(R)-2-(7-Fluoro-4-(4-methylthiophen-2-yl)-3-0x0-2,3-dihydro-1/4-pyrrolo|3,4-
c]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-3-ox0-4-(thiophen-3-yl)-2,3-dihydro-1 H-pyrrolo[3,4-c]pyridin-
6-ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(5-methylthiophen-2-yl)-3-ox0-2,3-dihydro-1 H-pyrrolo[3,4-
c]pyridin-6-ylamino)-4-methylpentanamide;
6-((1R,25)-2-Aminocyclohexylamino)-4-(2-aminothiazol-5-yl)-7-fluoro-1 H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
(R)-2-(7-Fluoro-4-(furan-2-yl)-3-0x0-2,3-dihydro-1H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(furan-3-yl)-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(5-methylfuran-2-yl1)-3-oxo0-2,3-dihydro-1H-pyrrolo[ 3,4~
c]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(4-(5-Cyanothiophen-2-yl)-7-fluoro-3-ox0-2,3-dihydro-1 H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(4-(4-Cyanothiophen-2-yl)-7-fluoro-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-
c]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-3-oxo0-4-(thiazol-5-yl)-2,3-dihydro-1 H-pyrrolo[3,4-c|pyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(isothiazol-5-yl)-3-0x0-2,3-dihydro-1H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-1,1-dimethyl-4-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
((1R,2S5)-2-Aminocyclohexylamino)-7-fluoro-4-(1-methyl-1H-pyrazol-3-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one,
6-((1R,2S5)-2-Aminocyclohexylamino)-7-fluoro-4-(2-methylthiazol-5-yl)-1H-
pyrrolo[3.,4-c]pyridin-3(2 H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(5-
methylthiophen-2-yl)-1H-pyrrolo|[3,4-c|pyridin-3(2H)-one;
6-((1R,2S5)-2-Aminocyclohexylamino)-7-tfluoro-1-methyl-4-(1-methyl-1H-

pyrazol-4-yl)-1H-pyrrolo[3,4-c]pyridin-3(2 H)-one;
11




[0218] To trifluoroacetic acid (2 mL, 26.0 mmol) was added ethyl 1-(2,4-
dimethoxybenzyl)-6-((1,3-dioxoisoindolin-2-yl)methyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxylate (198.9 mg, 0.403 mmol) at 0°C. The mixture was
stirred at 0°C for 1 h, then at RT for 6 h. The mixture was concentrated under reduced
pressure, and the residue was washed with IPE (5 mL) to give the title compound (183.3
mg). "H NMR (400 MHz, CDCl3) & ppm 1.42 (t, J=7.2Hz, 3H), 4.45 (q, J=7.2Hz, 2H),
4.98 (s, 2H), 7.78 - 7.81 (m, 2H), 7.91 - 7.93 (m, 2H), 8.19 (br s, 1H), 8.96 (br s, 1H).
[0219] D. Ethyl 2.4-dichloro-6-((1,3-dioxoisoindolin-2-yl)methyl)pyrimidine-5-
carboxylate

[0220] A mixture of ethyl 6-((1,3-dioxoisoindolin-2-yl)methyl)-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxylate (96.1 mg, 0.280 mmol) and phosphorus oxychloride
(1 mL, 10.92 mmol) was stirred at 100°C for 12 h and allowed to cool. The mixture was
concentrated under reduced pressure to remove excess POCl;. The residue was treated
with saturated aq NaHCOj3 and extracted with EtOAc. The organic phase was washed with
saturated aqueous NaHCO3, water, and brine, was dried over anhydrous Na,;SO4, and then
filtered through SiO,. The filtrate was concentrated under reduced pressure and the residue
was purified by column chromatography (SiO,, hexanes/EtOAc=4/1) to give the title
compound (46.0 mg, 43%). "H NMR (400 MHz, CDCl;) & ppm 1.42 (t, J=7.2Hz, 3H),
4.45 (q, J=7.2Hz, 2H), 5.05 (s, 2H), 7.76 - 7.80 (m, 2H), 7.89 - 7.93 (m, 2H).

[0221] EXAMPLE 8: 2-((1R,2S)-2-Aminocyclohexylamino)-4-(m-tolylamino)-6,7-
dihydro-5H-pyrrolo[3,4-d|pyrimidin-5-one (free base)

HN
OJ%N
|
HN \N)\NH
D @
HyC
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[0228] D. 2-((1R,25)-2-Aminocyclohexylamino)-4-(m-tolylamino)-6,7-dihydro-5 H-
pyrrolo[3,4-d]pyrimidin-5-one

[0229] To a solution of tert-butyl (1S,2R)-2-(5-0x0-4-(m-tolylamino)-6,7-dihydro-5 H-
pyrrolo[3,4-d]pyrimidin-2-ylamino)cyclohexylcarbamate (50.4 mg, 0.111 mmol) in HOAc
(2 mL) was added hydrochloric acid (0.5 mL, 16.46 mmol). The mixture was stirred at RT
for 30 min and then concentrated under reduced pressure. The residue was treated with
saturated aq NaHCO3 and extracted with EtOAc. The organic layers were washed with
saturated aq NaHCO3, water, and brine, were dried over anhydrous Na;SOy, and then
filtered. The filtrate was concentrated under reduced pressure and the residue was purified
by column chromatography (SiO,, EtOAc/MeOH=20/1) to give the title compound as a
white powder (11.3 mg, 29%). "H NMR (400 MHz, CDCl;) & ppm 1.48 - 1.80 (m, 10H),
2.37 (s, 3H), 3.24 (br s, 1H), 4.07 (br s, 1H), 4.20 (s, 2H), 5.55 (br s, 1H), 5.89 (br s, 1H),
6.89 - 6.91 (m, 1H), 7.22 - 7.24 (m, 1H), 7.53 - 7.63 (m, 2H), 8.49 (br s, 1H). [M+H]
calc’d for C19Hp5NgO, 353; found, 353.

[0230] PREPARATION 4: Methyl 2,4-dichloro-6-(m-tolylamino)pyrimidine-5-

carboxylate

HiCo ¢
o) | SN
HN N/)\CI

HaC” t

[0231] A. 2,4,6-Trichloropyrimidine-5-carboxylic acid

o o«
HO™ N
cl \N)\CI

[0232] To a solution of diisopropylamine (23.42 mL, 164 mmol) in THF (200 mL)
was slowly added butyllithium (100 mL, 160 mmol) at -78°C. The mixture was stirred at -
78°C for 15 min. To this mixture was slowly added a solution of 2,4,6-trichloropyrimidine
(20.06 g, 109 mmol) in THF (50 mL) at -78°C. The mixture was stirred for 1 h. Dry ice
was added and the mixture was stirred at RT for 1 h. To the mixture was added 1N HCIl,

which was subsequently extracted with EtOAc. The organic layers were basified with
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HN
»
HN” N7 NH
HaC
F

[0306] A. Methyl 6-chloro-4-cyano-2-(4-fluoro-3-methylphenylamino)nicotinate

O CN
HaC. ke
L o
HN” N7 el
HaC
F

[0307] A solution of methyl 2,6-dichloro-4-cyanonicotinate (500 mg, 2.164 mmol), 4-
fluoro-3-methylaniline (325 mg, 2.60 mmol) and EtzN (0.452 mL, 3.25 mmol) in ACN
(5§ mL) was stirred at 50°C for 24 h. Water and EtOAc were added to the mixture and the
aqueous phase was extracted with EtOAc. The organic phases were combined, washed
with HyO and brine, dried over MgSOy4, and evaporated. The residue was purified by
chromatography on SiO, to give the title compound, which contains some starting material
and was used without further purification (390 mg). [M+H] calc’d for C;sH;;CIFN30,,
320; found, 320.
[0308] B. Methyl 6-((1R,2S)-2-(tert-butoxycarbonylamino)cyclohexylamino)-4-
cyano-2-(4-fluoro-3-methylphenylamino)nicotinate

O CN

=
HN N NH H "
@' T “C(CHa)s
HaC .
F

[0309] A mixture of methyl 6-chloro-4-cyano-2-(4-fluoro-3-
methylphenylamino)nicotinate (390 mg, 1.220 mmol), Et3N (0.204 mL, 1.464 mmol) and
tert-butyl (1S,2R)-2-aminocyclohexylcarbamate (392 mg, 1.830 mmol) in THF (5 mL)
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[0543] EXAMPLE 60: 6-((1R,2S)-2-Aminocyclohexylamino)-4-(1-ethyl-1H-pyrazol-
4-yl)-7-fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one
HN

‘ ('],NH2
\

[0544] A. tert-Butyl (1S,2R)-2-(4-(1-ethyl-1H-pyrazol-4-yl)-7-fluoro-3-ox0-2,3-
dihydro-1H-pyrrolo[3,4-c]pyridin-6-ylamino)cyclohexylcarbamate

Q.
\n/ C(CH3)3
O

[0545] A solution of fert-Butyl (1S,2R)-2-(4-(1-ethyl-1H-pyrazol-4-yl)-3-ox0-2,3-
dihydro-1H-pyrrolo[3,4-c]pyridin-6-ylamino)cyclohexylcarbamate (69.7mg, 0.158 mmol)
in DCM (5 mL) was cooled to 0°C. SELECTFLUOR® (84 mg, 0.237 mmol) was added.
The mixture was left stirring in an ice bath and was allowed to warm slowly to RT with
stirring overnight. Additional SELECTFLUOR® (2 eq) was added and the reaction was
stopped after 2 h. After removal of solvent, the residue was diluted with EtOAc (10 mL)
and washed with saturated aq NaHCOj; (5 mL), water (5 mL), and brine (5 mL). The
organic layers were combined, dried over Na;SQO,, and concentrated to a brown residue.
The resulting crude material was reconstituted in MeOH/DCM (6 mL) and was purified
via preparative HPLC. The fractions were collected and ACN was removed via rotary
evaporation. The resulting aq solution was neutralized with saturated ag NaHCO3, washed
with EtOAc (2 x 200 mL), dried over Na,SOy, and filtered. The organic phase was
stripped to dryness via rotary evaporation to yield the title compound (20 mg,
28%).[M+H] calc’d for C3H31FNgOs, 459; found, 459.

[0546] B. 6-((1R,2S5)-2-Aminocyclohexylamino)-4-(1-ethyl-1H-pyrazol-4-yl)-7-
fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one

[0547] To a solution of tert-butyl (1S,2R)-2-(4-(1-ethyl-1 H-pyrazol-4-yl)-7-fluoro-3-

0x0-2,3-dihydro-1H-pyrrolo[3,4-c]pyridin-6-ylamino)cyclohexylcarbamate (20 mg, 0.044
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NMR (400 MHz, DMSO-ds) 6 ppm 0.79 - 0.97 (m, 6 H), 1.52 - 1.87 (m, 3 H), 4.38 (s, 2
H), 4.66 - 4.85 (m, 1 H), 6.61 (dd, J=3.54, 1.77 Hz, 1 H), 6.92 - 7.07 (m, 2 H), 7.36 (br s, 1
H), 7.79 (dd, J=1.64, 0.63 Hz, 1 H), 8.04 (dd, J=3.54, 0.51 Hz, 1 H), 8.32 (s, 1 H). [M+H]
calc’d for Cy7HoFN4Os, 347; found, 347.
[0832] EXAMPLE 114: (R)-2-(7-Fluoro-4-(furan-3-yl)-3-oxo0-2,3-dihydro-1H-
pyrrolo[3,4-c]pyridin-6-ylamino)-4-methylpentanamide

HN

HzC™ "CHj
[0833] The title compound was prepared in a manner similar to EXAMPLE 70 using
2-(furan-3-yl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane in place of 1-methyl-4-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-y1)-1 H-pyrazole. "H NMR (500 MHz, DMSO-ds) 8 ppm
0.80-0.99 (m, 6 H), 1.21 - 1.33 (m, 1 H), 1.50 - 1.60 (m, 1 H), 1.74 - 1.81 (m, 1 H), 4.38
(s,2H),4.47 -4.61 (m, 1 H), 6.89 - 6.98 (m, 1 H), 7.03 (d, /=7.81 Hz, 1 H), 7.35 (s, 1 H),
7.42 (s, 1 H), 7.68 (s, 1 H), 8.35 (s, 1 H), 8.98 (s, 1 H). [M+H] calc’d for C;7H;9FN4O3,
347, found, 347.
[0834] EXAMPLE 115: (R)-2-(7-Fluoro-4-(5-methylfuran-2-yl)-3-oxo0-2,3-dihydro-
1H-pyrrolo[3,4-c]pyridin-6-ylamino)-4-methylpentanamide

HN
O- S F
I
O v
H,C CHC3J

[0835] The title compound was prepared in a manner similar to EXAMPLE 113 using
tributyl(5-methylfuran-2-yl)stannane in place of tributyl(furan-2-yl)stannane. '"HNMR
(400 MHz, DMSO-ds) 6 ppm 0.84 - 0.97 (m, 6 H), 1.51 - 1.78 (m, 3 H), 2.29 - 2.36 (m, 3
H), 4.36 (s, 2 H), 4.64 - 4.86 (m, 1 H), 6.22 (dd, J=3.28, 1.01 Hz, 1 H), 6.92 (d, J=8.08 Hz,
1 H), 7.01 (br s, 1 H), 7.41 (brs, 1 H), 7.97 (d, /=3.03 Hz, 1 H), 8.26 (s, 1 H). [M+H]
calc’d for CigH,1FN4Os, 361; found, 361.
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WHAT IS CLAIMED IS:

T A compound of Formula 1,

or a pharmaceutically acceptable salt thereof, wherein:
G is CR%);
L' and L? are each independently selected from -NH- and a bond,;

R! and R? are each independently selected from hydrogen, halo, C; 3 alkyl, and C,.3 haloalkyl,
or R! and R?, together with the atom to which they are attached, form a

l Cs.¢ cycloalkyl;

‘ R? is selected from Cy.6 alkyl, Cs.g cycloalkyl, C,.5 heterocyclyl, and Cj.9 heteroaryl, each

’ optionally substituted with from one to five substituents independently selected from
halo, oxo0, -NO,, -CN, R, and R’;

R* is selected from Cs.s cycloalkyl, Cy.s heterocyclyl, Ce.14 aryl, and C ;.o heteroaryl, each
optionally substituted with from one to five substituents independently selected from
halo, oxo, -CN, R(’, and R7;

R’ is selected from hydrogen, halo, -CN, C.4 alkyl, C,4 alkenyl, C,.4 alkynyl,

C,.s heterocyclyl, Ci.s heteroaryl, and R'®, wherein the alkyl, alkenyl, alkynyl

| moieties are each optionally substituted with from one to five substituents

independently selected from halo, -CN, oxo, and R!®, and wherein the heterocyclyl

‘ moiety has 3 to 6 ring atoms and the heteroaryl moiety has 5 or 6 ring atoms, and the
heterocyclyl and heteroaryl moieties are each optionally substituted with from one to
four substituents independently selected from halo, -NO,, -CN, C,.4 alkyl,

Cs.4 alkenyl, Co4 alkynyl, Ci.4 haloalkyl, and R'?;

each R° is independently selected from -OR®, -N(R®R’, -NREC(0)R®, -C(O)R?, -C(O)OR®,
-C(ONRHR®, -C(ONRHOR?, -C(OINRP)S(0),R’, -NRHS(0),R’, -S(0),R?, and
-S(0)NR)R’;

each R is independently selected from C.¢ alkyl, C,.¢ alkenyl, Cy. alkynyl,

Cs.6 cycloalkyl-(CHy)m-, Ce.14 aryl-(CHy)m-, Co.5 heterocyclyl-(CHz)m-, and

249




C\.¢ heteroaryl-(CH,)n-, each optionally substituted with from one to five substituents
independently selected from halo, oxo, -NO,, -CN, C, alkyl, C;.¢ haloalkyl, and Rlo;

each R® and R’ is independently selected from hydrogen or from Cy.¢ alkyl, Ca.¢ alkenyl,
Cy.6 alkynyl, Cs cycloalkyl-(CHy)m-, Ce-14 aryl-(CHz)m-, Cs-s heterocyclyl-(CHy)m-,
and Cj_9 heteroaryl-(CHj,)-, each optionally substituted with from one to five
substituents independently selected from halo, oxo, -NO,, -CN, C,.¢ alkyl,
C1 haloalkyl, and R’

each R'? is independently selected from -OR", .NR'"HR", -N(R”)C(O)Rlz, R ()]
-C(O)OR', -C(O)NR'HR™, -C(O)NR'HOR"?, -C(ONR'HS(0)R ",
“NRYS(0),R"?, -S(0),R"!, and -S(0);N(R'"HR'%;

each R'' and R" is independently selected from hydrogen and C alkyl;

each n is independently selected from 0, 1 and 2; and

each m is independently selected from 0, 1, 2, 3, and 4;

wherein each of the aforementioned heteroaryl moieties has one to four heteroatoms
independently selected from N, O, and S, and each of the aforementioned heterocyclyl
moieties is saturated or partially unsaturated and has one or two heteroatoms

independently selected from N, O, and S.

2. A compound or pharmaceutically acceptable salt according to claim 1, wherein L'is
-NH-.

3. A compound or pharmaceutically acceptable salt according to claim 1, wherein L’isa
bond.

4. A compound or pharmaceutically acceptable salt according to claim 1, wherein R!
and R? are both hydrogen.

& (Currently amended) A compound or pharmaceutically acceptable salt according to

claim 1, wherein R? is Cs.4 cycloalkyl, optionally substituted with from one to five

substituents independently selected from halo, o0xo, -NO,, -CN, R6, and R.

6. A compound or pharmaceutically acceptable salt according to claim 5, wherein R? is
2-amino-cyclohex-1-yl optionally substituted with from one to four substituents

independently selected from halo, oxo, -NO,, -CN, R6, and R’
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7. A compound or pharmaceutically acceptable salt according to claim 1, wherein R is
C,.s heterocyclyl optionally substituted with from one to five substituents independently
selected from halo, oxo, -NO,, -CN, R®, and R”.

8. A compound or pharmaceutically acceptable salt according to claim 7, wherein R?is
3-aminotetrahydro-2 H-pyran-4-yl optionally substituted with from one to four substituents

independently selected from halo, oxo, -NO,, -CN, R6, and R’.

9. A compound or pharmaceutically acceptable salt according to claim 1, wherein R*is
C1.9 heteroaryl optionally substituted with from one to five substituents independently

selected from halo, oxo, -CN, R6, and R’

10. A compound or pharmaceutically acceptable salt according to claim 9, wherein R* is a
monocyclic Cy.4 heteroaryl optionally substituted with from one to four substituents

independently selected from halo, -CN, RS, and R’.

11. A compound or pharmaceutically acceptable salt according to claim 10, wherein R* is
selected from pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, isoxazolyl, oxazolyl,
isothiazolyl, and thiazolyl, each optionally substituted with from one to three substituents

independently selected from halo, -CN, R®, and R’.

12. A compound or pharmaceutically acceptable salt according to claim 11, wherein R* is
selected from thienyl, pyrazolyl, isothiazolyl, and thiazolyl, each optionally substituted with

from one to three substituents independently selected from halo, -CN, R®, and R”.

13. A compound or pharmaceutically acceptable salt according to claim 12, wherein R is
pyrazolyl optionally substituted with from one to three substituents independently selected
from halo, -CN, R®, and R’.

14. A compound or pharmaceutically acceptable salt according to claim 13, wherein R is
pyrazol-4-yl optionally substituted with from one to three substituents independently selected
from halo, -CN, R6, and R.

15. A compound or pharmaceutically acceptable salt according to claim 9, wherein R* is

substituted with methyl, ethyl, cyclopropyl or C;., haloalkyl.
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16.

A compound or pharmaceutically acceptable salt according to claim 1, wherein R” is

selected from hydrogen and halo.

17,

A compound or pharmaceutically acceptable salt according to claim 16, wherein R is

selected from chloro and fluoro.

18.

A compound according to claim 1, which is selected from the following compounds:
6-((1R,25)-2-Aminocyclohexylamino)-4-(m-tolylamino)-1H-pyrrolo[3,4-c]pyridin-
3(2H)-one;
4-(1H-Indazol-6-ylamino)-6-((1R,2S)-2-aminocyclohexylamino)-1H-pyrrolo[3,4-
c|pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-4-(4-fluoro-3-methylphenylamino)-1H-
pyrrolo|3,4-c]pyridin-3(2 H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(m-tolylamino)-1 H-pyrrolo|3,4-
c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-4-(1-methyl-1 H-pyrazol-4-yl)-1 H-pyrrolo[3,4-
¢]pyridin-3(2H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-4-(1-methyl-1 H-pyrazol-4-yl)-
1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-chloro-4-(1-methyl-1H-pyrazol-4-yl)-1 H-
pyrrolo[3.,4-c]pyridin-3(2 H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(pyrazolo[1,5-a]pyridin-3-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((1R,2S5)-2-Aminocyclohexylamino)-4-(3-(methylsulfonyl)phenylamino)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclopentylamino)-4-(3-(methylsulfonyl)phenylamino)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
(R)-4-Methyl-2-(4-(3-(methylsulfonyl)phenylamino)-3-ox0-2,3-dihydro-1H-
pyrrolo[3,4-c]pyridin-6-ylamino)pentanamide;
(R)-4-Methyl-2-(4-(1-methyl-1 H-pyrazol-4-yl)-3-ox0-2,3-dihydro-1 H-pyrrolo[3,4-

¢]pyridin-6-ylamino)pentanamide;
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6-((1R,25)-2-Aminocyclohexylamino)-4-(benzofuran-3-yl)-7-fluoro-1 H-pyrrolo[ 3,4-
¢]pyridin-3(2H)-one;
6-((1R,25)-2-aminocyclohexylamino)-7-fluoro-4-(imidazo[1,2-a]pyridin-3-yl)-1H-
pyrrolo[3.,4-c]pyridin-3(2H)-one;
6-((1R,25)-2-aminocyclohexylamino)-4-(benzo[ b]thiophen-3-yl)-7-fluoro-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((1S,2R)-2-Aminocyclohexylamino)-7-fluoro-4-(1-methyl-1 H-pyrazol-4-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
(R)-6-(2-Amino-3-ethoxypropylamino)-4-(m-tolylamino)-1H-pyrrolo[3,4-c]pyridin-
3(2H)-one;
(R)-6-(2-Amino-3-ethoxypropylamino)-7-fluoro-4-(m-tolylamino)-1 H-pyrrolo[3,4-
¢]pyridin-3(2H)-one;
6-(2-Amino-3,3,3-trifluoropropylamino)-4-(m-tolylamino)-1 H-pyrrolo[3,4-c]pyridin-
3(2H)-one;
(R)-4-Methyl-2-(3-0x0-4-(m-tolylamino)-2,3-dihydro-1H-pyrrolo[3,4-c]pyridin-6-
ylamino)pentanamide;
6-(cis-4-Aminotetrahydrofuran-3-ylamino)-4-(m-tolylamino)-1 H-pyrrolo|3.,4-
¢]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-4-(1-ethyl- 1 H-pyrazol-4-yl)-1 H-pyrrolo[3,4-
c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-4-(1-ethyl-1H-pyrazol-4-yl)-7-fluoro-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-4-(1-cyclopropyl-1H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-4-(1-(difluoromethyl)-1 H-pyrazol-4-yl)-7-
fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-4-(1-cyclopropyl-1 H-pyrazol-4-yl)-7-fluoro-
1 H-pyrrolo[3,4-c]pyridin-3(2H)-one;
cis-6-(2-Aminocyclohexylamino)-7-fluoro-4-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
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6-(cis-2-Amino-4,4-difluorocyclopentylamino)-7-fluoro-4-(1-methyl-1H-pyrazol-4-
yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-(cis-2-Amino-3,3-difluorocyclohexylamino)-7-fluoro-4-(1-methyl-1 H-pyrazol-4-
y1)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-(cis-2-Amino-3,3-difluorocyclohexylamino)-4-(1-(difluoromethyl)- 1 H-pyrazol-4-
y1)-7-fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-(cis-2-amino-3,3-difluorocyclohexylamino)-4-(1-cyclopropyl-1H-pyrazol-4-y1)-7-
fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
(R)-2-(7-Fluoro-4-(1-methyl-1H-pyrazol-4-yl)-3-ox0-2,3-dihydro-1 H-pyrrolo|[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(4-(1-(Difluoromethyl)-1 H-pyrazol-4-yl)-7-fluoro-3-ox0-2,3-dihydro-1H-
pyrrolo[3,4-c]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(4-(1-Cyclopropyl-1H-pyrazol-4-yl)-7-fluoro-3-oxo0-2,3-dihydro-1H-
pyrrolo[3,4-c]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(4-(Benzofuran-3-yl)-7-fluoro-3-ox0-2,3-dihydro-1 H-pyrrolo|3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-3-oxo0-4-(pyrazolo[1,5-a]pyridin-3-yl)-2,3-dihydro-1 H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide;
6-((1R,25)-2-Aminocyclohexylamino)-7-chloro-4-(m-tolylamino)-1 H-pyrrolo[3,4-
c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-3-o0xo0-4-(m-tolylamino)-2,3 -dihydro-1H-
pyrrolo[3,4-c]pyridine-7-carbonitrile;
(R)-6-(2-Amino-3-methoxypropylamino)-4-(m-tolylamino)-1 H-pyrrolo[3,4-c]pyridin-
3(2H)-one;
(R)-6-(2-Amino-3-methoxypropylamino)-3-oxo-4-(m-tolylamino)-2,3-dihydro-1H-
pyrrolo[3,4-c]pyridine-7-carbonitrile;
(R)-6-(2-Amino-3-methoxypropylamino)-7-fluoro-4-(m-tolylamino)-1 H-pyrrolo|3,4-
¢]pyridin-3(2H)-one;
7-Acryloyl-6-((1R,2S)-2-aminocyclohexylamino)-4-(m-tolylamino)-1 H-pyrrolo[3,4-
¢]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-iodo-4-(m-tolylamino)-1 H-pyrrolo[ 3,4~
¢]pyridin-3(2H)-one;
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6-((1R,25)-2-Aminocyclohexylamino)-7-(1 H-pyrazol-4-yl)-4-(m-tolylamino)-1 H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
6-(cis-2-Amino-3,3-difluorocyclohexylamino)-4-(m-tolylamino)-1 H-pyrrolo[3,4-
c]pyridin-3(2H)-one;
6-((1R,2S)-2-Aminocyclohexylamino)-7-(1-methyl-1H-pyrazol-5-yl)-4-(m-
tolylamino)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-4-(m-tolylamino)-1H-
pyrrolo[3.,4-c]pyridin-3(2 H)-one;
6-((3R,4R)-4-Aminotetrahydro-2 H-pyran-3-ylamino)-4-(m-tolylamino)-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-methyl-4-(m-tolylamino)-1 H-pyrrolo[3,4-
¢]pyridin-3(2H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(m-tolylamino)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-methyl-4-(1-methyl-1 H-pyrazol-4-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
(R)-6-(2-Amino-3-methoxypropylamino)-4-(1-methyl-1H-pyrazol-4-yl)-1H-
pyrrolo|[3,4-c]pyridin-3(2 H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(pyrazolof 1,5-
alpyridin-3-yl)-1H-pyrrolo|[3,4-c]pyridin-3(2H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-4-(1-(difluoromethyl)-1 H-
pyrazol-4-yl)-7-fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-4-(benzofuran-3-yl)-7-fluoro-
1 H-pyrrolo[3.,4-c]pyridin-3(2 H)-one;
(8)-6-(3-Aminopyrrolidin-1-yl)-7-fluoro-4-(1-methyl-1 H-pyrazol-4-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
(8)-6-(3-Aminopiperidin-1-yl)-7-fluoro-4-(1-methyl-1 H-pyrazol-4-y1)-1 H-
pyrrolo|[3,4-c]pyridin-3(2H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(1-isopropyl-1 H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
7-Fluoro-4,6-bis(1-methyl-1H-pyrazol-4-yl)-1 H-pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-bromo-4-(1-methyl-1H-pyrazol-4-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
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(R)-6-(2-Amino-3-methoxypropylamino)-7-fluoro-4-(1-methyl-1 H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(thiophen-3-yl)-1H-
pyrrolo[3.4-c]pyridin-3(2 H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(4-methylthiophen-
2-yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((1R,28)-2-Aminocyclohexylamino)-7-fluoro-4-(4-methylthiophen-2-yl1)-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(thiophen-3-yl)-1 H-pyrrolo[3,4-
c¢]pyridin-3(2H)-one;
(R)-2-(7-Fluoro-4-(1-methyl-1H-pyrazol-4-yl)-3-ox0-2,3-dihydro-1 H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-N,4-dimethylpentanamide;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(5-methylthiophen-2-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;
(R)-2-(7-Fluoro-4-(4-methylthiophen-2-yl)-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-3-ox0-4-(thiophen-3-yl)-2,3-dihydro-1H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(5-methylthiophen-2-yl)-3-0x0-2,3-dihydro-1H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide;
6-((1R,25)-2-Aminocyclohexylamino)-4-(2-aminothiazol-5-yl)-7-fluoro-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;
(R)-2-(7-Fluoro-4-(furan-2-yl)-3-ox0-2,3-dihydro-1 H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(furan-3-yl)-3-ox0-2,3-dihydro-1H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(5-methylfuran-2-yl)-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-c]pyridin-
6-ylamino)-4-methylpentanamide;
(R)-2-(4-(5-Cyanothiophen-2-yl)-7-fluoro-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-
c]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(4-(4-Cyanothiophen-2-yl)-7-fluoro-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-

¢]pyridin-6-ylamino)-4-methylpentanamide;
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(R)-2-(7-Fluoro-3-ox0-4-(thiazol-5-y1)-2,3-dihydro-1 H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;

(R)-2-(7-Fluoro-4-(isothiazol-5-y1)-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;

6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-1,1-dimethyl-4-(1-methyl-1H-
pyrazol-4-yl)-1H-pyrrolo|[3,4-c]pyridin-3(2 H)-one;

((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(1-methyl-1 H-pyrazol-3-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;

6-((1R,29)-2-Aminocyclohexylamino)-7-fluoro-4-(2-methylthiazol-5-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;

6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(5-methylthiophen-
2-yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;

6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-1-methyl-4-(1-methyl-1 H-pyrazol-4-
yD)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;

(R)-2-(7-Fluoro-3-o0xo0-4-(thiophen-2-yl)-2,3-dihydro-1 H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide;

6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(thiophen-2-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2 H)-one;

6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(thiazol-5-yl)-1 H-
pyrrolo[3,4-c]pyridin-3(2H)-one;

6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(thiophen-2-yl)-1 H-pyrrolo[3,4-
c]pyridin-3(2H)-one;

6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(4-(trifluoromethyl)-
1 H-imidazol-1-yl)-1H-pyrrolo[3,4-c]pyridin-3(2 H)-one;

6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(4-methyl-1H-imidazol-1-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one;

6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(3-methylisothiazol-
5-yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;

6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(2-methylthiazol-5-
y1)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;

(R)-2-(7-Fluoro-4-(2-methylthiazol-5-y1)-3-0x0-2,3-dihydro-1 H-pyrrolo[3,4-

¢]pyridin-6-ylamino)-4-methylpentanamide;
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6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-4-(5-chlorothiophen-2-yl)-7-
fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-4-(1-cyclopropyl-1H-pyrazol-4-
y1)-7-fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
a stereoisomer of any of the aforementioned compounds; and

a pharmaceutically acceptable salt of any of the aforementioned compounds or stereoisomers.

19. A compound according to claim 1, which is 6-((1R,2S5)-2-Aminocyclohexylamino)-7-
fluoro-4-(1-methyl-1H-pyrazol-4-yl)-1 H-pyrrolo[3,4-c]pyridin-3(2H)-one or a

pharmaceutically acceptable salt thereof.

20. A compound according to claim 1, which is 6-((1S,2R)-2-Aminocyclohexylamino)-7-
fluoro-4-(1-methyl-1H-pyrazol-4-yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one or a

pharmaceutically acceptable salt thereof.

21. A compound according to claim 1, which is 6-((1R,2S)-2-Aminocyclohexylamino)-4-
(1-(difluoromethy!)-1H-pyrazol-4-yl)-7-fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one or a

pharmaceutically acceptable salt thereof.

22. A compound according to claim 1, which is cis-6-(2-Aminocyclohexylamino)-7-
fluoro-4-(1-methyl-1H-pyrazol-4-yl)-1 H-pyrrolo[3,4-c]pyridin-3(2H)-one or a

pharmaceutically acceptable salt thereof.

23. A compound according to claim 1, which is 6-((3R,4R)-3-Aminotetrahydro-2H-pyran-
4-ylamino)-4-(1-(difluoromethyl)-1 H-pyrazol-4-yl)-7-fluoro-1 H-pyrrolo[3,4-c]pyridin-

3(2H)-one or a pharmaceutically acceptable salt thereof.

24. A compound according to claim 1, which is 6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-
4-ylamino)-7-fluoro-4-(3-methylisothiazol-5-yl)-1 H-pyrrolo[3,4-c]pyridin-3(2H)-one or a

pharmaceutically acceptable salt thereof.

25. A pharmaceutical composition comprising:
a compound or pharmaceutically acceptable salt as defined in claim 1; and

a pharmaceutically acceptable excipient.
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26. A combination of an effective amount of a compound or pharmaceutically acceptable

salt as defined in claim 1, and at least one additional pharmacologically active agent.

27. A combination according to claim 26, wherein the additional pharmacologically

active agent is a disease-modifying antirheumatic drug (DMARD).

28. A combination according to claim 27, wherein the DMARD is methotrexate.
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(R)-2-(7-Fluoro-4-(4-methylthiophen-2-yl)-3-0x0-2,3-dihydro- 1 H-,ﬁyrrolo[?: 4-

¢lpyridin-6-ylamino)-4-methylpentanamide; /

(R)—2-(7-Fluoro-3-oxo-4-(thiophen-3-yl)—2,3-dihydro-lH-pyrrq/é[?;,4-c]pyridin—
6-ylamino)-4-methylpentanamide; //V
(R)-2-(7-Fluoro-4-(5-methylthiophen-2-yl)-3-0x0-2,3 —dihyg‘ro- 1H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide; /
6-((1R,2S)-2-Aminocyclohexylamino)-4-(2-aminothiazq1’-5-yl)-7-ﬂuoro-lH-
pyrrolo[3,4-c]pyridin-3(2H)-one; / (
(R)-2-(7-Fluoro-4-(furan-2-yl)-3 -oxo-2,3-dihydro-1ﬁ-pyrrolo[3,4-c]pyridin-6—
/

/
/

(R)-2-(7-Fluoro-4-(furan-3-yl)-3-ox0-2,3-d ihydr{gﬁl 1H-pyrrolo[3,4-c]pyridin-6-

ylamino)-4-methylpentanamide;

ylamino)-4-methylpentanamide; / ;
(R)-2-(7-Fluoro-4-(furan-2-yl)-3-0x0-2,3-di h,{/dro—lH-pyrrolo[S JA-clpyridin-6-
ylamino)-4-methylpentanamide;
(R)-2-(4-(5-Cyanothiophen-2-yl)-7-fl u0r013 -0x0-2,3-dihydro-1H-pyrrolo[3,4-
c]pyridin-6-y1amino‘)-4-mcthyl;}éntanamidc:
(R)—2-(4-(4-Cyanothiophen—2—yl)—7-ﬂ,1{6r0-3 -0x0-2,3-dihydro-1H-pyrrolo[3,4-
c]pyridin—6-y1amino)-4-mctlf&xlpentanamide;
(R)-2-(7-Fluoro-3-oxo-4-(thiaz01—5-yl)-2,3-dihydro- 1H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methyl pcntzxyfﬁmi de;
(R)-2-(7-F1uoro-4-(isothiazol-"5' ;yl)-3 -0x0-2,3-dihydro-1H-pyrrolo[3,4-
¢]pyridin-6-ylamino )-4 -methylpentanamide:;
6-((1R,25)-2-Aminocyc Iul)v;/'xylum ino)-7-fluoro-1,1-dimethyl-4-(1-methyl-1H-
pyrazol-4-yl)-1 f{fiSyrl'o10[3,4-c]pyridin—3(2H)-one;
((1R,28)-2-Aminocyclghexylamino)-7-fluoro-4-(1-methyl-1H-pyrazol-3-yl)-1H-
pyrrolo[3 ,4-c}1;yrid in-3(2H)-one;
6—((1R,2S)—2—Aminﬁyclohcxyl amino)-7-fluoro-4-(2-methylthiazol-5-yl)-1H-
pyrrolo[3 ,ilv’-(:]pyridin-?a (2H)-one;
6-((3R,4R)-3-A;‘1'1inotctrahydro-2H-pyran—4-ylamino)-7-ﬂuoro-4-(5-
methy/}’(h iophen-2-yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((1R,2S )-/Z-Aminocyclohexylamino)-7-ﬂuoro-1 -methyl-4-(1-methyl-1H-
pxrﬁzol-4-yl)- 1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
/ 11

/

//”
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[0218]
dimethoxybenzyl)-6-((1,3-dioxoisoindolin-2-yl)methyl)-2,4-dioxo-1,2/

/

//
PCT/US2010/061146
K-5002-WO

To trifluoroacetic acid (2 mL, 26.0 mmol) was added ethyl 14(2,4-
3.4-

tetrahydropyrimidine-5-carboxylate (198.9 mg, 0.403 mmol) at 0°C./The mixture was

stirred at 0°C for 1 h, then at RT for 6 h. The mixture was concentrated under reduced

pressure, and the residue was washed with IPE (5 mL) to give th¢ title compound (183.3

mg). "H NMR (400 MHz, CDCls) & ppm 1.42 (t, J=7.2Hz, 3H)/4.45 (q, J=7.2Hz, 2H),

4.98 (s, 2H), 7.78 - 7.81 (m, 2H), 7

91-17.93 (m, 2H), 8.19 (br s, 1H), 8.96 (br s, 1H).
D. Ethyl 2,4-dichloro-6-((1,3-dioxoisoindolin-2 /l)methyl)pyrlrmdmc 5-

[0219]
carboxylate /
[0220] A mixture of ethyl 6-((1 ,3-dioxoisoindolin-27{'1)methyl)-2,4-dioxo-1 ,2,3,4-

tetrahydropyrimidine-5-carboxylate (96.1 mg, 0.280
(1 mL, 10.92 mmol) was stirred at 100°C for 12 h angd allowed to cool.

ol) and phosphorus oxychloride

The mixture was

concentrated under reduced pressure to remove excgss POCI;. The residue was treated

with saturated aq NaHCOs3 and extracted with EtQ/Ac. The organic phase was washed with

saturated aqueous NaHCOQs, water, and brine, wis dried over anhydrous Na,;SQOy, and then

filtered through SiO,. The filtrate was concentyated under reduced pressure and the residue

was purified by column chromatography (Si®,, hexanes/EtOAc=4/1) to give the title
compound (46.0 mg, 43%). "H NMR (400 /(/IHz, CDCl3) 8 ppm 1.42 (t, J=7.2Hz, 3H),
4.45 (q, J=7.2Hz, 2H), 5.05 (s, 2H), 7.76/5 7.80 (m, 2H), 7.89 - 7.93 (m, 2H).

[0221] EXAMPLE 8: 2-((1R, 2.5')-’2/<1ninocyclohcxylamino)-4-(3-

(trifluoromethyl)phenylamino)-6,7-dillydro-5H-pyrrolo[3,4-d]pyrimidin-5-one (free base)

/ )\
| Hﬁ© “p
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[0228] D. 2-((1R, 2S)-2-Aminocyclohcxylamino)—4-(3-(triﬂuoromethyl)phf‘hylamino)—

6,7-dihydro-5H-pyrrolo[3,4-d|pyrimidin-5-one /

[0229] To a solution of tert-butyl (15,2R)-2-(5-0x0-4-(m-tolylamino)- 6 /7 -dihydro-SH-
pyrrolo[3,4-d]pyrimidin-2-ylamino)cyclohexylcarbamate (50.4 mg, 0.1 ll'ﬁnmol) in HOAc
(2 mL) was added hydrochloric acid (0.5 mL, 16.46 mmol). The mixtur7/was stirred at RT
for 30 min and then concentrated under reduced pressure. The residue was treated with
saturated aq NaHCOj3 and extracted with EtOAc. The organic layers \z/rc washed with
saturated aq NaHCOs, water, and brine, were dried over anhydrous yGaZSO‘;, and then
filtered. The filtrate was concentrated under reduced pressure and vﬂe residue was purified
by column chromatography (SiO,, EtOAc/MecOH=20/1) to give 17hc title compound as a
white powder (11.3 mg, 29%). "H NMR (400 MHz, CDCls) 8 pfim 1.48 - 1.80 (m, 10H),
2.37 (s, 3H), 3.24 (br s, 1H), 4.07 (br s, 1H), 4.20 (s, 2H), 5. 57 (br s, 1H), 5.89 (br s, 1H),
6.89 - 6.91 (m, 1H), 7.22 - 7.24 (m, 1H), 7.53 - 7.63 (m, 21]}( 8.49 (br s, 1H). [M+H]
calc’d for C9H,sNgO, 353; found, 353. /

[0230] PREPARATION 4: Methyl 2,4-dichloro-6-(;;;/tolylamino)pyrimidinc-S-

carboxylate

HsC /

[0231] A. 2,4,6-Trichloropyrimidine-S-cagéoxyIi c acid
0 / Cl
HO /’ Z JN\
o SN el

[0232] To a solution of diisopropylhyninc (23.42 mL, 164 mmol) in THF (200 mL)
was slowly added butyllithium (100 mL, 160 mmol) at -78°C. The mixture was stirred at -
78°C for 15 min. To this mixture wa./sllowly added a solution of 2,4,6-trichloropyrimidine
(20.06 g, 109 mmol) in THF (50 mL.) at -78°C. The mixture was stirred for 1 h. Dry ice

was added and the mixture was stifred at RT for 1 h. To the mixture was added 1N HCI,

with EtOAc. The organic layers were basified with
74

which was subsequently extract
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HN™ "N™ "NH
o8 /
HsC
F

[0306]  A. Methyl 6-chloro-4-cyano-2-(4-fluoro-3-ethylphenylamingd)nicotinate

O CN /
HiCxg N
| F
HN” N” al /

[0307] A solution of methyl 2,6-dichloro-4-cyanonicoyfatc (500 mg, 2.164 mmol), 4-
fluoro-3-methylaniline (325 mg, 2.60 mmol) and EtzN (0.452 mL, 3.25 mmol) in ACN
(5 mL) was stirred at 50°C for 24 h. Water and EtOAc were added to the mixture and the

aqueous phase was extracted with EtOAc. The organic/phases were combined, washed
with H,0 and brine, dried over MgSQs, and evaporatéd. The residue was purified by
chromatography on SiO; to give the title compound, which contains some starting material
and was used without further purification (390 mg). [M+H] calc’d for CysH;1CIFN3O,,
320; found, 320.
[0308] B. Methyl 6-((1R,2S5)-2-(tert-buto cad)onylamlno)cyclohcxylam1no)-4-
cyano-2-(4-fluoro-3- methylphenylammo)m tinate

‘. o

//

HN ,4 NH H
' N..-O~
/@/ @’ Y C(CHa)
)

[0309] A mixture of methyl §-chloro-4-cyano-2-(4-fluoro-3-
methylphenylamino)nicotinate (390 mg, 1.220 mmol), Et;N (0.204 mL, 1.464 mmol) and
tert-butyl (1S,2R)—2-am|nocy[lohcxylcarbamate (392 mg, 1.830 mmol) in THF (5 mL)
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[0543] EXAMPLE 60: 6-((1R,2S5)-2-Aminocyclohexylamino)-4-(1-ethyl-17 ;pyrazol~
4-y1)-7-fluoro-1 H-pyrrolo[3,4-c]pyridin-3(2H)-one

[0544] A. tert-Butyl (18,2R)-2-(4-(1-ethyl-1H-pyrazol-4-yl)-3-0x0-2,3-dihydro-1H-
pyrrolo[3,4-c]pyridin-6-ylamino

[0545] A solution of zerz-Butyl (15,2R)-2- (4 (1 cthyl- H-pyrazol-4-yl)-3-0x0-2,3-
dihydro-1H-pyrrolo[3,4-c]pyridin-6- ylammo)cyclohcx carbamate (69.7mg, 0.158 mmol)
in DCM (5 mL) was cooled to 0°C. SELECTFLUOR® (84 mg, 0.237 mmol) was added.
The mixture was lefl stirring in an ice bath and was dllowed to warm slowly to RT with
stirring overnight. Additional SELECTFLUOR® S{ eq) was added and the reaction was
stopped after 2 h. After removal of solvent, the reSidue was diluted with EtOAc (10 mL)
and washed with saturated aqg NaHCO; (5 mL), wvater (5 mL), and brine (5 mL). The

organic layers were combined, dried over Na,804, and concentrated to a brown residue.

The resulting crude material was reconstitut¢gd in MeOH/DCM (6 mL) and was purified
via preparative HPLC. The fractions were gollected and ACN was removed via rotary
evaporation. The resulting aq solution wq/s ncutralized with saturated ag NaHCOs, washed
with EtOAc (2 x 200 mL), dried over ;2804, and filtered. The organic phase was
stripped to dryness via rotary cvaporz}tion to yicld the title compound (20 mg,
28%).[M+H] calc’d for CayHa FNeGh, 459; found, 459,

[0546]  B. 6-((1R,2S5)-2-Amin :
fluoro-1H-pyrrolo[3,4-c]pyridin/3(2H)-one

[0547] To a solution of ter¢butyl (15,2R)-2-(4-(1-ethyl-1H-pyrazol-4-yl)-7-fluoro-3-

0x0-2,3-dihydro-1H-pyrrolo|3,4-c]pyridin-6-ylamino)cyclohexylcarbamate (20 mg, 0.044
151

;ycl()hcxylamino)-4-(1-ethyl—1H—pyrazol—4-yl)-7—




/
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NMR (400 MHz, DMSO-ds) 6 ppm 0.79 - 0.97 (m, 6 H), 1.52 - 1.87 (m, 3 H), 438 (s,2
H), 4.66 - 4.85 (m, 1 H), 6.61 (dd, J/=3.54, 1.77 Hz, 1 H), 6.92 - 7.07 (m, 2 li);'/7.36 (brs, 1
H), 7.79 (dd, J=1.64, 0.63 Hz, 1 H), 8.04 (dd, /=3.54, 0.51 Hz, 1 H), 8.32 (5/ 1 H). [M+H]
calc’d for C17H19FN,4Os, 347; found, 347. /"‘
[0832] EXAMPLE 114: (R)-2-(7-Fluoro-4-(furan-3-yl)-3-oxo0-2,3-dillydro-1H-
pyrrolo[3,4-c]pyridin-6-ylamino)-4-methylpentanamide /

/

HN /

HaC CHO3
[0833] The title compound was prepared in a manner sinflar to EXAMPLE 70 using
2-(furan-3-yl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane in p’}facc of 1-methyl-4-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-yl)-1H-pyrazole. 'H NMR (500 MHz, DMSO-ds) & ppm
0.80-0.99 (m, 6 H), 1.21 - 1.33 (m, 1 H), 1.50 - 1.60 (qxﬂ 1 H), 1.74 - 1.81 (m, 1 H), 4.38
(s,2H),4.47-4.61 (m, 1 H), 6.89 - 6.98 (m, 1 H), 7.02" (d, /=7.81 Hz, 1 H), 7.35 (s, 1 H),
7.42 (s, 1 H), 7.68 (s, 1 H), 8.35 (s, 1 H), 8.98 (s, 1 I-;) [M+H] calc’d for C;7H19FN4Os,
347; found, 347.
[0834] EXAMPLE 115: (R)-2-(7-Fluoro-4-(ﬂrx4an-2-y1)-3-oxo-2,3—dihydro-lH-
pyrr010[3,4-c]pyridin—6-ylamino)-4-methylpcnlfﬁ;amidc

HN—/

HgC ’/ N NH
/
[ He” eHy

[0835]  The title compound was ptﬁ/palr'cd in a manner similar to EXAMPLE 113 using
tributyl(S-methylfuran—Z—yl)slumwn;’/tert-butyl in place of tributyl(furan-2-yl)stannane. 'H
NMR (400 MHz, DMSO-ds) 8 ppift 0.84 - 0.97 (m, 6 H), 1.51 - 1.78 (m, 3 H), 2.29 - 2.36
(m, 3 H),4.36 (s, 2 H), 4.64 - 4&6 (m, 1 H), 6.22 (dd, /=3.28, 1.01 Hz, 1 H), 6.92 (d,
J=8.08 Hz, 1 H), 7.01 (brs, 1 Iﬁ, 7.41 (br s, 1 H), 7.97 (d, J/=3.03 Hz, 1 H), 8.26 (s, 1 H).
[MH] cale’d for CisHuFNiGhs, 361; found, 361.

/

/ 224

/
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WHAT IS CLAIMED IS:
1. A compound of Formula 1,
R1
HN—{-R?
0] | e
N
R* R®

or a pharmaceutically acceptable salt thercof, wherein:
G is selected from N and C(R’);
L' and L? are cach indcpendently selected from -NH- and a bojd;

R' and R? are each independently selected from hydrogen, halo, Cy3 alkyl, and
C\.3 haloalkyl, or R! and R?, together with the atom Ao which they are attached,
form a Cj5 cycloalkyl, /

R? is sclected from Co.g alkyl, Ca.s cycloalkyl, Cy.s heterbeyclyl, and Cy.o heteroaryl, each
optionally substituted with from one to five substituents independently selected
from halo, oxo, -NO,, -CN, R®, and R,

R*is selected from Cs. cycloalkyl, Cy s heterocyclyl, Ce.14 aryl, and C, heteroaryl, each

optionally substituted with from one to five substituents independently selected
from halo, oxo, -CN, R®, and R’

R’ is selected from hydrogen, halo, -CN, Cy4 dlkyl, C,.4 alkenyl, C, 4 alkynyl,
Cy.s heterocyclyl, Cy_s heteroaryl, and R', wherein the alkyl, alkenyl, alkynyl
moieties are each optionally substitited with from one to five substituents
independently selected from halo/-CN, oxo, and R'®, and wherein the heterocyclyl
moiety has 3 to 6 ring atoms and the heteroaryl moiety has 5 or 6 ring atoms, and
the heterocyclyl and heteroary) moietics are each optionally substituted with from
one to four substituents independently selected from halo, -NO,, -CN, C.4 alkyl,
Cy.4 alkenyl, C,4 alkynyl, ¢4 haloalkyl, and R';

each R is independently selected from -OR%, N(R*R’, -NRSC(O)RQ, -C(O)R?,
-C(O)OR?, -C(O)N(RHR?, -C(O)NRPHOR?, -C(O)N(R®)S(0),R’, -N(R*S(0),R’,
-S(0),R?, and -S(0),N(R*R?;

249
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each R is independently selected from Cy. alkyl, C,. alkenyl, Cy.6 alkynyl,
Cs. cycloalkyl-(CHy)um-, Cs.14 aryl-(CHz)y=, Cy.s heterocyclyl-(CHz)m-, apd
Ci.9 heteroaryl-(CHz)m-, cach optionally substituted with from one to fi %c
substituents independently sclected from halo, oxo, -NO,, -CN, C; 72kyl.
C1.¢ haloalkyl, and R'’;

each R® and R’ is independently selected from hydrogen or from C; . ali?)ﬂ, Cy.6 alkenyl,
Cy.6 alkynyl, Cs6 cycloalkyl-(CHz)m-, Ce.14 aryl-(CHy)p-, /
C,.s heterocyclyl-(CH,) -, and C,_g heteroaryl-(CH,),y-, cach gptionally substituted
with from one to five substituents independently selected fiom halo, oxo, -NO;,
-CN, Cy.6 alkyl, Cy4 haloalkyl, and R'?,

each R'? is independently selected from -OR'!, -N(R'HR'Z, -N@R'")C(O)R'?, -C(O)R",
-C(O)ORM, -C(O)N(R'MR™, -C(O)N(R'OR ™, -C(QIN(R')S(O),R ",
-NRMS(0),R"?, -S(0),R", and -S(0),N(R'HR'?,; i

cach R" and R is independently selected from hydrogen and Cy.¢ alkyl;

cach n is independently selected from 0, 1 and 2; and

each m is independently selected from 0, 1, 2, 3, and 4;

wherein each of the aforementioned heteroaryl moigtics has one to four heteroatoms
independently selected from N, O, and S, ;(nd each of the aforementioned
heterocyclyl moieties is saturated or pzuy( ally unsaturated and has one or two

heteroatoms independently selected fr/({m N, O, and S.

2. A compound or pharmaccutically up/ccptablc salt according to claim 1, wherein L'

is -NH-. /

/
/

3. A compound or plmnnacculic;ﬂly acceptable salt according to claim 1, wherein L'
£

/

/

is a bond.

4. A compound or pharmacgutically acceptable salt according to any one of the

'
preceding claims, wherein L? iy -NH-,

/
'

L1 A compound or phayimaccutically acceptable salt according to any one of claims 1

to 3, wherein L? is a bond/

/
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6. A compound or pharmaceutically acceptable salt according to any ong of the

preceding claims, wherein G is N.

7. A compound or pharmaccutically acceptable salt according to any/one of claims 1
to 5, wherein G is C(R®).

8. A compound or pharmaceutically acceptable salt according to any one of the

preceding claims, wherein R' and R* are both hydrogen.

9. A compound or pharmaceutically acceptable salt according to any one of the
preceding claims, wherein R? is Cs g cycloalkyl, optionally substituted with from one to

five substituents independently selected from halo, oxo, -NO, #CN, R® and R’.

10. A compound or pharmaceutically acceptable salt acegrding to claim 9, wherein R
18 2-amino-Cs.g cycloalk-1-yl, optionally substituted with ffom one to four substituents

independently selected from halo, oxo, -NO,, -CN, R®, ar

11. A compound or pharmaceutically acceptable salt according to claim 10, wherein
R? is 2-amino-cyclohex-1-yl optionally substituted with from one to four substituents

independently selected from halo, oxo, -NO,, -CN, § and R’

12. A compound or pharmaceutically acceptaple salt according to any one of claims 1
to 8, wherein R? is Cy alkyl optionally substitufed with from one to five substituents

independently selected from halo, oxo, -NO3, £CN, RS, and R’.

13. A compound or pharmaceutically ac¢eptable salt according to claim 12, wherein
R? is 2-amino-C.¢ alk-1-yl optionally subsfituted with from one to four substituents

independently selected from halo, oxo, -NO,, -CN, RS, and R,

14. A compound or pharmaceutically acceptable salt according to claim 13, wherein
stituted with from one to four substituents
independently selected from halo, oo, -NO,, -CN, R and R’

R’ is 2-aminoethan-1-yl optionally s
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15. A compound or pharmaceutically acceptable salt according to claim 14, wherein
R? is 2-amino-2-oxocthan-1-yl optionally substituted with one or two substiftients

independently selected from halo, oxo, -NO,, -CN, RS and R’.

16. A compound or pharmaceutically acceptable salt according to any one of claims 1
to 8, wherein R’ is C,.5 heterocyclyl optionally substituted with from

substituents independently selected from halo, oxo, -NO,, -CN, R, ¢

17. A compound or pharmaceutically acceptable salt according to claim 16, wherein
R’ is C,.5 heterocyclyl substituted with an amino and optionally gubstituted with from one
to four additional substituents independently selected from hald, oxo, -NO,, -CN, R®, and

R7

18. A compound or pharmaceutically acceptable salt agcording to claim 17, wherein
R’ is 3-aminotetrahydro-2H-pyran-4-yl optionally substitited with from one to four

substituents independently selected from halo, oxo, -N@, -CN, R®, and R’

19. A compound or pharmaceutically acceptable galt according to any one of claims 1
and 3 to 8, wherein R? is C,.5 heterocyclyl or an amino-substituted Cy s heterocyclyl, each
optionally substituted with from one to five or frofm one to four substituents, respectively,
independently selected from halo, oxo, -NO, -ON, R®, and R, wherein one of the

heteroatoms of the heterocyclyl moiety is diregtly attached to L', and L' is a bond.

20. A compound or pharmaceutically acgeptable salt according to any one of the
preceding claims, wherein R*is selected fom Ce.14 aryl and Cy.¢ heteroaryl, each
optionally substituted with from one to fjve substituents independently selected from halo,
oxo, -CN, R, and R".

21. A compound or pharmacecuti¢ally acceptable salt according to any one of the
preceding claims, wherein R* is phény! optionally substituted with from one to five

substituents independently select¢d from halo, -CN, R and R’.
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22. A compound or pharmaceutically acceptable salt according to any one of claims 1
to 20, wherein R* is C; 9 heteroaryl optionally substituted with from ofe to five

substituents independently selected from halo, oxo, -CN, RS, and R7/

23. A compound or pharmaceutically acceptable salt according to claim 22, wherein

R* is a monocyclic Cy.4 heteroaryl optionally substituted with frgi one to four substituents

independently selected from halo, -CN, R® and R.

24. A compound or pharmaceutically acceptable salt accgrding to claim 23, wherein
R’ is selected from pyrrolyl, furanyl, thiopheneyl, pyrazolyl, imidazolyl, isoxazolyl,
oxazolyl, isothiazolyl, and thiazolyl, cach optionally subthutcd with from one to three

substituents independently selected from halo, -CN, R And R’.

25. A compound or pharmaccutically acceptable salt according to claim 24, wherein
R* is selected from thiopheneyl, pyrazolyl, isothiazolyl, and thiazolyl, each optionally
substituted with from one to three substituents ind¢pendently selected from halo, -CN, R,
and R’.

26. A compound or pharmaceutically acceptable salt according to claim 25, wherein
R* is pyrazoly! optionally substituted with fr¢m one to three substituents independently
selected from halo, -CN, RS and R’.

27. A compound or pharmaceutically/acceptable salt according to claim 26, wherein
R* is pyrazol-4-yl optionally substituted with from one to threc substituents independently
sclected from halo, -CN, RS, and R.

28. A compound or pharmaceutically acceptable salt according to any one of claims 20

to 27, wherein R? is substituted with methyl, ethyl, cyclopropyl or Cy haloalkyl.

29. A compound or pharmateutically acceptable salt according to any one of claims 1
to 5 and 7 to 28, wherein R’ ig C\_s heteroaryl optionally substituted with from one to four
substituents independently sélected from halo, -NO,, -CN, C, 4 alkyl, C, 4 alkenyl,

Cy.4 alkynyl, Cy4 haloalky), and R"°.
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30. A compound or pharmaceutically acceptable salt according to any o/c of claims 1

/

/,,
/

31. A compound or pharmaceutically acceptable salt according to q(alm 30, wherein

to 5 and 7 to 28, wherein R’ is sclected from hydrogen and halo.

R’ is selected from chloro and fluoro.
/
32. A compound according to claim 1, which is selected from yﬁc following
/

compounds: /

2-((1R,25)-2-Aminocyclohexylamino)-4-(m- tolyldmmdﬁ 6,7-dihydro-5H-

pyrrolo[3,4-dpyrimidin-5-one; /
2-((1R,285)-2-Aminocyclohexylamino)-4-(3- ﬂuoro?ﬁcnylammo) -6,7-dihydro-5H-
pyrrolo[3,4-dpyrimidin-5-one; /

2-((1R,28)-2-Aminocyclohexylamino)-4-(3- chl¢rophcny!dmmo) -6,7-dihydro-5H-
pyrrolo[3,4-dlpyrimidin-5-one; /"
4-(1H-Indazol-6-ylamino)-2-(( 1 R,2S)-2-am';A/ocyclohcxylamino)—6,7-dihydro-5H—
pyrrolo[3,4-d]pyrimidin-5-one; ’//
2-((1R,2S)-2-aminocyclohexylamino')-47(/:1-( trifluoromethyl)phenylamino)-6,7-
dihydro-SH—pyrrolo[3,4-cl]pyriy‘r/{idin-5-onc;
cz's-2-(2-aminocyclohcxylamino)-4-(}/-(trifluoromcthyl)phcnylamino)-6,7-dihydro—
5H—pyrrolo[3,4-(l]pyrimidir/1{5~onc;
2-(1-Methyl-1H—pyrazol—4-yl)-4-}ﬁn-tolyIamino)—6,7-dihydro-5H—pyrrolo[3,4-
dlpyrimidin-5-one;  / |
2-(4-Ethylpiperazin-1-yl)-4-(i-tolylamino)-6,7-dihydro-5 H-pyrrolo[3,4-
dlpyrimidin-5-one; /’
2—(Cyclohexylamino)-4-(5/i/-tolylamino)—6,7-dihydro-5H—pyrrolo[3,4-d]pyrimidin-
5-one; /
cis-2-(2-Hydroxycyclghexylamino)-4-(m-tolylamino)-6,7-dihydro-5H-pyrrolo[3,4-
d]pyrimidin;, -one;
2-(3-Aminopiperidin-1-yl)-4-(m-tolylamino)-6,7-dihydro-5H-pyrrolo[3,4-
d]pyrimidin-5-one;
6—((1R,2S)-2-M;1inocyclohcxyIamino)-4-(m-tolylamino)-1H—pyrrolo[3,4-c]pyridin-

3(2H){onc;
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2-((1R,28)-2-Aminocyclohexylamino)-4-(1-methyl-1H-pyrazol-4- yl) 97 dihydro-
5H-pyrrolo[3,4-d]pyrimidin-5-onc;
2-((1R,25)-2-Aminocyclohexylamino)-4-(1 -lsobutyl-1H—pyrazol—3%§l)—6,7-
dihydro-5H-pyrrolo[3,4-d]pyrimidin-5-onc;
2-((1R,28)-2-Aminocyclohexylamino)-4-phenyl-6,7-dihydro- 5fl pyrrolo[3,4-
d]pyrimidin-5-one; /,
2-((1R,285)-2-Aminocyclohexylamino)-4- (bcnzo[bjlhlophcx; 3—y1) 6,7-dihydro-5H-
pyrrolo[3,4-d|pyrimidin-5-one;
2-((1R,28)-2-Aminocyclohexylamino)-4-(1-ethyl-1H- yrd;'ol -4-y1)-6,7-dihydro-
SH-pyrrolo[3,4-d]pyrimidin-5-one;  /
2-((1R,28)-2-Aminocyclohexylamino)-4 - l-benzyl-',A/H-pyrazol-4-yl)—6,7-dihydro-
5H-pyrrolo[3,4-d]pyrimidin-5-one; ’/v
2-((1R,285)-2-Aminocyclohexylamino)-4-(i mida,z";)[] ,2-a]pyridin-3-yl)-6,7-dihydro
SH-pyrrolo[34-dlpyrimidin-5-one; -
2-((1R,285)-2-Aminocyclohexylamino)-4-(1 -)ﬁl‘ropyl- 1 H-pyrazol-4-yl)-6,7-dihydro-
5H—pyrrolo[3,4-d]pyrimidin—5-onc',»‘/
2-((1R,2S)-2-Aminocyclohexylamino)—é;’( 1-(2-methoxyethyl)-1H-pyrazol-4-yl)-
6,7-dihydro-5H—pyrrolo[3,4-ij§rimidin-5-onc;
4-(1H-Indazol-6-ylamino)-6-((1 R,2S)¥2-aminocyclohexylamino)- 1H-pyrrolo[3,4-
¢]pyridin-3(2H)-one; ‘ /
6-((1R,25)-2-Aminocyclohexyl am 1 no)-4-(4-fluoro-3-methylphenylamino)-1H-

pyrrolo[3,4-c]pyridin-3(éH)—onc:

6-((1R,2S)-2-Aminocyclohcx;'/iamino)-7-ﬂuoro-4-(m-t01ylamino)-1H-pyrrolo[3,4-
cIpyridin-3(2H)-one/

6-((1R,2.S’)-2-Aminocyclqﬁé:xylamino)-4-(1-methyl—lH-pyrazol-4-yl)-lH-
pyrrolo[3,4-c] p)///idine(zH)-onc;

6-((3R,4R)-3-Aminot fahydro-2H—pyran-4-ylamino)-4-(1-methyl—lH-pyrazol—4—
yl)-1 f!-pyrr9}0[3,4-c]pyridin—3(2H)—one;

6-((1R,25)-2-Ami }l"ocyclohcxylumino)—7-ﬂuoro-4-(1 -methyl-1H-pyrazol-4-yl)-1H-
pyrrolo[;v:'?l-c]pyridin-S (2H)-one;

6-((1R,25)-2- A(fﬁinouyclohcxyldmino) 7-chloro-4-(1-methyl-1H-pyrazol-4-yl)-1H-

pynofo[3 /4-c]pyridin-3(2H)-one;
/ 2335
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6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(pyrazolo[1,5-a] pyy{din—3-yl)-
1H-pyrrolo[3,4-c]pyridin-3(2H)-one; f

/
2-(2-(Aminomethyl)piperidin-1 -yl)-4-(m-tolylamino)—6,7-dihydrqt"51 1-pyrrolo[3,4-
/

6-(( 1R,23)—2-Aminocyclohcxylamino)-4-(3-(methylsulfonyl)pﬁcn ylamino)-1H-
pyrrolo(3,4-c]pyridin-3(2H)-one; ,«’/

d]pyrimidin-5-one;

6—((1R,2S)-2-Aminocyclopentylarrﬁno)-4-(3-(mcthylsulfqﬁ;ll)phcnylamino)-1H -
pyrrolo[3,4-c]Jpyridin-3(2H)-one; /"/

(R)-4-Methyl-2-(4-(3-(methylsulfonyl)phenylami no)-}/;oxo-2, 3-dihydro-1H-
pyrrolo[3 ,4-c]pyridin-6-ylamino)pcntanamigj’é;

(R)-4-Methyl-2-(4-(1-methyl-1 H-pyrazol-4-yl)-3 763(0-2,3 -dihydro-1H-pyrrolo[3,4-
c¢]pyridin-6-ylamino)pentanamide; /

2-((1R,25)-2-(Dimethylamino)cyclohexylami uk;)—4-(m-tolylamino) -6,7-dihydro-
5H-pyrrolo[3,4-d]pyrimidin-5-one;

2-((1R,25)-2-(Methylamino)cyclohex ylanﬁlno)-4-(m-tolylamino)—6,7—dihydro-SH-
pyrrolo[3,4-d|pyrimidin-5-one; / /

2'-((1 R,2S)-2-Aminocyclohexylamino}i4‘-(m-tolylamino)spiro[cyclopropane- 1,7'-
pyrrolo[3,4-d] pyrimidin]-s'(lﬁ"fl)-onc ;

2-(2-Aminoethylamino)-4-(m-tol )/d ;\m ino)-6,7-dihydro-5H-pyrrolo[3,4-
dpyrimidin-5-one; /

2-(2-Amino-2—mcthylpropylm/ﬁ(i no)-4-(m-tolylamino)-6,7-dihydro-5 H-pyrrolo[3,4-
dJpyrimidin-5-one; ;

2-(5-Oxo-4-(m—t01ylamin9')"—6,7-dihydro-5H—pyrrolo[3 ,A-d[pyrimidin-2-
ylamino)acetam i,d/c:

2-((2-Aminoethyl)( m(/',({lyl)amino)-4-(m-tolylamino)—6 ,7-dihydro-5H-pyrrolo[3,4-
d]pyrimidin-.ﬁ -one;

2-(Pyrrolidin-2-yl /n;cthy1amino)—4-(m-tolylamino)-6,7-dihydr0-5H—pyrrolo [3,4-
tl]pyrimi’;d/i n-5-one;

2-(3-Aminop>;ﬁ“olidin— 1-y1)-4-(m-tolylamino)-6,7-dihydro-5H-pyrrolo[3,4-
d]py/ri midin-5-one;

2-((1R2S8 ;/2-Aminocyclohcxylamino)—4-(1 ,5-dimethyl-1H-pyrazol-4-y1)-6,7-

d{'iwydro-SH-pyrrolo[ZS,4-d]pyrimidin—5-onc;
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2-((1R,28)-2-Aminocyclohexylamino)-4-(1 H-indol-2-yl)-6,7-dihydro~5 H-
pyrrolo[3,4-d]pyrimidin-5-one; /
2-((1R,25)-2-Aminocyclohexylamino)-4-(1 H-pyrazol-5-y1)-6,7- (}I{'xydlo -SH-
pyrrolo[3,4-d]pyrimidin-5-one;
2-(3-Aminopropyl)-4-(m-tolylamino)-6,7-dihydro- 5H—pyrrolo{3,4 -d]pyrimidin-5-
one; i
6-((1R,25)-2-Aminocyclohexylamino)-4-(benzofuran-3- y)) -7-fluoro-1H-
pyrrolo[3,4-c]pyridin-3(2H)-onc; /
6-((1R,2S)-2-aminocyclohexylamino)-7-fluoro-4-(i mi;(azo[ 1,2-a]pyridin-3-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-onc; / |
6-((1R,25)-2-aminocyclohexylamino)-4- (benzo[b/}(hlophen -3-yl)-7-fluoro-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one; ,
6-((1 S,2R)-2-Ammocyclohcxylammo)-7-ﬂuor¢-4-( 1-methyl-1H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-onc; /f
(R)-6-(2-Amino-3-cthoxypropylamino)-4- (fn tolylamino)-1H-pyrrolo[3,4-

clpyridin-3(2H)-one; /
(R)-6-(2-Am1no-3-ethoxypropylamino)[’/-ﬂuoro-4-(m-tolylarnino)-lH—pyrrolo[3,4—
/
c]pyridin-3(2H)-one; /

/

6-(2-Amino-3,3 ,3-triﬂuoropropyIag’iino)—4-(m-tolylamino)- 1H-pyrrolo[3,4-
¢Ipyridin-3(2H)-one; j

(R)-4-Methy1—2-(3-oxo—4—(m—to)§lumino)—2,3—dihydro- 1H-pyrrolo[3,4-c]pyridin-6-
ylamino)pentanamide ;”

6-(cis-4-Aminotetrahydrofi L}n‘{dn-3-ylamino)-4-(m-tolylamino)- 1H-pyrrolo[3,4-
clpyridin-3(2H)-ope;

6-((1R,28)-2-Aminocycjohexylamino)-4-(1-cthyl-1H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]}/)/'rid in-3(2H)-onc;

6-((1R,2S)-2-Aminoﬁyclohcxylamino)-4—(l -ethyl-1H-pyrazol-4-yl)-7-fluoro-1H-
pyrrolo[3 ,I}L/c]pyridin% (2H)-onc;

6-((1 R,2S)-2-Aryinocyclohcxylamino)-4-( 1-cyclopropyl-1H-pyrazol-4-yl)-1H-
pyrrolo( 3,4-c]pyridin-3(2H)-ong;

6-((1R,25)-2/Aminocyclohexylamino)-4-(1-(difluoromethyl)-1H-pyrazol-4-yl)-7-

flugro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
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6-((1R,25)-2-Aminocyclohexylamino)-4-(1-cyclopropyl- lH—pyrazol 4 yl)-7-
fluoro-1H-pyrrolo[3,4-cJpyridin-3(2H)-one; /
cis-6-(2-Aminocyclohexylamino)-7-fluoro-4-(1-methyl- lll-pyugél -4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-onc; /
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7- ﬂuorq—4 (1-methyl-1H-
pyrazol-4-yl)- 1H—pyrrolo[3,4-c]pyr1d1n-3(2H)-one, /
6-(cz's-2-Amino-4,4-diﬂuorocyclopentylamino)—7-ﬂuoro—t}/( 1-methyl-1H-pyrazol-
4-yl)-1H-pyrrolo[3 A-clpyridin-32H)-one;  /
6-(cz's-2-Amino-3,3-diﬂuorocyclohexylamino)-7-ﬂuor/o/-4-( 1-methyl-1H-pyrazol-4
yl)-1H-pyrrolo[3,4-c]pyridin-3(2H)-one; /
6-(cis-2-Amino-3,3-difluorocyclohexylamino)-4 -(ff-(diﬂuoromethyl)— 1 H-pyrazol-
4-yl)-7-fluoro-1 H—pyrrolo[3,4-c]pyridin}(2H)-onc;
6-(cis-2-amino-3 ,3-diﬂuorocyclohexylamino)f{-( 1-cyclopropyl-1H-pyrazol-4-yl)-
7-fluoro-1H-pyrrolo[3,4-c]pyridin-3 "'H)—onc;
(R)-2-(7-Fluoro-4-(1-mcthyl-IH-pyrazol-l})y?)-B-oxo-2,3-dihydro—lH—pyrrolo[3,4-
c]pyridin-6-ylamino)—4-mcthylpc?{tanamidc;
(R)-2-(4-(1-(Difluoromethyl)-1 H-pyra;/ol-4-yl)-7-ﬂuoro—3-oxo-2,3-dihydro-lH-
pyrrolo[3,4-c]pyridin—6-ylamﬁ:o)-4-methylpentanamide;
(R)-2-(4-(1-Cyclopropyl-1H-pyraz /1/-4-yl)—7-f1uoro—3—ox0-2,3-dihydro- 1H-
pyrrolo[3,4-c]pyridin—6-_‘,?amino)—4-methy1pentanamide;
(R)-2-(4-(Benzofuran-3-yl)-7-fluoro-3-0x0-2,3-dihydro-1H-pyrrolo[3,4-c]pyridin-
6-ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-3-ox0-4-( ]})f"razolo[l ,5-a]pyridin-3-yl)-2,3-dihydro-1H-
pyrrolo[3,4-c]pyrj,din-6—ylamino)-4-mcthylpentanamide;

6-((1R,28)-2-Aminocyg,l/ohcxylamino)—7-chloro-4-(m-tolylamino)-1H—pyrrolo[3,4-
c]pyridin-3(2Z /)-onc;

6-((1R,2S)-2—Aminy’cyclohcxylami110)-3-oxo-4-(m-to1y1amino)—2,3-dihydro-1H—
pyrrolo[3,/4/-c]pyridine-7-carbonitrile;

(R)-6-(2-Aminof3-methoxypropylamino)-4-(m-tolylamino)-1H-pyrrolo[3,4-
c]pyrigifn—B(ZH)—one;

(R)-6-(2- Am{no 3-methoxypropylamino)-3-0x0-4-(m-tolylamino)-2,3-dihydro-1H-

py/nolo[’: 4-c]pyridine-7-carbonitrile;
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(R)-6-(2-Amino-3-methoxypropylamino)-7-fluoro-4-(m-tolylamino)-1 /f
pyrrolo[3,4-c]pyridin-3(2H)-onc; /
7-Acryloyl-6-((1R,25)-2-aminocyclohexylamino)-4- (m-tolylammo)d H-
pyrrolo[3,4-c¢]pyridin-3(2H)-onc;
6-((1R,25)-2-Aminocyclohexylamino)-7-iodo-4-(m- tolylammo)/ 1 H-pyrrolo|3,4-
¢]pyridin-3(2H)-ong; /
6-((1R,25)-2-Aminocyclohexylamino)-7-(1H-pyrazol-4-yl)-4-(m-tolylamino)-1H-
pyrrolo[3,4-clpyridin-3(2H)-one; ’
6-(cis-2-Amino-3,3-difluorocyclohexylamino)-4-(im- lol)yémmo) 1H-pyrrolo[3,4-
c¢]pyridin-3(2H)-one; /
6-((1R,25)-2-Aminocyclohexylamino)-7-(1-methyl- llf;-pyrazol-S-yl)-4-(m-
tolylamino)-1H-pyrrolo[3,4-c]pyridin-3(2H -one;
6—((3R,4R)—3-Aminotetrahydro-2H-pyran-4-ylami/nlo)-4-(m-tolylamino)-lH-
pyrrolo[3,4-c]pyridin-3(2H)-one; /
6-((3R,4R)-4-Aminotetrahydro-2H-pyran—3-yl;\'/mino)-4-(m-toly1amino)-lH-
pyrrolo[3,4-c]pyridin-3(2H)-one; ,//
tert-Butyl (1S,2R)—2-(3—0xo-7—pheny|—4-(»7llolylamino)-2,3-dihydro-lH—
pyrrolo[3,4-c]pyridin-6-ylamino)¢yclohexylcarbamate;
6-((1R,2S)-2-Aminocyclohexylamino)-,Zmethyl—4—(m-tolylamino)-IH—pyrrolo[3,4-
¢]pyridin-3(2H)-ong; /
6-((3R,4R)—3-Aminotclruhydro-2/1—)0/31ran-4-ylamino)-7-ﬂuoro-4-(m—toly1amino)-
lH—pyrr010[3,4-c]pyridin-;i'/(.'lH)-onc;
6-((1R,2.5)-2-Aminocyclohexyl 7:41in0)-7-methy1-4-(1 -methyl-1H-pyrazol-4-yl)-
1H—pyrrolo[3,4-c]pyri</ﬂn-3(2H)—one;
(R)-6-(2-Amino-3-mcthoxypf/opylamino)-4-(1-methyl-1H-pyrazol-4-y1)-lH-
pyrmlo[s,zt-c]pyridﬁ;-.z(zﬂ)-one;
6-((3R,4R)—3-Aminotctrah’&dro-2H—pyran—4-ylarnino)-7-ﬂuoro-4-(pyrazolo[l ,5-
a]pyridin—3-y1)~l/ H-pyrrolo[3,4-c]pyridin-3(2H)-onc;
6-((3R,4R)—3-Aminok/t/rahydro-2H-pyran-4-ylamino)-4-(1-(diﬂuoromethyl)-lH-
pyrazol-4-yl)-7-fluoro-1H-pyrrolo[3,4-c]pyridin-3(2H)-one;
6-((3R4R)-3 Ami/otctmhydro 2H-pyran-4-ylamino)-4-(benzofuran-3-yl)-7-

fluoro- Iif pyrrolo[3,4-c]pyridin-3(2H)-one;
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pyrrolo[3,4-c]pyridin-3(2H)-onc;
(8)-6-(3-Aminopiperidin-1-yl)-7-fluoro-4-(1-methyl-1H-pyrazol-4-y
pyrrolo[3,4-c]pyridin-3(2H)-onc;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(1-isopropyl-1/
1 H-pyrrolo[3,4-¢c]pyridin-3(2H)-one;
7-Fluoro-4,6-bis(1-methyl-1H-pyrazol-4-yl)-1H-pyrrolo[3.4-¢fpyridin-3(2 H)-one;
6-((1R,2S5)-2-Aminocyclohexylamino)-7-bromo-4-(1 -methy)/l H-pyrazol-4-yl)-1H-
pyrrolo[3,4-c]pyridin-3(2H)-one; /
2-((1R,25)-2-Aminocyclohexylamino)-4-(1 -(4-ﬂuorophc;t'n/yl)-1H—pyrazol-4-yl)-
6,7-dihydro-5H-pyrrolo[3,4-d]pyrimidin-5-one;y
(R)-6-(2-Amino-3-methoxypropylamino)—?-ﬂ1101'0—47/1 -methyl-1H-pyrazol-4-yl)-
1H-pyrrolo[3,4-c]pyridin-3(2H)-one; /
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamiho)-7-fluoro-4-(thiophen-3-yl)-
1H-pyrrolo[3,4-c]pyridin-3(2H)-one; ’//
6-((3R,4R)—3—Aminotetrahydr0—2H-pyran-4-ylé/mino)—7—ﬂuor0-4-(4-
methylthiophen-2-yl)-1H-pyrrolo[3 ,ﬂ'f(:]pyridin—B (2H)-oneg;
6-((1R,2S)-2—Aminocyclohexylamino)-7-f}{1/oro-4-(4-methylthiophen-2-yl)- 1H-
pyrrolo[3,4-c]pyridin-3 (2H)-one‘//
6-((1R,2S)—2-Aminocyclohcxylami110)7/7/ -fluoro-4-(thiophen-3-yl)-1H-pyrrolo[3,4-
c]pyridin-3(2H)-one;
(R)-2-(7-Fluoro-4-(1-methyl-1 H-pyfazol-4-yl)-3-ox0-2,3-dihydro-1H-pyrrolo[3,4-
c]pyridin-é-ylamino)—N.47éimclhylpcntanamidc;
6-(( lR,2S)-2~Aminocyclohcxyl?’fnino)-7—ﬂuoro-4-(5-methylthiophen-Z-yl)- 1H-
pyrrolo[3,4—c]pyridin-/“(tZH)-onc;
(R)-2-(7-Fluoro-4—(4-methy}(hiophcn-2-y1)-3-oxo-2,3-dihydro-1H—pyrrolo[3,4-
¢]pyridin-6-ylamir 6-4-methy1pentanamidc;
(R)-2-(7-Fluoro-3-oxo-4/(thiophen-3-yl)-2,3-dihydro-1H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-mcyh/yl pentanamide;
(R)—2—(7—F1uoro-4-(5/i/ncthylthiophcn-2—yl)-3 -0x0-2,3-dihydro-1H-pyrrolo[3,4-

¢]pyridin -67§'1amino)-4-mcthylpentanamide;

/ 260



WO 2011/079051 PCT/US2010/061146
K-5002-WO
6-((1R,25)-2-Aminocyclohexylamino)-4-(2-aminothiazol-5-yl)-7-fl uoro// 1H-
pyrrolo[3 4-clpyridin-3(2H)-one; /
(R)-2-(7-Fluoro-4-(furan-2-yl)-3-oxo0-2,3-dihydro-1 H-pyrrolo[3,4-c] /yridin-()—
ylamino)-4-methylpentanamide;
(R)-2-(7-Fluoro-4-(furan-3-yl)-3-0x0-2,3-dihydro-1H-pyrrolo[3,
ylamino)-4-methylpentanamide; ,
(R)-2-(7-Fluoro-4-(furan-2-yl)-3-ox0-2,3-dihydro-1 H-pyrrol7(3,4—c] pyridin-6-
ylamino)-4-methylpentanamide;

(R)-2-(4-(5-Cyanothiophcn-2-yl)-7—ﬂuoro-3-0xo-2,3-dih¥(/1ro— 1H-pyrrolo[3,4-

-c]pyridin-6-

c]pyridin-6-ylamino)-4-methylpentanamide; ~ /
(R)-2-(4-(4-Cyanothiophen-2-yl)-7-fluoro-3-ox0-2,3 -}j{ hydro-1H-pyrrolo[3,4-
¢]pyridin-6-ylamino)-4-methylpentanamide;
(R)-2-(7-F luoro-3-0xo—4-(thiazol-5-y1)—2,3-dihydr% H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide; ;
(R)-2-(7-Fluoro-4-(isothiazol-5-y1)-3-0x0-2,3 7! thydro-1H-pyrrolo[3,4-c]pyridin-6-
ylamino)-4-methylpentanamide; !
6-((1R,25)-2-Aminocyclohexylamino)-7-flyoro-1,1-dimethyl-4-(1-methyl-1H-
idin-3(2H)-one;
uoro-4-(1-methyl-1H-pyrazol-3-yl)-1H-

pyrazol-4-yl)-1H-pyrrolo[3,4-c]p
((1R,28)-2-Aminocyclohexylamino)-7-
pyrrolo[3,4-c]pyridin—3(2H)—0ﬂ/c;
6-((1R,2S)-2—Aminocyclohcxylami?c’;)-7—ﬂuoro-4-(2-methylthiazol-S-yl)—lH-
pyrrolo[3,4-c]pyridin-3( 27)-0110;
6-((3R,4R)-3—Aminotctrahydro-;",H—pyran-4-y1amino)-7-ﬂuoro-4-(5-
methylthiophen-2-yl)- !/il-pyrrolo[3,4-c]pyridin—3 (2H)-one;
6-((1R,25)-2-Aminocyclohcy§lamino)—?-ﬂuoro- I-methyl-4-(1-methyl-1H-pyrazol-
4-yl)—1H-pyrrolo[37A-c]pyridin—B(ZH)-one;
(R)-2-(7-F1uoro-3-oxo-4;{thiophcn-2—y1)-2,3-dihydro—1H—pyrr010[3,4-c]pyridin—6-
ylamino)-4-mctﬁ/ylpentanamide;
6-((3R,4R)-3-Aminol;%rahydm-2H-pyran-4-ylamino)—7-ﬂuoro-4-(thiophen—2-yl)-
1H-pyrrolo[},4-c]pyridin-3(2H)-one;
6-((3R 4R)-3-Aminotetrahydro-2H-pyran-4-ylamino)-7-fluoro-4-(thiazol-5-yl)-1H-
pyrrolo[;/,4—0]pyridin-3(2H)-one;
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6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(thiophen-2-yl)-1/7- pyﬂolo[3 4-
¢]pyridin-3(2H)-one; /
6-((3R,4R)-3-Aminotetrahydro-2 H-pyran-4-ylamino)-7-fluoro-4-(4- ’1/’
(trifluoromethyl)-1H-imidazol-1-yl)-1H-pyrrolo[3, 4-c]pyridj41—3(2H) -one;
6-((1R,25)-2-Aminocyclohexylamino)-7-fluoro-4-(4-methyl- lH-lymdazol 1-yl)-
1H-pyrrolo[3,4-c]pyridin-3(2H)-one; /
6-((3R,4R)-3-Aminotetrahydro-2H-pyran-4-ylamino)-7- ﬂuoroffl -(3-
methylisothiazol-5-yl)-1H-pyrrolo[3,4-c]pyridin-3( 217!)-onc.
6-((3R,4R)—3-Aminotetrahydro-2H-pyran-4-ylamino)—7-ﬂuﬁ)ﬁro-4-(2-mcthylthiazol-
5-yl)-1H-pyrrolo[3,4-clpyridin-3(2H)-one;
(R)—2—(7-F1uoro-4-(2-mcthy1thiazol-5-y1)-3-oxo-2,3—dik}§;dro-1H—pyrrolo[3,4-
c]pyridin-6-ylamino)-4-methylpentanamide; /‘
6-((3R,4R)—3-Aminotctruhydro-2l-1—pyran-4-ylamin9‘5-4-(5-chlorothiophcn-2-yl)-7—
ﬂuoro—1H—pyrrolo[3,4-c]pyridin-3(2H)-011¢'§
6-((3R,4AR)-3 -Aminotetrahydro-2H-pyran-4-ylam‘/i no)-4-(1-cyclopropyl-1H-
pyrazol-4-yl)-7-fluoro-1H—pyrr010[3,4-1¢-/]pyridin-3(2H)-one;
a stereoisomer of any of the aforementioned compou‘i%ds: and
a pharmaceutically acceptable salt of any of the afgrementioned compounds or

stereoisomers. /

'

33. A pharmaceutical composition compri;(in g
a compound or pharmaceutically acc{éptable salt as defined in any one of claims 1
to 32; and :

a pharmaceutically acceptable ex¢ipient.

34. A use of a compound or phurmﬁccutically acceptable salt as defined in any one of

claims 1 to 32, as a medicament.

35. A uscofacompound or ph/armacculically acceptable salt as defined in any one of
/ .
claims 1 to 32, for the manufactire of a medicament for the treatment of a discase or

condition for which a SYK m;nbnor 18 indicated.
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36. A method of treating a disease or condition in a subject for which a SY)( inhibitor
/
i8 indicated, the method comprising administering to the subject an effective /Amounl of a

compound or pharmaceutically acceptable salt as defined in any one of cla}'fns 1 to 32.
/

37. A method of treating a discase or condition in a subject, the method comprising
administering to the subject an effective amount of a compound or ph}z‘rmacculically
acceptable salt as defined in any one of claims 1 to 32, wherein the ?{scasc or condition is
selected from allergic rhinitis, allergic asthma, atopic dermatitis, r/!z”cmnmatoi d arthritis,
multiple sclerosis, systemic lupus erythematosus, psoriasis, imn}ﬁ"nc thrombocytopenic
purpura, inflammatory bowel disease, chronic obstructive plllr}t6|1ary disease, and
thrombosis. ,/'/

/
38. A method of treating a discasc or condition in a sx}t;jcct, the method comprising
administering to the subject an effective amount of a coyﬁpound or pharmaceutically
acceptable salt as defined in any one of claims 1 to 32/"'vwherein the disease or condition is

selected from a hematological malignancy and an cp{thelial cancer.

39. A mcthod according to claim 38, whcrcinjhc hematological malignancy is sclected
from acute myeloid leukemia, B-cell chronic l};ﬁﬂphocytic leukemia, B-cell lymphoma,
and T-cell lymphoma. ,

40. A method according to claim 38, wherein the epithelial cancer is selected from

/
lung cancer, pancreatic cancer, and colon cancer.

4l. A combination of an effectivesmount of a compound or pharmaceutically
acceptable salt as defined in any oxlc"'of claims 1 to 32, and at lcast one additional
/

pharmacologically active agent. ’/
42. A combination accord n/;{g to claim 41, wherein the additional pharmacologically
active agent is a DMARD. /"
/
43. A combination acgérding to claim 42, wherein the DMARD is methotrexate.
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