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CLAIMS

We claim:

1. A compound of Formula (I):

or a pharmaceutically acceptable salt thereof, wherein:
R; is hydrogen or (C;-Cg)alkyl;

R; is optionally substituted 5-6 membered heteroaryly
phenyl ring A is optionally substituted; and

R, is selected from (Cq-Cg)alkyl, (C,-Ce)alkeryl, and (C,-Ce)alkynyl, each of which
may be optionally substituted with one or more gpdups selected from -C(=0)OR?, -
C(=0)NR'R", -C(=0)R? -C(=NORR", -C(=lYR*)NR"R’, -NR’C(=0)NR"R", -NR'C(=O)R",
NR*C(=NR®)NR’R®, -NR*C(=0)0OR" -OCEO)NR*R?, -OC(=0)R? -OC(=0)OR?, -S(O)o.
3R?, -SO,NRR®, -NR’SO,R", -NR*SO,)R°R®, and -P(=0)OR"OR®, wherein each R and R”
are independently hydrogen or (C;-Cdalkyl;

provided that the compougd of Formula I is not 2-(8-(6-aminopyridin-3-yI)-1-methyl-
6-(4-(trifluoromethyl)phenyl) AH-benzo[clisoxazolo[4,5-¢]azepin-4-yl)acetamide, 2-(8-(6-
aminopyridin-3-yl)-6-(4-chforophenyl)-1-methyl-4H-benzo[ c]isoxazolo[4,5-¢]azepin-4-
yl)acctamide, or 2-(8-(6/aminopyridin-3-yl)-6-(4-fluorophenyl)-1-methyl-4H-

benzo[clisoxazolo[4,8-e]azepin-4-yl)acetamide, or a pharmaceutically acceptable salt thereof.
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or a pharmaceutically acceptable salt thereof, whereip phenyl ring A is optionally substituted.
4. The compound of any one of claims 1 tg 3, wherein phenyl ring A is optionally
substituted with one or more groups repres
halogen, (C;-Cs)alkoxy, (C,-Cg)haloalkggy, (C;-Cg)alkyl, (C1-Cg)haloalkyl, ~-CN, -NO,, -OH,
-NR°R?, -S(O)R®, -NR°S(0),R", -S(QLNRRE, -C(=0)OR’, -OC(=0)OR°, -C(=S)OR",
-O(C=8)R", -C(=0)NR°R®, -NR°CFEO)R", -C(=S)NR‘R", -NR‘C(=S)R®, -NR*(C=0)OR",
-O(C=0)NRR’, -NR*(C=S)0OR/, -O(C=S)NR‘R", -NR(C=0)NRR", -NR(C=S)NRR®,
-C(=S)R®, and -C(=0O)R®; and wherein each R°is independently hydrogen or (C;-Cg)alkyl.

ted by Rs, wherein Rs is selected from hydrogen,

5. The compoung/of any one of claims 1 to 4, wherein the compound is of Formula (V),
(VI), or (VID):
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Rs v);

or a pharmaceutically acceptable salt thereof,

6. The compound of any one of clfims 1 to 5, wherein Rj is selected from optionally

substituted pyridinyl, optionally subgtituted pyrazolyl, and optionally substituted oxadiazolyl.

7. The compound of any/6ne of claims 1 to 6, wherein R, is selected from pyridinyl,
pyrazolyl, and oxadiazolyl/cach of which are substituted with one or more groups sclected

7 (Cq1-Cg)alkoxy, (C;-Cg)haloalkoxy, (C;-Ce)alkyl, (C1-Ce)haloalkyl, -
CN, -NO,, -OH, -NR'R?, -S(0);R®, -NR°S(0)2R", -S(0):NR°R, -C(=0)OR", -OC(=0)OR",
-C(=S)OR’, -O(GES)R, -C(=0)NR°R®, -NR°C(=0)R", -C(=S)NR°R’, -NRC(=S)R",
-NR(C=0)0K’, -O(C=0)NRR", -NR*(C=S)OR", -O(C=S)NRR’, -NR(C=0)NR°R",
-NR*(C=S)NR°R’, -C(=S)R®, and -C(=0)R’; and wherein each R°is independently hydrogen
or (Cy-s)alkyl.

from hydrogen, haloge

The compound of any one of claims 1 to 7, wherein R; is alkyl; Ry is selected from

pyridinyl, pyrazolyl, and oxadiazolyl, each of which are substituted with one or more groups
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sclected from (C;-Cg)alkoxy, (Ci-Ce)haloalkoxy, (C;-Ce)alkyl, (C1-Cs)haloalkyl, halo,
hydroxyl, cyano, -NI(C;-Cg)alkyl, -NI,, -N(Cq-Cg)alkyly, -C(=0)OR®, -OC(=0)OR°, and -
C(=0)R"; and R; is selected from (C;-Cg)alkoxy, (C;-Ce)haloalkoxy, (Cq-Cgalkyl, (Cy-
Ce)haloalkyl, halo, hydroxyl, cyano, -NH(C;-Cg)alkyl, -NHa, -N(C;-Cg)alkyly, -C(=0)OF/, -
OC(=0)OR®, and -C(=0O)R".

9. The compound of any one of claims 1 to 8, wherein R; is methyl; R; is gélected from
pyridinyl, pyrazolyl, and oxadiazolyl, each of which are substituted with one/4r more groups
selected from (Ci-Cg)alkoxy, (C1-Ce)haloalkoxy, (Ci-Ce)alkyl, (C1-Ce)hajdalkyl, and halo;
and Rgs is selected from (C1-Cg)alkoxy, (C;-Ce)haloalkoxy, (Cq-Celalkyl, (C;-Ce)haloalkyl,

and halo.
10.  The compound of any one of claims 1 to 9, wherein B4 is methyl; R, is selected from

pyridinyl, pyrazolyl, and oxadiazolyl, each of which are ggftionally substituted with (C;-
Ce)alkyl; and Rs is halo.

11.  The compound of any one of claims 1 t¢/10, wherein the compound is of a formula

selected from:




WO 2013/184876 PCT/US2013/044444

or a pharmaccutically acceptable salt thereof.

12. A compound that is of the formula:

or a pharmaceutically acceptable sa}f thereof.

14. A pharmaceutical copiposition comprising: i) a pharmaceutically acceptable carrier or
diluent; and ii) the compgand in any one of claims 1-13; or a pharmaceutically acceptable salt
thereof.

15. A method of trealing a human with a disorder modulated by a bromodomain-
containing pypétein, comprising the step of administering to the human an effective amount of

the compgfind in any one of claims 1-13, or a pharmaceutically acceptable salt thereof.

16.

Hisease, sepsis, autoimmune disease, or viral infection.

The method of claim 15, wherein the disorder is a proliferative disorder, inflammatory
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17.  The method of claim 16, wherein the proliferative disorder is a cancer selected from
adcnocarcinoma, hematological malignancies, adult T-cell lecukemia/lymphoma, bladder
cancer, blastoma, bone cancer, breast cancer, brain cancer, carcinoma, myeloid sarcoma,
cervical cancer, colorectal cancer, esophageal cancer, gastrointestinal cancer, glioblaston
multiforme, glioma, gallbladder cancer, gastric cancer, head and neck cancer, Hodgkiy's
lymphoma, non-Hodgkin’s lymphoma, intestinal cancer, kidney cancer, laryngeal ¢dncer,
leukemia, lung cancer, lymphoma, liver cancer, small cell lung cancer, non-sma} cell lung
cancer, mesothelioma, multiple myeloma, ocular cancer, optic nerve tumor, gfal cancer,
ovarian cancer, pituitary tumor, primary central nervous system lymphomy, prostate cancer,
pancreatic cancer, pharyngeal cancer, renal cell carcinoma, rectal cancgf, sarcoma, skin
cancer, spinal tumor, small intestine cancer, stomach cancer, T-cell }ymphoma, testicular
cancer, thyroid cancer, throat cancer, urogenital cancer, urotheligh carcinoma, uterine cancer,

vaginal cancer, or Wilms’ tumor.
18.  The method of claim 17, wherein the cancer is s¢lected from Burkitt’s lymphoma,

myelognous leukemia, hematological malignancies, fultiple myeloma, breast cancer,

osteosarcoma, ovarian cancer, lung cance, and colOrectal cancer.

19.  The method of claim 18, wherein tife cancer is acute myelognous leukemia or

Burkitt’s lymphoma.

20.  The compound of any ope of claims 1 to 13, wherein all hydrogen atoms are present

at natural abundance.
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CLAIMS

1. A compound of Formula (I):

or a pharmaceutically acceptable salt thereof, wherein:

R is methyl;

R, is selected from pyridinyl, pyrazolyl, and oxadiazolyl, each of which are
substituted with one or more groups selected from (C,-Cg)alkoxy, (C,-Ce)haloalkoxy, (C;-
Ce)alkyl, (C,-Ce)haloalkyl, and halo;

R; is selected from (C;-Cgalkoxy, (C-Cg)haloalkoxy, (C;-Ce)alkyl, (C1-Cs)haloalkyl,
and halo;

phenyl ring A is optionally substituted with one or more groups represented by R;
and

Ry is selected from (C;-Cglalkyl, (C,-Celalkenyl, and (C»-Ce)alkynyl, each of which
may be optionally substituted with one or more groups selected from -C(=0)OR?, -
C(=0)NR'R?, -C(=0)R?, -C(=NOR"RP, -C(=NR*NR"R?, -NR'C(=O)NRR*, -NR*C(=O)R",
-NR*C(=NR")NR‘R", -NR*C(=0)OR® -OC(=0)NR*R?, -OC(=0)R* -OC(=0)OR?, -S(O)o.
3R?, -SO,NR'R®, -NR'SO:R’, -NR'SO:NR"R?, and -P(=0)OR'OR®, wherein each R* and R®
are independently hydrogen or (C;-Cg)alkyl.

2. The compound of claim 1, wherein Ry is selected from -CH,C(=0)OR?,
-CH2C(=0)NR*R®, and -CH,C(=O)R".

3. The compound of claim 1 or 2, wherein the compound is of Formula (II), (III), or
av).
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or a pharmaceutically acceptable salt thereof, wherein phenyl ring A is optionally substituted

with one or more groups represented by Ra.

4, The compound of any one of claims 1 to 3, wherein the compound is of Formula (V),
(VI), or (VID):
R1 N R1 N
~ 0 o e
) L
RZ /N R2 /N
Rs V) Rs (VT); or
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Rs (VID),

or a pharmaceutically acceptable salt thereof.

5. The compound of any one of claims 1 to 4, wherein R is methyl; R, is selected from
pyridinyl, pyrazolyl, and oxadiazolyl, each of which are optionally substituted with (C;-
Ce)alkyl; and R is halo.

6. The compound of any one of claims 1 to 5, wherein the compound is of a formula

selected from:

NH,

NH,

cl ; and

or a pharmaceutically acceptable salt thereof.
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7. The compound of claim 1, wherein the compound is of the formula:

or a pharmaceutically acceptable salt thereof.

8. The compound of claim 7, wherein the compound is of the formula:

or a pharmaceutically acceptable salt thereof.

9. The compound of any one of claims 1 to 8, wherein all hydrogen atoms are present at

natural abundance.

10. A pharmaceutical composition comprising: i) a pharmaceutically acceptable carrier or
diluent; and ii) the compound in any one of claims 1-9; or a pharmaceutically acceptable salt

thereof.
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