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Claims 

1. A combination comprising a glucocorticoid and a compound of formula I or a 

pharmaceutically acceptable salt thereof: 
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2. The combination according to claim 1, wherein the phari)6ceutically acceptable salt of / 
the compound of formula I is the hydrochloride, hydrobromidff hydroiodide, sulfate, bisulfate, 

sulfamate, nitrate, phosphate, citrate, methanesulfonate, triffuoroacetate, glutamate, 

glucuronate, glutarate, malate, maleate, succinate, fumarate, tartrate, tosylate, salicylate, 

lactate, naphthalenesulfonate or acetate. 

3. The combination according to claim 1 oi)Claim 2, wherein the glucocorticoid is selected 

from the group consisting of dexamethasone/fluocinolone acetonide and prednisone. 
/ / 

/ 
4. The combination according to clatfn 1 or claim 2, wherein the glucocorticoid is 

/ 
dexamethasone. / 

ip^tc 5. The combination accordipg to any one of claims 1 to 4, further comprising a proteasome 

inhibitor. / 

/ 
6. The combination according to claim 5, wherein the proteasome inhibitor is selected from 

the group consisting o^ortezomib, carfilzomib, marizomib, delanzomib (CEP-18770), 

oprozomib (ONX 0^2), ixazomib (MLN-9708) and LU-102 or a pharmaceutically acceptable 

salt thereof. 

7. The Combination according to claim 5, wherein the proteasome inhibitor is selected from 

bortezomro, carfilzomib and LU-102. 
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8. The combination according to any one of claims 1 to 7, further comprising one or more/ 

additional pharmaceutically active agents. 

9. The combination according to any one of claims 1 to 8, wherein the compound 

formula I or a pharmaceutically acceptable salt thereof, the glucocorticoid and, if present, the 

proteasome inhibitor are adapted for administration concurrently, sequentially orjsreparately. 

10. The combination according to claim 9, wherein the compound of formula I or a 

pharmaceutically acceptable salt thereof, the glucocorticoid and, if preseptf the proteasome 
inhibitor are adapted for administration concurrently. 

11. The combination according to any one of claims 1 to 10, v^Kerein the molar ratio of 

glucocorticoid to compound of formula I or a pharmaceutically ̂ fcceptable salt thereof in said 

combination is from 1:500 to 500:1. 

12. The combination according to claim 11, whereiryfhe molar ratio of glucocorticoid to 

compound of formula I or a pharmaceutically accept^Dle salt thereof in said combination is from 

1:500 to 1:100. 

13. The combination according to claim l/, wherein the molar ratio of glucocorticoid to 

compound of formula I or a pharmaceutically acceptable salt thereof in said combination is from 
1:300 to 1:100. 

14. The combination accordina/fo claim 11, wherein the molar ratio of glucocorticoid to 

compound of formula I or a pha/maceutically acceptable salt thereof in said combination is from 

1:250 to 1:150. 

15. The combination^ccording to claim 11 comprising the compound of formula I or the 

acetate salt thereof asm dexamethasone, wherein the molar ratio of the dexamethasone to the 

compound of forrmila I or the acetate salt thereof in said combination is from 1:250 to 1:150. 

16. The combination according to any one of claims 1 to 15, wherein the glucocorticoid and 

the compound of formula I or a pharmaceutically acceptable salt thereof is a synergistic 

combination. 

17./ The combination according to any one of claims 1 to 16, further comprising a 

rtoteasome inhibitor wherein the molar ratio of proteasome inhibitor to the compound of formula 
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I or a pharmaceutically acceptable salt thereof to the glucocorticoid in said combination is fiwn 

1:1000:10 to 1000:1:20. 

18. The combination according to claim 17, wherein the molar ratio of proteasome/inhibitor 

to the compound of formula I or a pharmaceutically acceptable salt thereof to the glucocorticoid 

used in said combination is from 1:1000:10 to 1:100:2. 

19. The combination according to claim 17, wherein the molar ratio c sr&teasome inhibitor 
to the compound of formula I or a pharmaceutically acceptable salt there to the glucocorticoid 

used in said combination is from 1:700:4 to 1:400:3. 

20. The combination according to claim 17 comprising a proteasome inhibitor selected from 

bortezomib and carfilzomib, the compound of formula I or the acetate salt thereof and 

dexamethasone, wherein the molar ratio of the proteasomejnhibitor selected from bortezomib 

and carfilzomib to the compound of formula I or the acetql^ salt thereof to dexamethasone in 

said combination is from 1:700:4 to 1:400:3. 

21. The combination according to claim 17 comprising a proteasome inhibitor selected from 

LU-102, the compound of formula I or the acetate salt thereof and dexamethasone, wherein the 

molar ratio of LU-102 to the compound of forjrfula I or the acetate salt thereof to dexamethasone 

in said combination is from 1:3:4 to '\ :0.5:3/ 
/ 

/ 
22. The combination according to any one of claims 17 to 21 comprising a compound of 

/ 
formula I or a pharmaceutically acceptable salt thereof, a glucocorticoid and a proteasome 

/ 
inhibitor, wherein the compound pf formula I or the pharmaceutically acceptable salt thereof, the / 
glucocorticoid and the proteasdme inhibitor are a synergistic combination. 

/ / 
23. A pharmaceutical imposition comprising a pharmaceutically acceptable diluent or 

carrier and a combination according to any one of claims 1 to 22. 
/ 

24. A kit comprising a combination according to any one of claims 1 to 22, and optionally, 

instructions for treating a patient. 

25. The Combination according to any one of claims 1 to 22, composition according to claim 
23 or kit according to claim 24, for use in the treatment of cancer. 
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26. The combination, composition or kit for use according to claim 25, wherein said cancels 
selected from a hematologic cancer and breast cancer. 

27. The combination, composition or kit for use according to claim 26, wherein said/ 
hematologic cancer is selected from multiple myeloma, lymphoma and leukemia. 

28. The combination, composition or kit for use according to claim 27, whererfi said multiple 
myeloma is selected multiple myeloma is selected from active myeloma, plasmacytoma, light 
chain myeloma and non-secretory myeloma. 

29. The combination, composition or kit for use according to claim 27, wherein said 
lymphoma is selected from Hodgkin lymphoma and non-Hodgkin lyrrfphoma. 

30. The combination, composition or kit for use according ta/claim 27, wherein said leukemia 
is selected from acute lymphoblastic leukemia (ALL), chronio-fymphocytic leukemia (CLL), acute 
myeloid leukemia (AML), chronic myeloid leukemia (CMLVnairy cell leukemia (HCL), T-cell 
prolymphocyte leukemia (T-PLL), large granular lymphocytic leukemia and T-cell acute 
lymphoblastic leukemia. / 

31. The combination, composition or kit for use according to claim 26, wherein said breast 
cancer is selected from claudin-low tumors, basal-like tumors, human epidermal growth factor 
receptor 2 (HER2) positive tumors, luminaltumors and luminal B tumors. 

32. The combination, composition or kit for use according to claim 26, wherein said breast 
cancer is a triple-negative breast cancer. 

33. The combination, composition or kit for use according to any one of claims 25 to 32, 
wherein in said treatment the/glucocorticoid, the compound of formula I or a pharmaceutically 
acceptable salt thereof and/if present, the proteasome inhibitor are administered concurrently, 
sequentially or separate)/ 

34. The combination, composition or kit for use according to claim 33, wherein in said 
treatment the glucocorticoid, the compound of formula I or a pharmaceutically acceptable salt 
thereof and, if oresent, the proteasome inhibitor are administered concurrently. 

35. Thexombination, composition or kit for use according to any one of claims 25 to 34, 
wherein/fn said treatment the compound of formula I or a pharmaceutically acceptable salt 
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thereof is administered to the patient in need thereof at a dosage range of 10 to 100 mg/kg 
weight patient. 

36. The combination, composition or kit for use according to claim 35 wherein in sail 

treatment the compound of formula I or a pharmaceutically acceptable salt thereof \S/ 

administered to the patient in need thereof at a dosage range of 40 to 80 mg/kg bpay weight 

patient. / 
/ / 

37. The combination, composition or kit for use according to any one of/Claims 25 to 36, 
wherein in said treatment the glucocorticoid is administered at a dosage/ange of from 0.1 to 1 / 
mg/kg body weight patient. / / 

/ 38. The combination, composition or kit for use according to^raim 37 wherein in said 

treatment the glucocorticoid is administered at a dosage rang^/bf from 0.3 to 0.5 mg/kg body 
weight patient. / 

/ 
/ 

39. The combination, composition or kit for use according to any one of claims claim 25 to 

38, wherein the proteasome inhibitor, if present, is administered to the patient at a dosage range 
/ of 0.01 to 0.3 mg/kg body weight patient. / 

/ / 
40. The combination, composition or kitfqruse according to claim 39, wherein the 

/ 
proteasome inhibitor is administered to the,£atient at a dosage range of 0.05 to 0.15 mg/kg 
body weight patient. 

41. A method of treating cancer/fi a patient in need thereof comprising administering to said 

patient a combination according tetany one of claims 1 to 22, a composition according to claim 

23 or a kit according to claim 24. 

42. The method according to claim 41, wherein said cancer is selected from a hematologic 

cancer and breast canq^r. 
/ / 

43. The method4ccording to claim 42, wherein said hematologic cancer is selected from 

multiple myelom^flymphoma and leukemia. 

44. The Method according to claim 43, wherein said multiple myeloma is selected from 

active myeloma, plasmacytoma, light chain myeloma and non-secretory myeloma. 

/ 
/ 
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45. The method according to claim 43, wherein said lymphoma is selected from Hodgkiry 

lymphoma and non-Hodgkin lymphoma. / 

46. The method according to claim 43, wherein said leukemia is selected from apute 

lymphoblastic leukemia (ALL), chronic lymphocytic leukemia (CLL), acute myeloid/feukemia 

(AML), chronic myeloid leukemia (CML), hairy cell leukemia (HCL), T-cell prolwnphocytic 
leukemia (T-PLL), large granular lymphocytic leukemia and T-cell acute lymofnoblastic leukemia 

47. The method according to claim 42, wherein said breast cancer ^selected from claudin-
low tumors, basal-like tumors, human epidermal growth factor receptor 2 (HER2) positive 

tumors, luminal A tumors and luminal B tumors. / 

48. The method according to claim 42, wherein said breast cancer is selected from a triple 

negative breast cancer. / 

49. The method according to any one of claims 41Uo 48, wherein in said method the 

glucocorticoid, the compound of formula I or a pharaiaceutically acceptable salt thereof and, if 

present, the proteasome inhibitor are administered concurrently, sequentially or separately. 

50. The method according to claim 49, wnerein in said method the glucocorticoid, the 

compound of formula I or a pharmaceutic^ acceptable salt thereof and, if present, the 

proteasome inhibitor are administered concurrently. 

51. The method according to affy one of claims 41 to 50, wherein the compound of formula I 

or a pharmaceutically acceptable salt thereof is administered to the patient in need thereof at a 

dosage range of 10 to 100 nwkg body weight patient. 

52. The method accoraing to claim 51, wherein the compound of formula I or a 

pharmaceutically acceptable salt thereof is administered to the patient in need thereof at a 

dosage range of 4Mo 80 mg/kg body weight patient. 

53. The mefhod according to any one of claims 41 to 52, wherein the glucocorticoid is 

administered at a dosage range of from 0.1 to 1.0 mg/kg body weight patient. 

54. /he method according to claim 53, wherein the glucocorticoid is administered at a 

dosage range of from 0.3 to 0.5 mg/kg body weight patient. 
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55. The method according to any one of claims 41 to 54, wherein the proteasome-ritmbitor, if 

present, is administered to the patient at a dosage range of 0.01 to 0.3 mg/l^gHJody weight 

patient. 

56. The method according to claim 55, wherein the,pfdeasome inhibitor is administered to 

the patient at a dosage range of 0.05 to 0.15 mg/Kgbody weight patient. 
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Claims 

1. A combination comprising a glucocorticoid and a compound of formula I or a 

pharmaceutically acceptable salt thereof: 

2. The combination according to claim 1, wherein the pharmaceutically acceptable salt of 

the compound of formula I is the hydrochloride, hydrobromide, hydroiodide, sulfate, bisulfate, 

sulfamate, nitrate, phosphate, citrate, methanesulfonate, trifluoroacetate, glutamate, 

glucuronate, glutarate, malate, maleate, succinate, fumarate, tartrate, tosylate, salicylate, 

lactate, naphthalenesulfonate or acetate. 

3. The combination according to claim 1 or claim 2, wherein the glucocorticoid is selected 

from the group consisting of dexamethasone, fluocinolone acetonide and prednisone. 

4. The combination according to claim 1 or claim 2, wherein the glucocorticoid is 

dexamethasone. 

5. The combination according to any one of claims 1 to 4, further comprising a proteasome 

inhibitor. 

6. The combination according to claim 5, wherein the proteasome inhibitor is selected from 

the group consisting of bortezomib, carfilzomib, marizomib, delanzomib (CEP-18770), 

oprozomib (ONX 0912), ixazomib (MLN-9708) and LU-102 or a pharmaceutically acceptable 

salt thereof. 

7. The combination according to claim 5, wherein the proteasome inhibitor is selected from 

bortezomib, carfilzomib and LU-102. 
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8. The combination according to any one of claims 1 to 7, further comprising one or more 

additional pharmaceutically active agents. 

9. The combination according to any one of claims 1 to 8, wherein the compound of 

formula I or a pharmaceutically acceptable salt thereof, the glucocorticoid and, if present, the 

proteasome inhibitor are adapted for administration concurrently, sequentially or separately. 

10. The combination according to claim 9, wherein the compound of formula I or a 

pharmaceutically acceptable salt thereof, the glucocorticoid and, if present, the proteasome 

inhibitor are adapted for administration concurrently. 

11. The combination according to any one of claims 1 to 10, wherein the molar ratio of 

glucocorticoid to compound of formula I or a pharmaceutically acceptable salt thereof in said 

combination is from 1:500 to 500:1. 

12. The combination according to claim 11, wherein the molar ratio of glucocorticoid to 

compound of formula I or a pharmaceutically acceptable salt thereof in said combination is from 

1:500 to 1:100. 

13. The combination according to claim 11, wherein the molar ratio of glucocorticoid to 

compound of formula I or a pharmaceutically acceptable salt thereof in said combination is from 

1:300 to 1:100. 

14. The combination according to claim 11, wherein the molar ratio of glucocorticoid to 

compound of formula I or a pharmaceutically acceptable salt thereof in said combination is from 

1:250 to 1:150. 

15. The combination according to claim 11 comprising the compound of formula I or the 

acetate salt thereof and dexamethasone, wherein the molar ratio of the dexamethasone to the 

compound of formula I or the acetate salt thereof in said combination is from 1:250 to 1:150. 

16. The combination according to any one of claims 1 to 15, wherein the glucocorticoid and 

the compound of formula I or a pharmaceutically acceptable salt thereof is a synergistic 

combination. 
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17. The combination according to any one of claims 1 to 16, further comprising a 

proteasome inhibitor wherein the molar ratio of proteasome inhibitor to the compound of formula 

I or a pharmaceutically acceptable salt thereof to the glucocorticoid in said combination is from 

1:1000:10 to 1000:1:20. 

18. The combination according to claim 17, wherein the molar ratio of proteasome inhibitor 

to the compound of formula I or a pharmaceutically acceptable salt thereof to the glucocorticoid 

used in said combination is from 1:1000:10 to 1:100:2. 

19. The combination according to claim 17, wherein the molar ratio of proteasome inhibitor 

to the compound of formula I or a pharmaceutically acceptable salt thereof to the glucocorticoid 

used in said combination is from 1:700:4 to 1:400:3. 

20. The combination according to claim 17 comprising a proteasome inhibitor selected from 

bortezomib and carfilzomib, the compound of formula I or the acetate salt thereof and 

dexamethasone, wherein the molar ratio of the proteasome inhibitor selected from bortezomib 

and carfilzomib to the compound of formula I or the acetate salt thereof to dexamethasone in 

said combination is from 1:700:4 to 1:400:3. 

21. The combination according to claim 17 comprising a proteasome inhibitor selected from 

LU-102, the compound of formula I or the acetate salt thereof and dexamethasone, wherein the 

molar ratio of LU-102 to the compound of formula I or the acetate salt thereof to dexamethasone 

in said combination is from 1:3:4 to 1:0.5:3. 

22. The combination according to any one of claims 17 to 21 comprising a compound of 

formula I or a pharmaceutically acceptable salt thereof, a glucocorticoid and a proteasome 

inhibitor, wherein the compound of formula I or the pharmaceutically acceptable salt thereof, the 

glucocorticoid and the proteasome inhibitor are a synergistic combination. 

23. A pharmaceutical composition comprising a pharmaceutically acceptable diluent or 

carrier and a combination according to any one of claims 1 to 22. 

24. A kit comprising a combination according to any one of claims 1 to 22, and optionally, 

instructions for treating a patient. 
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25. The combination according to any one of claims 1 to 22, composition according to claim 

23 or kit according to claim 24, for use in the treatment of cancer. 

26. The combination, composition or kit, for use according to claim 25, wherein said cancer 

is selected from a hematologic cancer and breast cancer. 

27. The combination, composition or kit, for use according to claim 26, wherein said 

hematologic cancer is selected from multiple myeloma, lymphoma and leukemia. 

28. The combination, composition or kit, for use according to claim 27, wherein said multiple 

myeloma is selected multiple myeloma is selected from active myeloma, plasmacytoma, light 

chain myeloma and non-secretory myeloma. 

29. The combination, composition or kit, for use according to claim 27, wherein said 

lymphoma is selected from Hodgkin lymphoma and non-Hodgkin lymphoma. 

30. The combination, composition or kit, for use according to claim 27, wherein said 

leukemia is selected from acute lymphoblastic leukemia (ALL), chronic lymphocytic leukemia 

(CLL), acute myeloid leukemia (AML), chronic myeloid leukemia (CML), hairy cell leukemia 

(HCL), T-cell prolymphocyte leukemia (T-PLL), large granular lymphocytic leukemia and T-cell 

acute lymphoblastic leukemia. 

31. The use of the combination according to any one of claims 1 to 22, composition 

according to claim 23 or kit according to claim 24 in the manufacture of a medicament for the 

treatment of cancer. 

32 The use of a combination, composition, or kit according to claim 31, wherein said cancer 

is selected from a hematologic cancer and breast cancer. 

33. The use of a combination, composition, or kit according to claim 32, wherein said 

hematologic cancer is selected from multiple myeloma, lymphoma and leukemia. 

34. The use of a combination, composition, or kit according to claim 33, wherein said 

multiple myeloma is selected multiple myeloma is selected from active myeloma, 

plasmacytoma, light chain myeloma and non-secretory myeloma. 
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35. The use of a combination, composition, or kit according to claim 33, wherein said 

lymphoma is selected from Hodgkin lymphoma and non-Hodgkin lymphoma. 

36. The use of a combination, composition, or kit according to claim 33, wherein said 

leukemia is selected from acute lymphoblastic leukemia (ALL), chronic lymphocytic leukemia 

(CLL), acute myeloid leukemia (AML), chronic myeloid leukemia (CML), hairy cell leukemia 

(HCL), T-cell prolymphocyte leukemia (T-PLL), large granular lymphocytic leukemia and T-cell 

acute lymphoblastic leukemia. 

37. The use of a combination, composition, or kit according to claim 32, wherein said breast 

cancer is selected from claudin-low tumors, basal-like tumors, human epidermal growth factor 

receptor 2 (HER2) positive tumors, luminal A tumors and luminal B tumors. 

38. The use of a combination, composition, or kit according to claim 32, wherein said breast 

cancer is a triple-negative breast cancer. 

39. The use of a combination, composition, or kit according to any one of claims 31 to 38, 

wherein in said treatment the glucocorticoid, the compound of formula I or a pharmaceutically 

acceptable salt thereof and, if present, the proteasome inhibitor are administered concurrently, 

sequentially or separately. 

40. The use of a combination, composition, or kit according to claim 39, wherein in said 

treatment the glucocorticoid, the compound of formula I or a pharmaceutically acceptable salt 

thereof and, if present, the proteasome inhibitor are administered concurrently. 

41. The use of a combination, composition, or kit according to any one of claims 31 to 40, 

wherein in said treatment the compound of formula I or a pharmaceutically acceptable salt 

thereof is administered to the patient in need thereof at a dosage range of 10 to 100 mg/kg body 

weight patient. 

42. The use of a combination, composition, or kit according to claim 41 wherein in said 

treatment the compound of formula I or a pharmaceutically acceptable salt thereof is 

administered to the patient in need thereof at a dosage range of 40 to 80 mg/kg body weight 

patient. 
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43. The use of a combination, composition, or kit according to any one of claims 31 to 42, 

wherein in said treatment the glucocorticoid is administered at a dosage range of from 0.1 to 1 

mg/kg body weight patient. 

44. The use of a combination, composition, or kit according to claim 43 wherein in said 

treatment the glucocorticoid is administered at a dosage range of from 0.3 to 0.5 mg/kg body 

weight patient. 

45. The use of a combination, composition, or kit according to any one of claims 31 to 44, 

wherein the proteasome inhibitor, if present, is administered to the patient at a dosage range of 

0.01 to 0.3 mg/kg body weight patient. 

46. The use of a combination, composition, or kit according to claim 45, wherein the 

proteasome inhibitor is administered to the patient at a dosage range of 0.05 to 0.15 mg/kg 

body weight patient. 

47. A method of treating cancer in a patient in need thereof comprising administering to said 

patient a combination according to any one of claims 1 to 22, a composition according to claim 

23 or kit according to claim 24. 


