyl, -(CH2), -heterocycl oal kyl,

20- (CH2) ,whevarwewel oal kyl - (CH2) , - OH, -0- (CH2), - het er ocyciraekiglos04is oxi de
wherein the nitrogen atom belongs to B, -0-(CH2), -CO heterocycl oal kyl
-0-(CH2), - OH, 25-0(C1C6)al kyl -NR7R8, ef1-(CL1C6) al kyl - NR7R8. 12.
Conmpound according to any one of preceding clainms, wherein RL is OH and R2
is a hal ogen amo@omaeund/\@,@&ﬁag i6drib@ TG ErBdlrly €164 Wheteln R3, R4 and RA.
Corrpound e C 1 . and R5
repr asent g RBek Y 18R h MFRER. O S0 LhEREldRod oo

- 0- CH2- CH2- het er ocycl oal kyl . 15. Conpound according to any one of
preceding cl aiiBBCoiB6HAR B diRPISER bR B ﬁ@ééa?wc@rn%m%% i X RprAsRALS CH

or wherein X represents a nitro represents_a bond
Conpotind CAR¥BrAIPAGNE’ ERjeSSAES GF ?fr‘?é%%fai”r?&retﬂr%ﬁeﬁ‘ﬁs a piepen.AndeY F%?%t s a
hydr ogen gagoman or CH3. 10 17. Conpound according to any one of
precedi ng clains, wherein it is selected fromthe group consisting of:

4- Chl or o- 3-[ 2- (pyr|d| n-4-ylamno)-[1, 2,4]triazol o[ 1, 5-a] pyri din-6-yl]-pheno
| ; 16. Compound according to any one of preceding claims, wherein R6 represents a

154 Chl 0rh9dr%g£3r¥afo9r¥5r' éHn 3-ylamno)-[1,2,4]triazol o[ 1, 5-a] pyridin-6-yl]-phe
nol ; o

4- Chl or o- 3- [ 2- (pyrl m di n-5-ylamno)-[1, 2,4]triazol o[ 1, 5-a] pyridin-6-yl]-phe
20|Chl or0-3- [ 2-( SC%mpcr)%lg(d accordlng tgyarnlyglne of precedm gl)alnfsl,w;er ng II’tIISaSZe(; thl 5- a] pyr

i di n-6- y|l]0m tﬂjlﬁegmﬂp conssYng of
3-[ 2- (3, 5- Bi s- hydr oxynet hyl - phenyl ani no) - [ 1, 2, 4] tri azol 0[1 5-a] pyri di n-6-yl

Chl or 0-43cr£|8roL§tz( %yﬁbﬁfd’r%lyﬁinﬂné) ¥ I At ey ;X dbime 3 pEAbINo] - [ 1, 2, 4] tri az

i or o N otor L iy e Pty Bylasmipe i3 A iezgio. 9oy diinbadiy | am noj - [ 1
4

, 2, 4] tri apeh@f 1, 5-
3-[2-(3,5-Bis-hydroxymethyl-phenylamino)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-4-chloro-

]-4-chl 0r40ChI8MF2n@Jyndm 4-ylamino)- [1 2 4]tr|azolo[1 5-a pfrldm ]-pheno

4-Chl o [ 2- (6- net hox ypyrld % 6] rlazolo[15a]pyr|d|n6
yl] _léheﬁoq)hloro -3-[2- (pyr|d|n -3-ylamino) [1 2 4]¥r|azolo[1 a]pyridin-6-yl]-phenol;
- Chl
I

4
0
4-

20  phenol;
4-Chloro-3-[2-(6-methoxy-pyridin-3-ylamino)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-phenol;
4-Chloro-3-{2-[5-(2-pyrrolidin-1-yl-ethoxy)-pyridin-2-ylamino]-[1,2,4]triazolo[ 1,5-a]pyridin-
6-yl}-phenol;
4-Chloro-3-(2-{6-[4-(2-hydroxy-ethyl)-piperazin-1-yl]-pyridin-3-ylamino}-[1,2,4]triazolo[1,5-

25  a]pyridin-6-yl)-phenol;
4-Chloro-3-[2-(pyridin-2-ylamino)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-phenol;
4-Chloro-3-[2-(2-hydroxymethyl-pyridin-4-ylamino)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-
phenol;
4-Chloro-3-[2-(6-hydroxymethyl-pyridin-3-ylamino)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-

30  phenol;
3-[2-(3,5-Bis-hydroxymethyl-phenylamino)-quinazolin-6-yl]-4-chloro-phenol;
4-Chloro-3-[2-(pyridin-3-ylamino)-quinazolin-6-yl]-phenol ;
4-Chloro-3-[2-(1H-indol-6-ylamino)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-phenol ;
4-[6-(2-Chloro-5-hydroxy-phenyl)-[1,2,4]triazolo[1,5-a]pyridin-2-ylamino]-pyridin-2-ol ;

35  4-Chloro-3-[2-(2-methoxy-pyridin-4-ylamino)-[1,2,4]triazolo[1,5-a]pyridin-6-yl]-phenol;
4-Chloro-3-[2-(5-hydroxymethyl-pyridin-3-ylamino)-quinazolin-6-yl]-phenol;



25a] pyri di n-6-yl) - phenol ;

4-Chloro-3-[2-(pyridin-2-ylamno)-[1,2,4]triazol o[ 1, 5-a] pyridin-6-yl]-pheno
l; WO 2011/161159 PCT/EP2011/060445

4- Chl or 0- 3-[ 2- (2- hydr oxynet hyl - pyridi n-4-ylamno)-[1, 2, 4] triazol o[ 1, 5-a] pyr
i din-6-yl]- phenol; -52-
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3-[2- (3, phBha;: hydr oxynet hyl - phenyl am no) - qui nazol i n-6-yl] - 4-chl or o- phenol ;

4-Chl oro ( I am no) - UI na henol

4~ Chi or o 4L Bror - FmB s T Puta g Vet . e i) S DR eisis virpRen! 11 - phen

ol ; 4-Chloro-3-{2-[6-(2-pyrrolidin-1-yl-ethoxy)-pyridin-3-ylamino]-[1,2,4]triazolo[1,5- a]pyrldln _

4[d$| %hloroShydroxy phenyl) - [124]tr|azolo[15a]pyr|d|n -yl am no] - p

yri

324 Ic]hl or4gc|alo.[023 -(25rtgyerslidipy Fyl-@ttox g mhradm-Bglaniida] 21,2 JAtriasdsih Sldlpyridad-pyri di n
y pneno

4- Chl or o- rh[@H S’I-’hydr oxynet hyl - pyri di n- 3-yl am no) - qui nazol i n-6-yl ] -phenol ;

WO 2011/ U6QHIbRPE[Z- {EﬂZQIHyGﬁﬁ%yI )-piperazin-1-yl]-2-methyl-pyrimidin-4-ylamino}- - 52

- 4-Chl |)-1H | -4-vyl 1
T SRR SRR phenol: o 4. il or 0. 3.1 2+ (1 - et hyl -1
H- py 18z 0l4-@hligtos®r 3B} [4f(2-hydrok) tethyd zsxderbdin- 154]e8-methytipherdanihojphenol

;ll cc)iPllorgIﬁ]?% F'%l%ﬂ'é{iép%jﬂr%ghgp{&p%ew et hoxy)-pyridin-3-ylamno]-[1,2,4]triaz
4- Chl or 0-43cKI3rot HA-B; N F-triroéthokyRpHery lanetd) g X )4z olofi 15~ Bpyridiiveytoheaocl2, 4] tri az

Zl (()j[qllor g Agélﬁéro{%— {& (%%}YHM??SQ)H e%lﬁ]ypgzoapgag%{zﬁ yjamino]-[1,2,4]triazolo[1,5-

-y1] - 2- mal];fwbmplyyl} phehon- 4-yl am no}- [1 ,2,4]triazolo[1

5a]yr|d - phenql ; . , - )
5By o8 Y RSO i) 0 2 itpop eIy ohenot

-yl]-5- m@mbrop&}{ﬂ?w @mpynolidin{1lyl-ethoky k- pyraires-glainind- ap aytriatbis]1 &-ajbyriditaenol ;
4- Chl oro-3-] 3,4,5-trinmet hoxy-phenylamno)-[1,2,4]triazol o[ 1, 5-a] pyridin-
611] - phefolFP Gt
4-Chl oro 3:12{ 2SEIS%Qdﬂoxyiﬁ@myl-;ﬂiehylbbrﬁr&iﬁ-[’er,}tﬂéazm'ldla,Bai]p)BioiH-aly’i]-inHdrd-

,2,4]tria oI c1[1 5- a] pyridin-6-yl}-phenol;
154- Chl 0P8 22 (pyridin-3-ylamino)-[1 , 2. 4]triazol of 1

, 5- appyr isden3 ?f-Bli‘shy@meéthyl -phenylamino)-[1, 2 ,A]triazolo[1,5-a]pyridin-6-yl]-4-chloro-
4- Chl or o- ﬁ é [2-(2-pyrrolidin-1-yl-et hoxy)-pyri din-4-ylamno]-[1,2,4]triaz
olo[1 , 5P ri di n6-y1}-phen01; 3-[2-(3,5-Bis-hydroxynethyl - phenyl ami no)-[1
, 2, 4]t ri 3zOhlofol3- [563@4 MmméthﬂnyphénL/}aﬁ’riM)lqmﬁmblﬂﬂﬁlyl]-phenol
nga][ §y§| r{géﬁ )([JH/ @x&ﬂhﬁﬁg)ﬁ@ﬁ,Q]r’frrllaggPo-[1[,%-a]p%Pi§i]r1t£ blgr%moﬂ)yrazol 1-yl}-
4-Chl oro 1ao||bé’ra2|8 14yl-5tharrioﬁét hoxy- phenyl am no) - C]UI nazol i n-6- A-phenol ;

"5 aPpyr 1O T A DGO g e S BB Ta0y o1t el >

254 ChI ora(]py&dm% {I%phdnra;2- hydr oxy- et hyl ) - pi per azi n 1-y1]-pyridin-4-yl am noHl
,2,4]tri

| i,n-6-yl)-ph | : . .
22 ol or o St Rl At - P AR e RRIP LB AT RRIORF [ 1, 2, 4] ¢
ri ?;ﬁf)' o[ b,%[ﬁﬁ‘l%@}@}’l} -obénvl6- y1} - phenol ; 611] - phenol :
4- Chl or o- ni no eno
304- Chl 0’62 (OZés Q% ¥F;§ dgny ry%nYB%ani”%??ﬂ] gtyﬂé)x?‘ﬁfqphenyl gm no}-[1, 2, 4]t
ri azgbho[ 4-Chlom} Pya- {4d [2A @xy- Zb)/rrolitﬁmmiyl e4h<ﬁy} -phienyBinide}([1,2,4]triazolo[1,5-

H i ndol- 6- ui nazol i n-6-y1] - pheno
4- Chl oroaéag/[vg'n@%?' ’yrret hyl - pyri di n- 4- yI am no) - qui nazol i n- 6- A-phenol ; 1
(2 { 5- [ B-CRlo8-{a-0+binbyles- wamﬂmbrqnmbieh[nsls yI]Zpkﬂe}rtoﬂl azolo[ 1

5-a] pyri no ridin- | ax pyrrolidin-2-one;
4- Chl oro4g¢@9r°[% %@ %&ﬁvt@ RW%’” aﬁ%’ﬂﬁ) %Zﬁ%fa yé pﬂ Hﬂlr noj - qui nazol i n-6
- y1} - phene2;{5-[6-(2-Chloro-5-hydroxy-phenyl)-[1,2,4]triazolo[1,5-a]pyridin-2-ylamino]-pyridin-2-
35  yloxy}-ethyl)-pyrrolidin-2-one;
4-Chloro-3-{2-[1-(2-hydroxy-ethyl)- 1H-benzoimidazol-5-ylamino]-quinazolin-6-yl}-phenol;



WO 2011/ 161159PCT/ EP2011/ 060445 -53
-4-Chloro-3-(2-{3-[4-(2-hydroxy-ethyl)-piperazi n-1-yl]-5-net hyl - phenyl am no
} - qui nazoworee/16yEp - phen01; PCT/EP2011/060445

4- Ohl or0-3- (2-{3-[4-(2-hydroxy-ethyl)-piperazin-1-y1l]-5-hydroxynet hyl - pheny
lamino}- [1,2,4]triazolo[1,5-a]pyridin$g-yl)-phenol; 5Benzoic acid

4-chl 2- - | n-1- t.h h I anm no
e Srﬁ]"qug'a@f)f’ G %?ﬁah%xﬁé i R MR TR Y Ry 2 o
4- chl or oyB-phdnqI3- [ 4- (2- hydr o?y et hyl) - pi per a2| n- 1 y1] - 5- net hyl - phenyl am no}
- qui nazg este . . :

2- Gl or o efotlard 2 LB e PRy i B Y Xy PR B R ny |
10phenyl qmpnqxﬂam[maza}byrmrﬁeyl )Yhehsinol ; and any prodrug 'élhe][ e](c)f I 18.
N o g Lo TS ek P oI e SRRy i
corrpog! ti[pn, 4]tﬂ§mq¢,tse;]$¢@dq 6-91) Iplnahyue':eit;aeorrprl sesda corr]}c:)ound of fo(rjrm:c a (1)
according to any.pne [ 0 0 rodru a_conpou 0

Formul o Rl Py 5 Gl bibbmh S Babregin T e b dulendsetisent
2020. Usgumbzamc@mp@ue@l@étef ormula (1) according to any one of Clains 1 to
17 f ded f n reventing or

anel ?gra[f§®rl A Qﬁ{aﬁnﬁ EC!\.YHE%XV(?I bﬁ{;oeer%% Vé]ré\ﬁ@i ﬁ&@%}ﬁ T degengrati on,

i scheoi aphehgammhol-quinasdliniegspharol;| eakage, di abetic retinopathy, retinal

vei n occl u§| on, E%h‘%ﬂ?t&re retinal disease. 2521. Src kinase antagoni st of

formul a @5'aQ¥P claims 1 to 17. 22. Compound of formula
(I') according to any one of Clainms 1 to 17 as a mnedi canent.

18. Medicament, characterized in that it comprises a compound of formula (I)
according to any one of claims 1 to 17.
15
19. Pharmaceutical composition, characterized in that it comprises a compound of
formula (1) according to any one of Claims 1 to 17,0r a prodrug of a compound of formula
(), and also at least one pharmaceutically acceptable excipient.

20 20. Use of a compound of formula (l) according to any one of Claims 1 to 17 for
preparing a medicament intended for treating, preventing or ameliorating retinal/macular
oedema, age-related macular degeneration, ischemia-related retinal vascular leakage,
diabetic retinopathy, retinal vein occlusion, or vitreoretinal disease.

25 21. Src kinase antagonist of formula () as defined in claims 1 to 17.

22. Compound of formula (I) according to any one of Claims 1 to 17 as a

medicament.



