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&) ABSTRACT
Compounds having the formula

®

are useful for inhibiting protein kinases. Also disclosed are
compositions which inhibit protein kinases and methods of
inhibiting protein kinases in a patient.
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6.8 mmol) at -78° C., stirred for 30 min. at -78° C. To the
reaction methyliodine (2 ml) was added dropwise at -78° C.
The resulting solution was warmed up to room temperature.
The mixture was quenched with water, The reaction solution
was partitioned between ethylacetate and water. The organic
layer was washed (brine), dried (Na,SO,), filtered and
concentrated under vacumm. Purification on silica gel with
30% ethyl acetate/hexane to provide the title compound (410
mg, 75%): MS (DCI/NH,) m/e 162 (M+)*.

Example 445B

5-{5-[(2S)-2-Amino-3-(1H-indol-3-yl)-propoxy}-
pyridin-3-yl}-3,3-dimethyl-1,3-dihydro-indol-2-one

[0931] The title compound was prepared by substituting
Example 445A for Example 444A in Example 444. *"H NMR
(300 MHz, D,-DMSO) 5 11.03 (s; 1H), 10.49 (s; 1H), 8.56
(s; 1H), 8.31 (s; 1H), 8.18 (s; 2H), 7.70 (s; 1H), 7.64 (s; 1H),
7.61 (d; 1H; J=7.5 Hz), 7.57 (d; 1H; J=7.5 Hz), 7.38 (d; 1H;
1=8.7 Hz), 7.27 (s; 1H), 7.10 (t; 1H; J=8.7 Hz), 7.01 (t; 1H;
J=8.7 Hz), 6.96 (d; 1H; J=8.7 Hz), 4.33 (m; 1H), 4.17 (m;
1H), 3.84 (m; 1H), 3.17 (m; 2H), 1.31 (s; 6H); MS (DCV/
NH,) m/e 427 (M+1)*.

EXAMPLE 446

5-{5-[(2S)-2-Amino-3-(1H-indol-3-yl)-propoxy]-
pyridin-3-yl1}-1,3,3-trimethyl-1,3-dihydro-indol-2-
one

Example 446A

1,3,3-Trimethyl-1,3-dihydro-indol-2-one

[6932] The title compound was prepared by substituting
Example 445A for Example 102A in Example 112. MS
(DCI/NH;) m/e 176 (M+1)*.

Example 446B

5-{5-[(2S)-2-Amino-3-(1H-indol-3-yl)-propoxy}-
pyridin-3-y1}-1,3,3-trimethyl-1,3-dihydro-indol-2-
one

[0933] The title compound was prepared by substituting
Example 446A for Example 444A in Example 444. TH NMR
(300 MHz, D6-DMSO) 3 11.03 (s; 1H), 8.60 (s; 1H), 8.32
(s; 1H), 8.20 (s; 2H), 7.78 (s; 1H), 7.67 (d; 1H; J=7.5 Hz),
7.62 (d; 1H; J=7.5 Hz), 7.39 (d; 1H; J=8.7 Hz), 7.29 (s; 1H),
7.14 (d; 1H; J=8.7 Hz), 7.10 (t; 1H; J=8.7 Hz), 7.01 (t; 1H;
1=8.7 Hz), 4.35 (m; 1H), 4.28 (m; 1H), 3.83 (m; 1H), 3.19
(s; 3H), 3.17 (m; 2H), 1.33 (s; 6H); MS (DCI/NH;) m/e 441
M+1)*.

EXAMPLE 447

5-{5-[(2S)-2-Amino-3-(1H-indol-3-yl)-propoxy}-
pyridin-3-yl}-3-ethyl-1,3-dihydro-indol-2-one

[0934] The title compound was prepared by substituting
iodoethane for iodomethane in Example 444. “"H NMR (300
MHz, D,-DMSO) 3 11.04 (s; 1H), 10.51 (s; 1H), 8.53 (s;
1H), 8.30 (s; 1H), 8.16 (s; 2H), 7.64 (s; 1H), 7.62 (d; 1H;
J=7.5 Hz), 7.53 (d; 1H; J=7.5 Hz), 7.38 (d; 1H; J=8.7 H2),
7.28 (s; 1H), 7.10 (t; 1H; J=8.7 Hz), 7.01 (t; 1H; J=8.7 Hz),
6.93 (d; 1H; J=8.7 Hz), 4.33 (m; 1H), 4.16 (m; 1H), 3.84 (m;
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1H), 3.49 (t; 1H; J=7.5), 3.14 (m; 2H), 1.85 (m; 2H), 1.09
(d; 3H; J=7.5 Hz); MS (DCUNH,) m/e 427 (M+1)*.

EXAMPLE 448

5-{5-[(2S)-2-Amino-3-(1H-indol-3-yl)-propoxy]-
pyridin-3-yl}-3-benzyl-1,3-dihydro-indol-2-one

[0935] The title compound was prepared by substituting
benzyl chloride for iodomethane in Example 444, '"H NMR
(300 MHz, D,-DMSO0) 6 11.04 (s; 1H), 10.48 (s; 1H), 8.38
(s; 1H), 8.27 (s; 1H), 8.15 (s; 2H), 7.62 (d; 1H; J=7.5 Hz),
7.44 (d; 1H; J=7.5 Hz), 7.40 (s; 1H), 7.39 (d; 1H; J=8.7 Hz),
7.29 (s; 1H), 7.17 (m; 5H), 7.10 (t; 1H; J=8.7 Hz), 7.01 (t;
1H; J=8.7 Hz), 6.82 (d; 1H; J=8.7 Hz), 4.30 (m; 1H), 4.12
(m; 1H), 3.86 (m; 1H), 3.40 (m; 1H), 3.17 (m; 2H), 3.01 (m;
1H); MS (DCI/NH;) m/e 489 (M+1)*.

[0936] It will be evident to one skilled in the art that the
present invention is not limited to the foregoing illustrative
examples, and that it can be embodied in other specific
forms without departing from the essential attributes thereof
It is therefore desired that the examples be considered in all
respects as illustrative and not restrictive, reference being
made to the appended claims, rather than to the foregoing
examples, and all changes which come within the meaning
and range of equivalency of the claims are therefore
intended to be embraced therein.

What is claimed is:
1. A compound of formula (I)

or a therapeutically acceptable salt thereof, wherein

X is selected from the group consisting of C(R®) and N;
wherein R® is selected from the group consisting of
hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy,
and amido;

X' is selected from the group consisting of C and N;
Y is selected from the group consisting of C and N;

Y' is selected from the group consisting of C(R®) and N;
wherein R® is selected from the group consisting of
hydrogen and -L2-L? (R®)(R®);

Z is selected from the group consisting of C and N;
provided that 0, 1, or 2 of X, X', Y, Y, and Z are N;

L' is selected from the group consisting of a bond, —0—,
—NR5—, alkenyl, alkynyl, —C(Q)—, —S—,
—S(0)—, —8(0),—, —S(0),N(R>)—,
—N(R?)S(0),—, —C(R*?),—, —C(R**),NR")—,
~NR%C(0)—, and —C(O)N(R*)—; wherein each
group is drawn with its left end attached to R? and its
right end attached to the aromatic ring;
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(18)-1-(1H-Indol-3-ylmethyl)-2-(5-isoquinolin-5-yl-pyri-
din-3-yloxy)-ethylamine;
6-{5-[(2S)-2-Amino-3-(1H-indo}-3-yl)-propoxy ]-pyri-
din-3-yl}-2H-isoquinolin-1-one;
(18)-2-[5-(3-Chloro-isoquinolin-6-yl)-pyridin-3-yloxy]-
1-(1H-indol-3-ylmethyl)-ethylamine;
(18)-2-(3,4']Bipyridinyl-5-yloxy)-1-(1H-indol-3-ylm-
ethyl)-ethylamine trifluoroacetic acid;
(1S)-1-(1H-Indol-3-ylmethyl)-2-{5-(2-pyridin-2-yl-vi-
nyl)-pyridin-3-yloxy]-ethylamine;
(1S)-1-(1H-Indol-3-ylmethyl)-2-(5-pyridin-3-ylethynyl-
pyridin-3-yloxy)-ethylamine trifluoroacetic acid salt;
(1S)-2-[5-(2-F1uoro-pyridin~4-y1ethynyl)-pyridin-3—
yloxy]-1-(1H-indol-3-ylmethyl)-cthylamine trifluoro-
acetic¢ acid salt;
(18)-4-{5-[2-Amino-3-(1H-indol-3-yl)-propoxy]-pyri-
din-3-ylethynyl}-pyridin-2-ol trifluoroacetic acid salt;
(18)-2-[6-Chloro-5-(1-chloro-isoquinolin-6-y!)-pyridin-
3-yloxy]-1-(1H-indol-3-ylmethyl)-ethylamine trifluo-
roacetic acid salt;
Bis-[3-(4-Bromo-phenyl)-allyl}-{2-[5-(2-pyridin-4-yl-vi-
nyl)-pyridin-3-yloxy]-ethyl}-amine hydrochloride;
N*[3-(2-Amino-ethoxy)-phenyl]-pyrimidine-2,4-di-
amine hydrochloride;
trans-[4-(2-{5-{(2S)-2-Amino-3-(1H-indol-3-yl)-propy-
lamino J-pyridin-3-y1}-vinyl)-pyrimidin-2-yl]-car-
bamic acid ethyl ester trifluoroacetic acid salt;
1-Amino-6-{5{(2S)-2-amino-3-(1H-indol-3-y1)-pro-
poxy]-pyridin-3-yl}-isoquinoline trifluoroacetic acid
salt; .
6-{5-[(2S)-2-amino-3-(1H-indol-3-yl)-propoxy]-pyridin-
3-yl}-1-chloro-isoquinoline triffuoroacetic acid salt;
(2S)-2-Amino-3-(1H-indol-3-yl)-N-[5-(2-pyridin-4-yl-
vinyl)-pyridin-3-yl]-propionamide;
(2S)-2-Amino-3-(naphtha-1-y1)-N-{5-(2-pyridin-4-yl-vi-
nyl)-pyridin-3-y1]-propionamide hydrochloride;
(2S)-2-Amino-3-phenyl-N-[5-(2-pyridin-4-yl-vinyD)-py-
ridin-3-yl]-propionamide hydrochloride;
S-2-Amino-3-(imidazol-4-y1)-N{5-(2-pyridin-4-yl-vi-
nyl)-pyridin-3-yl]-propionamide hydrochloride;
(1R)-2-(1H-indol-3-y1)-1-{[(5-isoquinolin-6-ylpyridin-3-
yDoxyJmethyl}ethylamine;
(18)-5-{5-[2-Amino-3-(1H-indol-3-yl)-propoxy]-pyri-
din-3-yl}-1H-indazol-3-ylamine;
(18)-6-{5-[2-Amino-3-(1H-indol-3-yl)-propoxy]-pyri-
din-3-yl1}-1H-indazol-3-ylamine;
2-Amino-N-[(1S)-1-(1H-indol-3-ylmethyl)-2-(5-iso-
quinolin-6-yl-pyridin-3-yloxy)-ethyl]}-acetamide;
(2S)-2-Amino-N-{(1S)-1-(1H-indol-3-ylmethyl)-2-(5-
isoquinolin-6-yl-pyridin-3-yloxy)-cthyl]-propiona-
mide;
2-Dimethylamino-N-[(1S)-1-(1H-indol-3-ylmethyl)-2-
(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethyl]-acetamide;
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(1S)-1-(1H-Indol-3-ylmethyl)-2-[5-(3-methyl-1H-inda-
zol-5-yl)-pyridin-3-yloxy]-ethylamine;
(18)-1-(1H-Indol-3-ylmethyl)-2-{5-[3-(1H-pyrrol-2-y))-
1H-indazol-5-y1}-pyridin-3-yloxy } -ethylamine;
(1S)-1-(1H-Indol-3-ylmethyl)-2-[ 5-(3-phenyl-1H-inda-
zol-5-y])-pyridin-3-yloxy]-ethylamine;
(18)-2-[5-(3-Cyclopropyl-1H-indazol-5-yI)-pyridin-3-
yloxy]-1-(1H-indol-3-ylmethyl)-ethylamine;
(18)-2-[5-(3-Ethyl-1H-indazol-5-yl)-pyridin-3-yloxy]-1-
(1H-indol-3-ylmethyl)-ethylamine;
(18)-1-(1H-Indol-3-ylmethy1)-2-{5-[3-(i-methyl-1 H-imi-
dazol-2-y1)-1H-indazol-5-yl}-pyridin-3-yloxy}-ethy-
lamine;
(1S)-1-(1H-Indol-3-ylmethyl)-2-[ 5-(3-thiazol-2-yl-1H-
indazol-5-yl)-pyridin-3-yloxy]-ethylamine;
(18)-2-{5-{3-(1H-Imidazol-2-y1)-1H-indazol-5-y1]-pyri-
din-3-yloxy}-1-(1H-indol-3-ylmethyl)-ethylamine;
(1S)-1-(1H-Indol-3-ylmethyl)-2-[5-(3-thiophen-2-yl-1H-
indazol-5-yI)-pyridin-3-yloxy]-ethylamine;
(1S)-1-(1H-Indol-3-ylmethyl)-2-[5-(3-morpholin-4-yl-
1H-indazol-5-yl)-pyridin-3-yloxy]-ethylamine;
(18)-2-{5-(1,3-Dimethyl-1H-indazol-5-yl)-pyridin-3-
yloxy]-1-(1H-indol-3-ylmethyl)-ethylamine;
(1S)-1-(1H-Indol-3-ylmethyl)-2-[3-(3-methyl-1H-inda-
zol-5-yl)-phenoxy]-ethylamine;
(18)-1-(1H-Indol-3-ylmethyl)-2-{5-[3-(4-methyl-piper-
azin-1-yl)-1H-indazol-5-yl]-pyridin-3-yloxy } -ethy-
lamine;
(18)-(5-{52-Amino-3-(1H-indol-3-yl)-propoxy]-pyri-
din-3-yl}-1H-indazol-3-yl)-dimethyl-amine;
(1S)-(4-(5-(2-Amino-3-(1H-indol-3-yl)-propoxy)-pyri-
din-3-yl)-benzyl)-phenyl-amine;
(1S)-(4-(5-(2-Amino-3-(1H-indol-3-yl)-propoxy)-pyri-
din-3-y1)-phenyl)-methanol;
(1S)-2~(5-(4-Fluoro-phenyl)-pyridin-3-yloxy)-1-(1H-in-
dol-3-ylmethyl)-ethylamine;
(1S)-4-(5-(2-Amino-3-(1H-indol-3-yl)-propoxy)-pyridin-
3-yD)-benzoic acid;
(1S)-2-(3-Bromo-5-isoquinolin-6-yl-phenoxyoxy)-1-
(1H-indol-3-ylmethyl)-ethylamine;
N4-(3-(5-(2-Amino-3-(1H-indol-3-yl)-propoxy)-pyridin-
3-yl)-phenyl)-pyrimidine-2,4-diamine;
(1S)-3-(2-Amino-3-(1H-indol-3-yl)-propoxy)-5-iso-
quinolin-6-yl-phenylamine;
4-(5-Isoquinolin-6-yl-pyridin-3-yl)-piperazine-1-car-
boxylic acid tert-butyl ester;

6-(5-Piperazin-1-yl-pyridin-3-yl)-isoquinoline;
((2S)-2-Amino-5-(5-(2-amino-3-(1H-indol-3-yl)-pro-

poxy)-pyridin-3-yI)-phenyl-(3-chloro-phenyl-metha-
none;

(1S)-N-6-(3-(5-(2-Amino-3-(1H-indol-3-yl)-propoxy)-
pyridin-3-yl)-phenyl)-9H-purine-2,6-diamine;
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(57) Abstract: The invention relates to novel indazole derivatives having general formula (I): wherein R is O, S or NH; R3 is an alky],
aryl, arylalkyl, heteroaryl, heteroarylalkyl, aryl, heterocycle, cycloalkyl, alkenyl, etc. radical; said radicals being optionally substi-
tuted with 1 or more substituents; R4, R5, R6 and R7 are selected independently from the following radicals: hydrogen, halogen,
CN, NG,, NH;, OH, COOH, C(O)ORS, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)RS,
g SO,R8, NHSO,R8, SO,NR8RY, trifluoromethy], triflucromethoxy, alkyl, alcoxy, aryl, arylalkyl, heteroaryl, heteroarylalkyl, hetero-
~«f cycle, cycloalkyl, alkenyl, etc.; said radicals being optionally substituted with 1 or more substituents.
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(57) Abrégé : La présente invention concerne les nouveaux dérivés d’indazole de formule générale (I): dans laquelle: R est soit
O, S ou NH; R3 est un radical alkyle, aryle, arylalkyle, hétéroaryle, hétéroarylalkyle, aryle, hétérocycle, cycloalkyle, alkényle; ces
radicaux étant éventuellement substitués par 1 ou plusieurs substitvants; R4, R5, R6 et R7 sont indépendamment 1’'un de I’autre
choisis parmi les radicaux suivant hydrogene, halogéne, CN, NO,, NH,, OH, COOH, C(O)ORS, -O-C(O)R8, NR8R9, NHC(O)RS,
C(O)NR8R9, NHC(S)R8, C(S)NRSR9, SR8, S(O)R8, SO,R8, NHSO,R8, SO,NRS8R9, triflucrométhyle, trifluorométhoxy, alkyle,
alcoxy, aryle, arylalkyle, hétéroaryle, hétéroarylalkyle, hétérocycle, cycloalkyle, alkényle; ces radicaux étant éventuellement substi-
tués par'1 ou plusieurs substituants.

&
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REVENDICATIONS

1. Composés de formule (I)

R5

R
w gL
R3
\

N

/

R6 N 0
R7

dans laquelle

R est soit O, S ou NH

R3 est un radical (1-6C)alkyle, aryle, aryle(1-6C)alkyle, hétéroaryle, hétéroaryle(1-
6C)alkyle, aryle ou hétéroaryle fusionné & un cycloalkyle (1-10C), hétérocycle,
cycloalkyle, adamantyle, polycycloalkyles, alkényle, alkynyle; ces radicaux étant
éventuellement substitués par 1 ou plusieurs substituants choisis parmi halogéne, CN,
NO,, NH,, OH, OR8, COOH, C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)RS,
C(O)NRS8R9, SR8, S(O)R8, SO,R8, NHSO,R8, SO,NR8R9, C(S)NRS8RY,
NHC(S)RS, -O-SO-R8, -SO,-O-R8, aryle, hétéroaryle, formyle, trifluorométhyle,
trifluorométhylsulfanyle, trifluorométhoxy ;

R4, R5, R6 et R7 sont indépendamment 'un de 1’autre choisis parmi les radicaux
suivant hydrogéne, halogéne, CN, NO2, NH,, OH, COOH, C(O)ORS8, -O-C(O)RS,
NRS8R9, NHC(O)R8, C(O)NR8RY, NHC(S)R8, C(S)NR8SRY, SR8, S(O)R8, SO2RS,
NHSO;R8, SO,NR8RY, -O-SO,R8, -S0,-0-R8, trifluorométhyle, trifluvorométhoxy,
(1-6C)alkyle, (1-6C)alcoxy, aryle, aryle(1-6C)alkyle, hétéroaryle, hétéroaryle(1-
6C)alkyle, hétérocycle, cycloalkyle, alkényle, alkynyle, adamantyle,
polycycloalkyles ; ces radicaux étant éventuellement substitués par 1 ou plusieurs
substituants choisis parmi halogéne, CN, NO,, NH;, OH, OR10, COOH, C(O)OR10,
-0-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10, C(S)NR10R11,
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1H-indazol-3-yl)-2,2,2-trifluoroacetamide, N-(6-chloro-1H-indazol-3-yl)-2-

. thiophenecarboxamide, N-(6-chloro-1H-indazol-3-y1)-2,2,2-trifluoroacetamide, N-(6-

chloro-1H-indazol-3-yl)-4-(hexyloxy)-benzamide, 3-chloro-N-(6-chloro-1H-indazol-
3-yl)- benzamide, 4-chloro-N-(6-chloro-1H-indazol-3-yl)-benzamide, N-(5-nitro-1H-
indazol-3-yl)-acetamide.

7. Composé selon la revendication 4 caractérisé par le fait qu’il est choisi parmi :
Acide (2Z) 4-[(6-chloro-1H-~indazol-3-yl)amino]-4-oxo-2-buténoique
Acide (2E) 4-[(6-chloro-1H-indazol-3-yl)amino]-4-oxo-2-buténoique
(2E) 4-[(6-chloro-1H-indazol-3-yl)amino]-4-oxo-2-buténoate d’ éthyle'
(2Z) 4-[(6-chloro-1H-indazol-3-yl)amino]-4-oxo-2-buténoate d’éthyle
Acide 4-[(6-chloro-1H-indazol-3-yl)amino]-4-oxo-2-butanoique
Acide (2Z) 4-[(5-bromo-1H-indazol-3-yl)amino]-4-oxo-2-buténoique
Acide (2E) 4-[(6-chloro-1H-indazol-3-yl)amino]-4-oxo-2-buténoique
Acide (2E) 4-[(5-bromo-1H-indazol-3-yl)amino}-4-oxo-2-buténoique
Acide (2Z) 4-[(6-chloro-1H-indazol-3-yl)amino]-4-oxo-2-buténoique
Acide 4-[(5-bromo-1H-indazol-3-yl)amino}-4-oxo-2-butanoique

(2E) N-(6-chloro-1H-indazol-3-yl)-2-buténamide

(2Z) N-(6-chloro-1H-indazol-3-yl)-2-buténamide
N-(6-chloro-1H-indazol-3-yl)-3-buténamide, chlorhydrate
4-[(6-chloro-1H-indazol-3~yl)amino]-4-oxo-2-butanoate de méthyle

N-(6-chloro-1H-indazol-3-yl)-acétamide
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N-[6-chloro-1H-indazol-3-yl]-1-piperazineacétamide
N-[6-chloro-1H-indazol-3-yl]-4-[(2-méthoxyéthyl)amino])-cyclohexanecarboxamide
4-amino-N-[6-chloro-1H-indazol-3-yl]-1-piperidinecarboxamide

N-[6-chloro-1H-indazol-3-yl]-4-morpholinylcarboxamide

leur racémiques, énantioméres, diastéréoisomeres et leurs mélanges, leurs tautoméres
et leurs sels pharmaceutiquement acceptables.

8. Composé selon 1’'une quelconque des revendications 4 & 5 caractérisé par le fait
qu’il est choisi parmi :

Acide (2Z) 4-[(6-chloro-1H-indazol-3-yl)amino]-4-0xo0-2-buténoique
(2E) 4-[(6-chloro-1H-indazol-3-yl)amino]}-4-oxo-2-buténoate d’éthyle
Acide 4{(6-ch10ro— 1H-indazol-3-yl)amino}-4-oxo-2-butanoique
Acide (2Z) 4-[(5-bromo-1H-indazol-3-yl)amino]-4-oxo-2-buténoique
Acide (2E) 4-[(6~chloro-1H-indazol-3-yl)amino}-4-oxo-2-buténoique
Acide 4-[(5-bromo-1H-indazol-3-yl)amino]-4-0xo0-2-butanoique

(2E) N-(6~chloro-1H-indazol-3-yl)-2-buténamide
N—(6-chloro-1H-indazol-3-yl)-3-b1#énamide, chlorhydrate
4-[(6-chloro-1H-indazol-3-yl)amino]-4-0x0-2-butanoate de méthyle
N-(6-chloro-1H-indazol-3-yl)-acétamide
N-(6-chloro-1H-indazol-3-yl)-butanamide

(2E) N-(6-bromo-1H-indazol-3-yl)-2-buténamide

(2E) N-(5-méthyl-1H-indazol-3-yl)-2-buténamide
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N-[[6-chloro-1-[(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl]]-propénamide
N-[[6-chloro-1-(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl]]-butanamide
N-[[6-(3-pyridyl)-1-[(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl]]-butanamide
N-[6-(3-pyridyl)-1H-indazol-3-yl]-butanamide
N-[[6-phenyl)-1-[(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl]]-butanamide
N-[[(6-furan-3-yl)-1-[(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl]]-butanamide

N-[[[6-(4-benzyloxy)phenyl]-1-[(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl1]]-
butanamide

N-[[6-(3,5-difluorophenyl)-1-[(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl]]-
butanamide

N-[[6-(3-thienyl)-1-[(2-triméthylsilyléthoxy)méthyl]-indazol-3-yl]] butanamide

N—[6—(2-phényléthy1)—1-[[2-(uiméthylsilyl)éthoxy]méthyl]-1H-indazol-3—y1]-
butanamide

N-[6-[4-(méthylthio)phényl]-1-[[2-(triméthylsilyl)éthoxy]méthyl]- 1H-indazol-3-yl]-

butanamide

N-[6-(4-méthoxyphényl)-1-[[2-(triméthylsilyl)éthoxy]méthyl]-1H-indazol-3-y1]-
butanamide

N-[6-[4-(trifluorométhoxy)phényl]-1-[[2-(triméthylsilyl)éthoxylméthyi]-1H-indazol-

3-yl]-butanamide

N-[(6-(2-propényl)-1-[[2-(triméthylsilyl)éthoxylméthyl]-1H-indazol-3-yl]-
butanamide

N-[6-(4-fluorophényi)-1-[[2-(triméthylsilyl)éthoxy])méthyl]-1H-indazol-3-y1]-
butanamide
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Claims

1. A compound of formula (I),

or é salt thereof, or a solvate thereof, wherein,
R1 is unsubstituted or substituted alkyl, unsubstituted or substituted cycloalkyl,

10 unsubstituted or substituted alkenyl, unsubstituted or substituted cycloalkenyl,
unsubstituted or substituted aryl, aralkyl wherein the aryl and the alkyl moieties may each
independently be unsubstituted or substituted, aralkenyl wherein the aryl and alkenyl
moieties may each independently be unsubstituted or substituted, unsubstituted or
substituted heterocyclyl, or heterocyclylalkyl wherein the heterocyclyl and the alkyl

15 moieties may each independently be unsubstituted or substituted, unsubstituted or
substituted heteroaryl, heteroarylalkyl wherein the heteroaryl and the alkyl moieties may
each independently be unsubstituted or substituted;

R2is H;
R3 is H, halo, alkyl, unsubstituted or substituted aryl or unsubstituted or substituted

20 heteroaryl;
R4 is H, unsubstituted or substituted aryl; unsubstituted or substituted heteroaryl,
unsubstituted or substituted heterocyclyl; or —X-aryl; |
RIisH;
X is O, NH, S or S(O)p, and

25 nislor2;

37



Index ataeptance:-—-Clasaes 2(3), B4(A4:H), C1B2, CIE6K(3:8), CIF(A3:B:D3:F5),
: C2A(2:3:5:6:12:13:14),
52C1), C2D43(A:C:D:J:52: 54), C2(R15:S516:T15:T17), C3A14B(2D:

e
PATE]

.
cay gy K o
.

~8PECIFIC

. - e
.

ATION

Inventors; RALPH GOWER DAVIES MOORE and PETER THOMAS WOITACH, Jr

No. 8684/57.

CIG(5A:5B:6B5),
8D) ; and 98(2), D7, M.

International Classification:—C07¢, d. G03c, £,
COMPLETE SPECIFICATION
Light-Sensitive Layers for Photomechanical Reproduction
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We, GENERAL ANILINE & FrLM CORPORA-
TION, @ corporation of the State of Delaware,
United States of America, located at 230 Park
Avenue, New York, New York, United States
of America, do hereby declare the invention,
for which we pray that a2 patent may be
granted to us, and the method by which it is
to be performed, to be particularly described
mﬁd by the following statement:— ligh
" The present invention pertzins to light
sensitive layers for photomechanical repro-
duction, and jcularly to the use in the
preparation of such light sensitive layers of
photo-sensitive diazo derivatives of hetero-
cyclic. nitrogenous bases.

The use in the K phic are of diazo

) for the preparation of light sensi-
tive layers for photomechanical reproduction
is well known. In their earliest mpplication
these ‘compounds were employed in conjunc-
tion with hydrophilic colloids, such as gelatin
and the like, with the idea of utilizing their
ability to harden the colloids under exposure
to light to thereby render the colloid ink-
receptive in the hardened arcas. More recently,
it hag been found possible to dispense with
the colloid and employ the pho i~
tion product of the diazo itself to form an
ink-receptive image, for ezample, on metal
surfaces. The diazonium salts heretofore found
useful in such application, typified by the
reaction piloducl;s;1 formaldehyde with %a—
tised  p-phenylene diamines, are generally
characterized %y the fact that while the photo-
decomposition products are highly water
resistant and hence ink and grease receptive,
the diazonium salts, per se, are usually readily
soluble and removable by treatment wit.
‘water.

It has been possible to prepare printing
plates in this manper which fonction satisfac-
torily to some extent. However, the perform-
ance of such. plates is far from optimum due

[Price 3s.6d.1° = . , ~
Price 5z .11

816.382

Date of Application and filing Complete Specification: March 15, 1957.

Complete Specification Published: July 15, 1959,

to poor stability, especially in the absence of
a colloid, of the diazo coated but un
plates. Consequently, considerable research
has been directed toward the finding of
diazo compounds which would permit the
formation of printing plates having 2 long
working life and free from the objections
inherent in those utilizing the water soluble
We have now found that it is possible to
prepare light-sensitive layers which yield ex-
cellent printing images by the use of water
insoluble dinzo compounds, These compounds
may be typified by the general formula:

,,— \a“’”z
z

N

wherein Z and Y represent the atoms neces-
sary to complete 2 S-membered heterocyclic
ring system in which the only heter6é atoms
are nitrogen atoms, there being no more than
3snchheteroatomsinthe§ng.Whilcany
compounds embraced by this formula are suit-
able for our purpose, we prefer to employ those
compounds of the following formulae:

z
R,-X—c:Na

Pe"w V-ea

\N/

Ir
,o-cy—_.c:,,é

b1
- CH v._es
\N/

S,

S,

Price 25p
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3 mls. monoethanolamine
égzlhiethl gl.l

ylene glyco.
120 mis. glycerol.

This removed the diazo ound from the
non-irradigted areas but left the diazo photo-
decomposition preducts intact. A subsequent
swabbing of the developed plate with the
product sold by Addressograph Multigraph
Corporation as “PLATEX ” readied the plate
for offset printing, Positive copies were

obtained.
Examrere X1
A grained aluminium foil was coated with
a solution containing one pram of 3-diazo-
6-phenylindiazole having the structure.

Ny

in 100 mls. of methyl cellosolve and dried.
The dried foil was exposed to ultraviolet light
beneath a negative original, The exposed plate
was treated with a solution of the following
composition :

1.5 mls. monoethanolamine
10.0 mls. triethanolamine
25.0 mls. glycerol
63.5 mis. ethylene glycol.

The diazo compound was thus
removed, leaving a visible positive image on
a clean background. After a rinse and treat-
ment with a 5% aqueous solution of phos-
phoric acid, the plate could be inked to give
a positive printing image.

3-Diazo-6-phenylindiazole was made as
follows: 3 - amino - 4 - biphenylcarbonitrile
(Yones, J. Org. Chem, 10, 537 (1945)) was
diazotized and reductively cyclized with
stannous chloride to 3-amino-6-phenylindi-
azole, m.p, 228—30°, This intermediate was
then diazotized jn dilute aqueous hydrochloric
acid. The resultant yellow shury was treated
with sodium acetate solution and the product
was isolated by filtration. It was purified by
dissolving in dilute hydrochloric acid and
precipitating with sodium acetate solution in
the form of fine yellow crystals which were
sensitive to light and melted with decomposi-
tion at 235° after partial decomposition at

abour 130°,
A of high mggth lacquered
paper wet str was lacqu
as in Example X. Thiswassensiﬁzedcqwitha
solution consisting of: 0.63 gram of 3-diazo-
?,Mipenyl-BH-pynolmine of the probable

X ”&

0.50 grams of vinyl actate, sold by Bakelite
Corporation as “AYAC,” 0.95 gram of a co-
polymer of vinyl acetate and crotonic acid
sold by Monsanto Chemical y as
“PoLYMER C-3" and 100 grams of methyl
iso.‘Lfterbmyl lfb:it:ne'dried, the plate
g was
beneath a negative original to the m

of a mercury arc, development was
accomplished with a solution consisting of:

1.5 mis, monoethanclamine
10.0 mls, triethanolamine
25.0 mls. glycerol
63.5 mils, ethylene glycol.

The plate was then fixed with “ PLAYTEX ”
solution and run on an offset duplicator.
positive copies were obtained, Similar results
could be obtained by imagewise development
with a solution comprising:

15 mls. diethanolamine
85 mils. ethylene glycol

The compound 3-diazo-2.4-diphenyl-3H-
pyrrolenine was prepared by diazotizing 3-
amino-2,4-diphenylpyrrole (Gabriel, Berichte
41, 1132—40 (1908)) in acetic acid solution
with aqueous sodium nitrite, Addition of
water precipitated yellow crystals which were
sensitive to light and melted with decomposi~
tion at 170° C.

Examere XIN

e proceducs cploped in Eamgle XN
to the procedure cmp in ;
except that an equal amount of 2-p-chloro-
phmyl-B-dxazM?diphenyl - 3H - pyrrolenine
of the following structure was used i
of 3-diazo-2,4-diphenyl-3H-pyrrolenine:

Mg
E——< }-a
N’

Imagewise devel:ﬁmem after sure
under a negative could be accomplishe:gowith
cither of the developing solutions employed
in Esample XII, Positive copies were obtained
when these plates were run on an offset
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duplicator.
The 2-p-chlorophenyl-3-diaz iphenyl-
3H-pyrrol was made in the following 100
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Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de
la Decision 486 de la Comisién de la Comunidad Andina, se le comunica:

1. Documentos estudiados

1.1.  Descripcién: Folios 59 - 132

1.2. Reivindicaciones: Folios 133 - 139

1.3.  Prioridad: Presentada en Francia el 04.06.04, bajo el nimero
0406042

2. Objeto de la invencién

o Titulo de la solicitud: “Indazoles sustituidos, composiciones que los contienen,
procedimiento de preparacion y su uso”
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Segun las reivindicaciones 1-32 se refiere a derivados de fenil-indazoles de
formula (1) y composiciones farmacéuticas que los contienen. Tales compuestos
son inhibidores de quinasa y son activos en el tratamiento de cancer, y procesos
inflamatorios.

El problema planteado en esta solicitud es la necesidad de mas compuestos
inhibidores de quinasa.

Para solucionar este problema técnico la solicitud en estudio proporciona los
compuestos de la presente solicitud que son activos sobre quinasas Aurora 2,
CDK4, KDR y Tie2.

e Clasificacion Internacional de Patentes A 61 K 31/416

3. De la solicitud de Patente

3.1. Reivindicaciones (articulo 30 D 486)

e Los términos ‘“arilo”, “heteroarilo”, “alquilo”, “alquileno”, *“alquinilo”,
“cicloalquilo”, “heterociclilo” que se encuentran a lo largo del capitulo
reivindicatorio son muy amplios y pueden comprender compuestos que no se
encuentran dentro de la descripcién

4. Reivindicaciones relativas a un uso o a un segundo uso (articulos 14y 21D
486)

e El contenido de las reivindicaciones 28-32, que trata de “El uso de un
producto...”, no es patentable, debido a que la legislacién vigente Gnicamente
contempla los productos y procedimientos como objeto de patente.

5. Determinacién del Estado de la Técnica
Considerando que la fecha de presentacién de la primera solicitud de patente de la

cual se reivindica prioridad es 04.06.04, se buscaron documentos del estado de la
técnica relacionados, con fecha de publicacién anterior a esta.

N° Documento Titulo Fec_ha de
Publicacion
D1| US 20030199511 “Inhibidores de quinasa” 23.10.03

“Derivados de aminoindazoles, su
procedimiento de preparacion e
; intermediarios de dicho
D2 WO 03078403 procedimiento como 25.09.03
medicamentos y composiciones
farmacéuticas que los contienen”

“Derivados de (1H-indazol-3-il)-

D3| WOO03051847 | amida como inhibidores GSk-3" |  20-06.03

D4 GB 816382 “Placas sensibles a la luz para 15.07.59

reproduccion fotomecanica”

o



6. Analisis de patentabilidad (articulo 14 D486)
6.1. Novedad (articulo 16 D486)

- La publicacion US 2003199511 ensefia compuestos inhibidores de
R’J
n_,
ﬂ‘/ : '§'7’
RIXJL\R,'
quinasa de féormula: , especificamente, se ensefian
los compuestos de la reivindicacion 12

- La publicacion WO 03078403 ensefia compuestos de formula

, especialmente los compuestos de las
reivindicaciones 7, 8 y 17

- EL documento WO 0351847 revela compuestos de foérmula

, especialmente los compuestos de los
ejemplos 5-10, 13, 14, 17.30, 32, 34y 35

""g.&

G

- Lasolicitud GB 816382 ensefia compuestos de formula
especificamente, se revela el compuesto intermediario 3-amlno-6-
fenilindazol (ver ejemplo Xl)

- La presente solicitud ensefia compuesios de la foérmula

R4 M

Comparando elemento por elemento, se aprecia que muchos de los
compuestos de la presente solicitud ya habian sido revelados en D1-D4, tal
como se ha ido explicando.

En conclusion, los elementos caracteristicos de los compuestos de la presente
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solicitud son revelados en D1-D4 y puede afectar la novedad de la presente
solicitud..
7. Conclusion:
Los requisitos de patentabilidad de la presente solicitud se encuentran afectados asi:
° Reivindicaciones . .
N Documento Afectadas Requisito que Afecta
D1| US 20030199511 1-27 Novedad
D2| WO 03078403 1-27 ' Novedad
D3| WO 03051847 1-27 Novedad
D4 GB 816382 1-27 Novedad

En cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta dias
contados a partir de la fecha de notificacién de la presente comunicacion. En caso
de no dar respuesta al presente requerimiento, o si a pesar de la respuesta
subsistieran los impedimentos para la concesion, se denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo 5 del titulo primero de la Circular Unica N° 10 de 2001.

Alix Carmenza Céspedes de Vergel
Jefe de Division de Nuevas Creaciones | 4 A6o 21l

El anterior requerimiento fue notificado por fijacion en lista, de fecha
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