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What is claimed is:

1. A compound of formula (I):
O O
NH
N 0
X R2
R0 ’
)

or a pharmaceutically acceptable salt, solvate or stereoisomer thereof,

X is C=0 or CH,;

R'is-Y-RY;

R? is H or (C;-Ce)alkyl;

Y is: 6to 10 membered aryl, heteroaryl or heterocycle, cacl of which may be optionally
substituted with one or more halogen; or a bond;

R’ is: «(CHy),-aryl, -O-(CH,)z-aryl or -(CH,),-O-aryl

substituted with one or more: (C;-

herein the aryl is optionally
alkyl, itself optionally substituted with
one or more halogen; (Ci-Cs )alkoXy, itself substituted with one or more

halogen; oxo; amino; carbox yl/ cyano; hydroxyl; halogen; deuterium; 6 to 10

membered aryl or heteroaryl, optionally substituted with one or more
(Ci-Co)alkyl, (C;-Ce)alkgxy or halogen; -CONH,; or -COO-(C,-Cg)alkyl,
wherein the alkyl ma

-(CHa)p-heterocycle, -O-(

¢ optionally substituted with one or more halogen,
2)n-heterocycle or -(CHy),-O-heterocycle, wherein the
heterocycle 1s optionally substituted with one or more: (C;-Cq)alkyl, itself
optionally supstituted with one or more halogen; (C,-Cs)alkoxy, itself

substitute¢ with one or more halogen; oxe; amino; carboxyl; cyano;

2)n-heteroaryl, -O-(CHy)p-heteroaryl or -(CHy),-O-heteroaryl, wherein the
heteroaryl is optionally substituted with one or more: (C;-Cg)alkyl, itself
optionally substituted with one or more halogen; (C,-C¢)alkoxy, itself

substituted with one or more halogen; oxo; amino; carboxyl; cyano;




hvdrnyvl halnoen deuterium,;-6-to-10
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3

optionally substituted with onie or more (C;-Ce)alkyl, (C;-Cs)alkoxy or
halogen; -CONHy; or -COO-(C;-Cg)alkyl, wherein the alkyl may be
optionally substituted with one or more halogen; and
nis 0,1, 2or 3.
2. The compound of claim 1, wherein X 1s CH,.

3. The compound of claim 1, wherein Y is phenyl, and R is (CHy )4

heterocycle.

4. The compound of claim 1, wherein Y is heteroaryl, and R* £ -(CHy),-
heterocycle.

5. The compound of claim 1, wherein Y is a bond.

6. The compound of claim 1, wherein Y is a bond, angd R is -(CHy)y-

heterocycle or ~(CHj),-heteroaryl.

7. The compound of claim 1, which is:
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or a pharmacgutically acceptable salt, solvate or stereoisomer thereof.
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A compound-of-formuta(t)-

or a pharmaceutically acceptable salt, solvate or stereoisomer thereof, avherein:

X 18 CHy or C=0;

R®, R® and R are cach independently hydrogen, halogen, nitro, catbamoyl, amino, -SO,R®,
-CONR’R?, +(C,-Ce)alkyl or -(C;-Cg)alkoxy, said alky}/or alkoxy may be optionally
substituted with one or more halogen, amino, hydroxyl, or NR°R';

R is: (C;-Cgalkyl, optionally substituted with (C,-Cg)alkyl or (C4-Cyo)aryl; amino,
optionally substituted with (C;-Cg)alkyl or (Ce-Cho)aryl; or 6 to 10 membered
heterocycle, optionally substituted with (C,-Cg)alkyl or (Cs-Cio)aryl;

R’ and R'° are cach independently hydrogen, 6 to 10 membered aryl, -COO-(C;-Cyg)alkyl,
«(C¢-Co)alkyl-CHO, -(C¢-Ce)alkyl-COOH (Co-Ce)alkyl-NRO R, ~(Cy-Co)alkyl-(5
to 10 membered heterocycle), -(C1-Cq lkyI-OH, -(C1-Ce)alkyl-O-~(C,-Co)alkyl,
(C1-Ce)alkyl, or (Cs-Cs)eycloalkyl; of

R’ and R' together may form an optional}y substituted 5 to 6 membered ring containing
one or more heteroatoms; and

R® and R' are each independently 1 drogen or (C;-Ce)alkyl;

with the proviso that all of R°-R’ GAnnot be hydrogen; and

with the proviso that if one of RJR” is hydrogen and the remaining two of R*-R’ are both
chloride, then the two chloridg atoms cannot be on 3 and 4 position of the phenyl ring.
11.  The compoutid of claim 10, wherein one of R°>-R” is hydrogen, and the
remaining two of R° -R” gfe each independently halogen, (C-Cg)alkoxy or (C,-Cg)alcyl.
12.  The comdpound of claim 10, wherein two of R’-R” are hydrogen and the
remaining one of R°/R” is halogen, (C;-Cg)alkoxy or (C;-Ce)alkyl.

13.  Th¢ compound of claim 10, which is:
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14. A compound of formula (IV):
R R

NS 0

LJ

N

or a pharmaceutically acceptable salt, solvate or sfereoisomer thereof, wherein:

XisNorC;

Y is CH; or C=0;

R'! and R" are each independently hydrogén, -(C,-Cg)alkyl,
-(C1-Ce)alkyl-(C3-Cg)cycloalkyl/~(C,-Co)alkoxy, -(Ce-Cyg)aryl, -CO(C;-Cy)alkyl,
-CO(Cs-Cs)cycloalkyl, -CO(C4-Cip)aryl, -COO(C,-Ce)alkyl, halogen, hydroxyl, oxo,
3 to 10 membered heterocygle, 6 to 10 membered heteroaryl, -NHCO(C,-Cg)alkyl,
-(CHz)n-phenyl, -SO»(C1,Ls)alkyl, -SO»(Cs-Ce)cycloalkyl, -SO»(Ce-Cyp)aryl or
-NR''R"’, wherein the 4lkyl, aryl or heteroaryl portion of each of the groups may be
optionally substituted with one or more halogen, hydroxy! or -(C;-Cs)alkoxy;

R" is hydrogen or -(C;-Cfalkyl;

R'* and R" are each independently hydrogen or -(C,-Cg)alkyl; and

nisQ, 1,2 or 3.
15. The/compound of claim 14, wherein X is N.
16. The compound of claim 14, wherein Y is CHo.

17. The compound of claim 14, which is:
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18. A compound, which 1s:




pharmacgutically acceptable salt, solvate, or stereoisomer thereof, wherein the disease or

disordér is cancer, a disorder associated with angiogenesis, pain, macular degeneration or a

46,
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——related-syndrome-a-slan-disease-a pulmenary-disorder-an-asbestos—related-disorder—a——

parasitic disease, an immunodeficiency disorder, a CNS disorder, CNS injury,

atherosclerosis or a related disorder, dysfunctional sleep or a related disorder, an infectjous

disease, hemoglobinopathy or a related disorder, or a TNFa related disorder.
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' What is claimed is:

1. A compound of formula (I):
O O
NH
N o
X R2
R._O ’
@

or a pharmaceutically acceptable salt or stereoisomer thereof, for use in treating, managing, or

preventing a disease or disorder, wherein the disease or disorder is cancer, a disorder associated

with angiogenesis, pain, macular degeneration or a related syndrome, a skin disease, a

pulmonary disorder, an asbestos-related disorder, a parasitic disease, an immunodeficiency

disorder, a CNS disorder, CNS injury, atherosclerosis or a related disorder, dysfunctional sleep
or a related disorder, an infectious disease, hemoglobinopathy or a related disorder, or a TNFa
related disorder.

wherein:

X 1s C=0 or CHy;

R'is -Y-R%;

R? is H or (C;-Cg)alkyl;

Y is: 6 to 10 membered aryl optionally substituted with one or more halogen;

R’ is: -(CHy)p-aryl, -O-(CHa)g-aryl or -(CHa),-O-aryl, wherein the aryl is optionally substituted
with one or more: (C;-Ce)alkyl, itself optionally substituted with one or more halogen;
(C1-Ce)alkoxy, itself substituted with one or more halogen; oxo; amino; carboxyl; cyano;
hydroxyl; halogen; 6 to 10 membered aryl or heteroaryl, optionally substituted with one
or more (C;-Cg)alkyl, (C;-Cs)alkoxy or halogen; -CONHy; or -COO-(C,-Cg)alkyl,
wherein the alkyl may be optionally substituted with one or more halogen;
-(CHa)p-heterocycle, -O-(CHa)p-heterocycle or -(CH,),-O-heterocycle, wherein the
heterocycle is optionally substituted with one or more: (C,;-Cq)alkyl, itself optionally
substituted with one or more halogen; (C;-Cg)alkoxy, itself substituted with one or more
halogen; oxo; amino; carboxyl; cyano; hydroxyl; halogen; 6 to 10 membered aryl or

heteroaryl, optionally substituted with one or more (C;-Cg)alkyl, (C;-Cg)alkoxy or
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halogen; -CONH,; or -COO-(C;-Cg)alkyl, wherein the alkyl may be optionally
substituted with one or more halogen; or

-(CHy)y-heteroaryl, -O-(CHa)y-heteroaryl or -(CH,),-O-heteroaryl, wherein the heteroaryl
is optionally substituted with one or more: (C;-Cq)alkyl, itself optionally substituted with
one or more halogen; (C;-C¢)alkoxy, itself substituted with one or more halogen; oxo;
amino; carboxyl; cyano; hydroxyl; halogen; 6 to 10 membered aryl or heteroaryl,
optionally substituted with one or more (C;-Cg)alkyl, (C,-Ce)alkoxy or halogen;

-CONHp; or -COO-(C,-Cg)alkyl, wherein the alkyl may be optionally substituted with
one or more halogen; and

nis 0,1, 2 or 3.
2. The use of claim 1, wherein X 1s CH,.

3. The use of claim 1, wherein Y is phenyl, and R%is -(CHj)p-heterocycle.
y

4. The use of claim 1, wherein the compound is:
SN N

© o 0 ~ ()/ N‘<\>‘ =0
C j Ny Y 7

~N SR N 17

P as

el O
O/\
Q! £ 94 6“3 -

_o.
[ j e Q H kN] .
Xy :
l\[l 7 ﬂ N =0 (J A J\\"‘Q\
~ ! & O U /*L\/N \___./:o
e O \/)\/O
.0 )
0 0 o
r\ ] \//< \ Q { /O O\

- 464 -



“SO% -




/ (O]
o\\‘f%’ ~ /\ e /“\:»/‘/{\, \>\“ H
HO U L =0
N ~ A/ N
|G
Xy O

O
Z ‘ HoN
\ ] Q Q u / \ 2 Q
N N N N NH
| N =0 N \
y » N e}
\. | ¢
O
N
0 / \N O (0]
N NH () O Q
HoN N =0 N b 5
2 [ N =0
= g N
O O
H,C CH
N _/-CH
i & O O H H,C \-—N3
HCT Ny N /R © Q H
e s e
k@k/ ~ k//\/N °
0 | 5
X
w 0 7\
i H™ “OH 0 =
HEC/( /\N "-CH, /‘\‘v//\ \>—~n B H
L PR ﬁ A AN =0 T | \i N-}\:,}:O
o A N/ -
G g
SN X 0

- 466 -



“L9Y -

7z _\
o= N |
2D S G
% 0o MF
NN
=
474
4
o =

AN
0 0
Q
A
H o o




&S Pk
a< I =o
O
m» o o
SNesSe
= J\,/\Z o
/~ 0]

[}\O
M
b
0 X
oo L 7 orz
oo N A 1&( N
| N
N f\\h& /" ©
| i
-0
ﬂu
E L-F
J=
Z,/ N
] P ] q
N S
_ z\NM/lO
= = /S
]
S _ @]
.0

- 468 -



- 469 -



- 470 -



0 0]

e gy a i
etana 0 GO

XZ*“CQV@N@(D

or a pharmaceutically acceptable salt or stereoisomer thereof.

5. A deuterium-enriched compound of the formula:

D D D
D D DAOL-D
0 0 0 0
D D NH DA <D NH
N D N—i):o N o)
b

or a pharmaceutically acceptable salt or stereoisomer thereof, for use in treating, managing, or
preventing a disease or disorder, wherein the disease or disorder is cancer, a disorder associated
with angiogenesis, pain, macular degeneration or a related syndrome, a skin disease, a
pulmonary disorder, an asbestos-related disorder, a parasitic disease, an immunodeficiency
disorder, a CNS disorder, CNS injury, atherosclerosis or a related disorder, dysfunctional sleep

or a related disorder, an infectious disease, hemoglobinopathy or a related disorder, or a TNFa

related disorder.

6. The compound for use of any one of claims 1-5, wherein the cancer is a cancer of
the skin.

7. The compound for use of claim 6, wherein the cancer of the skin is melanoma.

8. The compound for use of claim 7, wherein the melanoma is metastatic melanoma.
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9. The compound for use of any one of claims 1-5, wherein the cancer is rectal
adenocarcinoma, unresectable colorectal carcinom a, metastatic hepatocellular carcinoma,
peritoneal carcinoma, papillary serous carcinoma, unresectable hepatocellular carcinoma,

papillary thyroid carcinoma, follicular thyroid carcinoma or medullary thyroid carcinoma.

10. The compound for use of any one of claims 1-5, wherein the cancer is Kaposi's
sarcoma, gynecologic sarcoma, soft tissue sarcom a, resected high-risk soft tissue sarcoma or

leiomyosarcoma.

11. The compound for use of any one of claims 1-5, wherein the cancer is a cancer of

the blood or bone marrow.

12. The compound for use of claim 11, wherein the cancer of the blood or bone

marrow is leukemia or lymphoma.

13. The compound for use of claim 12, wherein the leukemia is chronic lymphocytic
leukemia, chronic myelocytic leukemia, acute lymphoblastic leukemia, acute myelogenous

leukemia or acute myeloblastic leukemia.

14, The compound for use of claim 12, wherein the lymphoma is Hodgkin's
lymphoma.

15. The compound for use of claim 12, wherein the lymphoma is Non-Hodgkin's
lymphoma.

16.  The compound for use of claim 15, wherein the Non-Hodgkin's lymphoma is

cutaneous T cell lymphoma, cutaneous B cell lymphoma, diffuse large cell B cell lymphoma,

Waldenstrom's macrogliobineima, mantle cell lymphoma or follicular iymphoma.

17. The compound for use of claim 11, wherein the cancer of the blood or bone

marrow is multiple myeloma, smoldering myeloma or indolent myeloma.

18. The compound for use of claim 11, wherein the cancer of the blood or bone
marrow is a precancerous condition selected from the group consisting of myelodysplastic

syndrome and myeloproliferative disease.
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