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We claim:

1. A combination comprising:

{i) a proteasome inhibiting compound; and

(i) a compound of Structure (I}
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or a pharmaceutically acceptable salt thereof; a

(iii) optional additional antineoplastic agenjg.

2. A combination comprising:

(i) a compound of Structure

compound of Structure (I1):
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in the form of @ monohydrochloride salt.
3. A combination kit comprising a combination according b claim 1 or claim 2

together with a pharmaceutically acceptable carrier or carriers.

4. A combination according to any one of claighs 1 to 3 where the amount of
the compound of Structure (ll) is an amount selected from 5mg to 500mg, and that
amount is administered once per day.

5. Use of a combination accordigfy to any of claims 1 to 4 in the manufacture

of a medicament or medicaments for the gatment of cancer.

6. A method of treatigy cancer in a human in need thereof which comprises
the in vivo administration of /a therapeutically effective amount of a combination of
bortezomib, and N-{{1S5)-2£mino-1-[(3-fluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-
methyl-1H-pyrazol-5-yl)-Zfihiophenecarboxamide, or a pharmaceutically acceptable salt
thereof, to such huma

whergfin the combination is administered within a specified period, and

whfrein the combination is administered for a duration of time.

A method according fo claim 6 wherein the amount of N-{(1S5)-2-amino-1-
[(3-flyfrophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
thighhenecarboxamide, or a pharmaceutically acceptable salt thereof, is selected from

out 50mg to about 300mg, and that amount is administered once per day.
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8. A method according to claim 7 wherein the amount of N-{(1S)-2-amino-1-
[(3-fluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-

thiophenecarboxamide, or a pharmaceutically acceptable salt thereof, is selected from

from 0.5 to 1.3mg/m2.

9, A method according to claim 8 wherein bortezomib agll N-{(13)-2-amino-1-
[(3-fluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyfazol-5-yl)-2-

hours of each other for 1
d NA{(18)-2-amino-1-[(3-

-pyrazol-5-yl)-2-

thiophenecarboxamide hydrochloride are administered within
or 2 days during a seven day period
fluorophenylymethyllethyl}-5-chloro-4-(4-chloro-1-methyl-
thiophenecarboxamide hydrochloride is administered gfone for the remaining days of the

7 day period, optionally followed by one or more cygl€s of repeat dosing.

10. A method treating a cancer glected from: brain (gliomas), glioblastomas,

Bannayan-Zonana syndrome, Cowdenf disease, Lhermitte-Duclos disease, breast,
inflammatory breast cancer, Wilm'gftumor, Ewing's sarcoma, Rhabdomyosarcoma,
ependymoma, medulloblastoma, cgion, head and neck, kidney, lung, liver, melanoma,
ovarian, pancreatic, prostate, sagfoma, osteosarcoma, giant cell tumor of bone, thyroid,
Lymphoblastic A cell leukemia, Chronic myelogenous leukemia, Chronic
lymphocytic leukemia, Hgfry-cell leukemia, acute Ilymphoblastic leukemia, acute
myelogenous leukemiay Chronic neutrophilic leukemia, Acute lymphoblastic T cell
leukemia, Plasmacytgfna, Immunocblastic large cell leukemia, Mantle cell leukemia,
Multiple myeloma [flegakaryoblastic leukemia, multiple myeloma, acute megakaryocytic
leukemia, promygfocytic leukemia, Erythroleukemia,
alignant lymphoma, hodgkins lymphoma, non-hodgkins lymphoma,
T cell lymphoma, Burkitt's lymphoma, follicular lymphoma,
roblastoma, bladder cancer, urcthelial cancer, lung cancer, vulval cancer,
cancer, endometrial cancer, renal cancer, mesothelioma, esophageal cancer,

saljfary gland cancer, hepatocellular cancer, gastric cancer, nasopharangeal cancer,
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buccal cancer, cancer of the mouth, GIST (gastrointestinal stromal tumor) and testicular
cancer;
in a human in need thereof which comprises the in vivo administration of
therapeutically effective amount of a combination of bortezomib, and N-{{1S5)-2-am;
[(3-flucrophenyl)methyliethyl}-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yi)-2-
thiophenecarboxamide or a pharmaceutically acceptable salt thereof, to such h
wherein the combination is administered within a specified pegld, and
wherein the combination is administered for a duration of tigfe.

11. A method according to claim 10 wherein the amouft of N-{(1S5)-2-amino-1-
[(3-fluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1
thiophenecarboxamide, or a pharmaceutically acceptable galt thereof, is selected from

about 50mg to about 300mg, and that amount is adminis

12. A method according to ¢laim 11 wjferein the amount of N-{(1S)-2-amino-1-
[(3-fluorophenyl)methyllethyl}-5-chloro-4-(4-chjfro-1-methyl-1H-pyrazol-5-yl)-2-
thiophenecarboxamide or a pharmaceuticgfly acceptable salt thereof, is selected from
about 60mg to about 300mg, and th

bortezomib is administered intravenc

amount is administered once per day, and

ly once or twice a week in an amount selected

from 0.5 to 1.3mglm2.

13. A method
1-[(3-fluorophenyi)methyflethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-

ording to claim 12 wherein bortezomib and N-{{(1S)-2-amino-

thiophenecarboxamig€ hydrochloride are administered within 12 hours of each other for 1

or 2 days uring a seven day period and N{(1S)-2-amino-1-[(3-

A method according to claim 10 wherein the cancer is multiple myeloma.
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15. A method according to claim 11 wherein the cancer is multiple myeloma.

16. A method according to claim 12 wherein the cancer is multiple mygfoma.

17. A method according to ¢laim 13 wherein the cancer is mulfple myeloma.

18. A method treating a cancer selected from: brain Jliomas), glioblastomas,
Bannayan-Zonana syndrome, Cowden disease, Lhermittf~Duclos disease, breast,
inflammatory breast cancer, Wilm's tumor, Ewing's sgfcoma, Rhabdomyosarcoma,
ependymoma, medulloblastoma, colon, head and neclf kidney, lung, liver, melanoma,
ovarian, pancreatic, prostate, sarcoma, osteosarcomgfgiant cell tumor of bone, thyroid,

Lymphoblastic T cell leukemia, Chybnic myelogenous leukemia, Chronic
lymphocytic leukemia, Hairy-cell leukemia, Jacute lymphoblastic leukemia, acute
myelogenous leukemia, Chronic neutrophlc leukemia, Acute lymphoblastic T cell
leukemia, Plasmacytoma, Immunocblastigflarge cell leukemia, Mantle cell leukemia,
Multiple myeloma Megakaryoblastic leykemia, multiple myeloma, acute megakaryocytic
leukemia, promyelocytic leukemia, Epfthroleukemia,

malignant lymphogfa, hodgkins lymphoma, non-hodgking lymphoma,
lymphoblastic T cell lymphoma, gburkitt's lymphoma, follicular lymphoma,

neurcblastoma, bladglr cancer, urothelial cancer, lung cancer, vulval cancer,
cervical cancer, endometyal cancer, renal cancer, mesothelioma, esophageal c¢ancer,
salivary gland cancer, fiepatocellular cancer, gastric cancer, nasopharangeal cancer,
buccal cancer, cancgf of the mouth, GIST (gastrointestinal stromal tumor) and testicular
cancer;

in 2 hugfian in need thereof which comprises the in vivo administration of a
therapeuticalf effective amount of a combination of bortezomib, and N-{(1S)-2-amino-1-
[(3-flucropenyl)methyllethyl}-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-
thiophepfecarboxamide, or a pharmaceutically acceptable salt thereof, to such human,
wherein the compounds of the combination are administered sequentially.
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19. A method according to claim 18 wherein the amount of N-{(1S)-2-amino-1-

[(3-fluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yi)-2-
thiophenecarboxamide, or a pharmaceutically acceptable salt thereof, is selected fgbm
about 50mg to about 300mg, and that amount is administered once per day.

20. A method according to claim 19 wherein the amount of N-{{#6)-2-amino-1-
)-2-

, 1S selected from

[{3-fluorophenylimethyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-
thiophenecarboxamide, or a pharmaceutically acceptable salt there
about 60mg tc about 300mg, and that amount is administered once per day, and

bortezomib is administered intravenously once or twice a wegld in an amount selected

from 0.5 to 1.3mg/m2.

21, A method according to claim 20 whghein bortezomib is administered for
from 1 to 30 consecutive days, followed by an opjbnal drug holiday of from 1 to 14 days,
followed by administration of N-{{1S)-2-amino-#[(3-fluorophenyl)methyl}ethyl}-5-chloro-4-
(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-thiophghecarboxamide hydrochloride for from 1 to

30 days.
22. A method according to claim 18 wherein the cancer is multiple myeloma.
¢

23. A method glecording to claim 19 wherein the cancer is multiple myeloma.

24. A ghethod according to claim 20 wherein the cancer is multiple myeloma.

A method according to ¢laim 21 wherein the cancer is multiple myeloma.

A method according to claim 21 wherein bortezomib is administered for

from 1 to 21 consecutive days, followed by a drug holiday of from 3 to 10 days, followed
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by administration of N-{(1S)-2-amino-1-[(3-flucrophenyl)methyl]ethyl}-5-chloro-4-(4-
chtoro-1-methyl-1H-pyrazol-5-yl)-2-thiophenecarboxamide hydrochloride for from 1 to 21
days.

27. A method according to claim 26 wherein the cancer is multiple myéloma.

28. A method according to ¢laim 8 wherein bortezomib and NA(1S)-2-amino-1-
[(3-fluorophenyl)methyilethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazgl-5-yl)-2-
thiophenecarboxamide hydrochloride are administered within 12 hofrs of each other for 2
days over a 7 day period, and during the other days of the 7 glay period bortezomib is
administered alone, optionally followed by one or more cycles #§ repeat dosing.

29. A method according to claim 12 whereigf bortezomib and N-{(1S)-2-amino-
1-[(3-fluorophenyl)methyl]ethyl}-5-chloro-4-{4-chlorofl-methyl-1H-pyrazol-5-yl)-2-
thiophenecarboxamide hydrochloride are adminigf€red within 12 hours of each other for 2
days over a 7 day period, and during the othgr days of the 7 day period bortezomib is

administered alone, optionally followed by o€ or more cycles of repeat dosing.

30. A method according tgfclaim 8 wherein bortezomib and N-{(1S)-2-amino-1-
[(3-flucrophenyl)methyl]lethyl}-5-chybro-4-(4-chloro-1-methyl-1H-pyrazol-5-yi)-2-
thiophenecarboxamide hydrochjfride are administered within 12 hours of each other for 5
consecutive days followed Jy administration of bortezomib for 2 consecutive days,
optionally followed by one #r more cycles of repeat dosing.

3. A hod according to claim 12 wherein bortezomib and N-{{1S)-2-amino-
1-[(3-fluoropheny)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
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32. A method according to claim 21 bortezomib and N-{(1S)-2-amino-1-[(3-
fluorophenyl)methyllethyl}-5-chloro-4-{4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
thiophenecarboxamide hydrochloride are administered within 12 hours of each other fgr 5

consecutive days followed by administration of bortezomib once a week, opibnally

followed by one or more cycles of repeat dosing.




1 A method treating a cancer selected from: brain (gliomas), glioblastomas, Bannayan-
Zonana syndrome, Cowden disease, Lhermitte-Duclos disease, breast, inflammatory breast
cancer, Wilm's tumor, Ewing's sarcoma, Rhabdomyosarcoma, ependymoma,
medulloblastoma, colon, head and neck, kidney, lung, liver, melanoma, ovarian, pancreatic,
prostate, sarcoma, osteosarcoma, giant cell tumor of bone, thyroid,

Lymphoblastic T cell leukemia, Chronic myelogenous leukemia, Chronic
lymphocytic leukemia, Hairy-cell leukemia, acute Ilymphoblastic leukemia, acute
myelogenous leukemia, Chronic neutrophilic leukemia, Acute lymphoblastic T cell leukemia,
Plasmacytoma, Immunoblastic large cell leukemia, Mantle cell leukemia, Multiple myeloma
Megakaryoblastic leukemia, multiple myeloma, acute megakaryocytic leukemia,
promyelocytic leukemia, Erythroleukemia,

malignant lymphoma, hodgkins lymphoma, non-hodgkins lymphoma,
lymphoblastic T cell lymphoma, Burkitt's lymphoma, follicular lymphoma,

neuroblastoma, bladder cancer, urothelial cancer, lung cancer, vulval cancer,
cervical cancer, endometrial cancer, renal cancer, mesothelioma, esophageal cancer,
salivary gland cancer, hepatoceliular cancer, gastric cancer, nasopharangeal cancer, buccal
cancer, cancer of the mouth, GIST (gastrointestinal stromal tumor) and testicular cancer;

in a human in need thereof which comprises the in vivo administration of a
therapeutically effective amount of a combination of bortezomib, and /-{{1 S)-2-amino-1-[(3-
fluorophenyiimethyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
thiophenecarboxamide or a pharmaceutically acceptable salt thereof, to such human,

wherein the combination is administered within a specified period, and
wherein the combination is administered for a duration of time,

wherein the cancer is multiple myeloma.
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