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Claims

What is claimed is:

1. A method for treating prostate cancer comprising administrating to a subject
in need thereof a BET bromodomain inhibitor selected from 1-benzyl-6-{3,5-dimethylisoxazol-
4-yl}-N-methyl-1H-imidazol4,5-bipyridin-2-amine {Compound 1}, L-benzyl-6-(3,5-
dimethylisoxazol-4-yi}-1H-imidazo[4,5-blpyridin-2-amine, and pharmaceuticaily acceptable
salts/co-crystals thereof, with a second therapeutic agent.

2. The method of claim 1, wherein the BET bromodomain inhibitor is Compound

3. The method of claim 1 or claim 2, wherein the BET bromodomain inhibitor is
the mesylate salt/co-crystal of Compound | Form L

4, The method according to any one of claims 1 to 3, wherein the second
therapeutic agent is an androgen receptor antagonist.

5. The method according to any one of claims 1 to 3, wherein the second
therapeutic agent is an androgen synthesis inhibitor.

6. The method according to any one of claims 1 to 3, wherein the second
therapeutic agent is enzalutamide.

7. The method according to any one of claims 1 to 3, wherein the second
therapeutic agent is apalutamide.

8. The method according to any one of claims 1 to 3, wherein the second
therapeutic agent is abiraterone.

g, The method according to any one of claims 1 to 7, wherein the prostate cancer
is castration-resistant prostate cancer or metastatic castration-resistant prostate cancer.

10. The method according to any one of claims 1 to 8, wherein the subject

previously has been treated with a prostate cancer therapy.
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11. The method according to claim 8, wherein the prostate cancer therapy is an
androgen-deprivation therapy.

12. The method according to any one of claims 1 to 9, wherein the subject
praviously has shown disease progression on androgen-deprivation therapy.

13. The method according to any one of claims 1 to 10, wherein the subject has
not previously been treated with androgen-deprivation therapy.

i4. A method according to claim 11 or claim 12, wherein the androgen-
deprivation therapy is enzalutamide, apalutamide, or abiraterone.

15. The method according to claim 1, wherein a compound selected from 1-
benzyl-6-(3,5-dimethylisoxazol-4-yl}-N-methyl-1H-imidazol4,5-blpyridin-2-amine (Compound 1}
and 1-benzyl-6-(3,5-dimethylisoxazol-4-yl}-1H-imidazol4,5-blpyridin-2-amine and
pharmaceutically acceptable salts or co-crystals thereof, is dosed with a androgen deprivation
therapy without resulting in thrombocytopenia as a dose-limiting toxicity.

16. The method of claim 15, wherein the androgen-deprivation therapy is
enzalutamide, apalutamide, darolutamide, or abiraterone.

17. The method according to any of claims 1-9, wherein the subject has an
activation of the ETS transcription factor family, either through activating mutations and/or
transiocations, including TMPRSS2-ERG, SLC4A5A3-ERG, NDRGIL-ERG, DUX4-ERG, ELF4-ERG,
ELK4-ERG, BZWIZ-ERG, CIDEC-ERG, DYRKIA-ERG, EWSRI-ERG, FUS-ERG, GMPR-ERG, HERPUDI-
ERG, KCNI6-ERG, ZNRF3-ERG, ETS2-ERG, ETVI-ERG, HNRNPH1-ERG, PAKI-ERG, PRKABZ-ERG,
SMGE-ERG, SLC45A3-FLIL, TMPRSSZ2-ETVL, SLC45A3-ETVE, FOXPL1-ETVL, EST14-ETV], HERVK17-
ETV1, ERVK-24-ETV1, CI50RF21-ETV, HNRPAZBI-ETV], ACSL3-ETV], ORS1E2-ETV], ETV]
S100R, RBMZ5-ETVE, ACPP-ETVI, BMPRIB- ETVI, CANTI- ETVL, EROIA-ETVY, CPEDI-ETV],
HMGN2P46-ETV1, HNRNPAZBI-ETVI, SMGG-ETVL, FUBPI-ETV1, KLK2-ETVL, MIPOLL- ETV,

SLC30A4-ETVI, EWSRI-ETVL, TMPRSSZ-ETV4, KLK2-ETV4, CANTL-ETV4, DDX5-ETV4, UBTE-
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ETV4, DHXE-LTV4, CCL16-ETV4, EDH3-ETV4, EWSR1-ETV4, SLCASA3-ETVS, UBTF-ETV4, XPO7-
ETV4, TMPRSSZ-ETVYS, SLCA5A3-ETVS, ACTNA- ETVS, EPGS- ETVS, LOCZB4888-£TV5, RNF213-
ETVS, SLC45A3-ELR4.

18. The method according to any of claims 1-9, wheresin the subject has a spike in

PSA either at 4 weeks or 8 weeks of treatment.
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