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involves the use of small molecules that bind MDM?2 and neutralize its interaction with p53.
MDM?2 inhibits p53 activity by three mechanisms: 1) acting as an E3 ubiquitin ligase to promote
p53 degradation; 2) binding to and blocking the p53 transcriptional activation domain; and 3)
exporting p53 from the nucleus to the cytoplasm. All three of these mechanisms would be
blocked by neutralizing the MDM2-p53 interaction. In particular, this therapeutic strategy could
be applied to tumors that are p53™", and studies with small molecule MDM2 inhibitors have
yielded promising reductions in tumor growth both in vifro and in vive. Further, in patients with
p53-inactivated tumors, stabilization of wild type p53 in normal tissues by MDM?2 inhibition
might allow selective protection of normal tissues from mitotic poisons. As used herein, MDM?2
means a human MDM2 protein and p53 means a human p53 protein. It is noted that hman
MDM2 can also be referred to as HDM2 or hMDM2. Several MDM?2 inhibitors are in human
clinical trials for the treatment of various cancers.

The present invention relates to combination therapy with an MDM?2 inhibitor and one or
more additional pharmaceutically active agents, which particular combinations show enhanced
anti-cancer activity in certain types of cancers over what is expected when the individual

members of the combination therapy are used alone.

SUMMARY OF- - ENAEIHON

In one aspect, the present disclosure refers to the use of g therapeutically effective

amount of 2-{{AR.5R.68)-5-(3-chlorophenvD-6-{4-chlorophenyD-1-((8)-1-

(isopronvisulfonvh-3-methvibutan-2-vD-3-methvi-Z-oxopiperidin-3-vDacetic acid,

dabrafenib and rametinib in the manufacture of a medicament lor reating melanoma in g

patient in need thereol. In another aspect. the present disclosure refers 1o the use of a

therapeutically  elfociive amourt of  ZAO3IR.5RL68)-5-3-chlorophenvl)-6-(4-

chiorophenvl-1-((8) 1 (isopropvisulfonyl-3-methylbuian-2-vl-3-methyi-2-

oxopineridin-3-yDacetic acid and a MEK inhibitor in the manulacture of a medicament

for ireating melanoma in a patient in peed thereof In still another aspect. the present

disclosure refers to the use of a therapeutically effective amount of 2-((AR.SR.68)-5-(3-

chiorophenvly-6-(4-chlorophenyD-1-((8)-1-Usogronyisulfonvii-3-methylbutan-2-vi)-3-

methyi-2-oxopiperidin-3-vDacetic acid and a MEK inhibitor in the manufaciure of a

medicament for treating AML In a palient in need thereof. In embeodimentexample 1, the

present investendisclosure provides a method of treating melanoma, the method comprising




administering to a patient in need thereof a therapeutically effective amount of an MDM2
inhibitor and a BRAF inhibitor.

In embedimentexample 2, the present imvestiondisclosure provides a method of
embodimentexample 1 wherein the MDM2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-

5  chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
yl)acetic acid, or a pharmaceutically acceptable salt thereof.

In embedinentexample 3, the present inventiondisclosure provides a method of
embedimeniexample 1 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68}-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chioro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

10 oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt

thereof.

15 | of embedimentexampies 1 to 3 wherein the BRAF inhibitor is AMG 2112819 or vemurafenib.
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In embedimentexample 6, the present inventendisclosure provides a method of treating
melanoma, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a pan-Raf inhibitor.

chlorophenyl)-1-((S)-1-(isopropyisulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embodimentexample 6 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert -
butylsulfonyl }-1-cyclopropylethyl )-6-(4-chioro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

melanoma, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a MEK inhibitor.

chlorophenyl)~-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embedirnentexample 10 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert~
butylsulfonyl)-1-cyclopropylethyl )-6-(4-chloro-3 —fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

In smbodimentexample 13, the present inventiendisclosure provides a method of any one of

embodismentexamples 10 to 12 wherein the MEK. inthibitor is trametinib.

In embedimentesample 14, the present #nvensonrdisclosure provides a method of any one of

embodimentoxamples 10 to 12 wherein the MEK inhibitor is pimasertib, PD0325901, MEK 162,
TAK-733, GDC-0973 or AZD&330.

colon cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM?2 inhibitor and a BRAF inhibitor.
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chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yi)acetic
acid, or a pharmaceutically acceptable salt thereof.

embedimentexample 16 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2- (tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chiorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof,

provides a method of any one of

colon cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a pan-Raf inhibitor.

entbodimenicxample 21 wherein the MDM?2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl )-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof,

In embodimentexample 25, the present inventiendisclosure provides a method of treating
colon cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM?2 inhibitor and a MEK inhibitor.

In embodimentexamplie 26, the present inventiondisclosure provides a method of
chlorophenyl)-1-((8)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yhacetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl}-6-( 4~
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chloro-3 ——fluoropheny!)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

liver cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a BRAF inhibitor.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embodimentexample 31 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((5)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
erabodimentexamples 31 to 33 wherein the BRAF inhibitor is dabrafenib, or a pharmaceutically
acceptable salt thereof.

erbedimenigxamples 31 to 33 wherein the BRAF inhibitor is AMG 2112819 or vemurafenib.

In embodimentoxample 36, the present inventisndisclosure provides a method of treating
liver cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM?2 inhibitor and a pan-Raf inhibitor.

In embodimentexample 37, the present inventiondisclosure provides a method of
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-
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chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

liver cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a MEK inhibitor.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yDacetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yhacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

bladder cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM2 inhibitor and a MEK inhibitor.

embedimentezampic 46 wherein the MDM2 inhibitor is 2-((3R,5R,6S8)-5-(3-chloropheny!)-6-(4-

chlorophenyl)-1-({S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
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AML, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a MEK inhibitor.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)- I-cyclopropylethiyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chloropheny!)-3-methyl-2-

oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

In cmbedimentexample 57, the present investiondisclosure provides a method of treating
NSCLC, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM?2 inhibitor and a pan-Raf inhibitor.

In embodimentexample 58, the present inventiondisclosure provides a method of
embodimentexample 57 wherein the MDM2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-
chlorophenyl)-1-((8)-1-(isopropylsutfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
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NSCLC, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a MEK inhibitor.

embedimentexample 61 wherein the MDM?2 inhibitor is 2-((3R,5R,65)-5-(3~chlorophenyl)-6-(4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3 —fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

kidney cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM?2 inhibitor and a MEX inhibitor.

embedimentexample 67 wherein the MDM?2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-
chlorophenyl)-1-((S)-1-(isopropyisulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-ylacetic

acid, or a pharmaceutically acceptable salt thereof.

embedimentoxample 67 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,68)-1-((8)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-( 4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyi-2-

oxopiperidin-3-yiacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
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stomach cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a MEK inhibitor.

embodimentexample 72 wherein the MDM?2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

In smbedimentexaniple 74, the present inventiondis e provides a method of

embedirmentexample 72 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert-

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.,

In embodimentexample 78, the present inventiondisclosure provides a method of treating

prostate cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a PI3K pathway inhibitor.

In erabedneniexample 79, the present inventiondisciosure provides a method of

embodimentgrample 79 wherein the PI3K o selective inhibitor is AMG 511, AMG2520765 or
BYL719.

In embodimestexample 83, the present énventiondisclosure provides a method of

erbodimenterample 78 wherein the PI3K pathway inhibitor is an AKT inhibitor.
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(4-chlorophenyl)-1-({S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
yl)acetic acid, or a pharmaceutically acceptable salt thereof.

srmbodimentexamples 78 to 88 wherein the MDM2 inhibitor is 4-(2-((3R,5R,65)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
breast cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a PI3K pathway inhibitor.

10
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embedimentexample 91 wherein the PI3K pathway inhibitor is an mTOR inhibitor,

embodimentexamples 91 to 101 wherein the MDM?2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-
(4-chlorophenyl}- I-((S)-1-(isopropylsulfonyl)- 3-methylbutan- 2-yl}-3-methyl-2-oxopiperidin-3-

yDacetic acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxppiperidin-3-yhacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

In emsbedimentexample 104, the present sventiondisclosure provides a method of any one of

endometrial cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM?2 inhibitor and a PI3K pathway inhibitor.

In embodiraentexample 106, the present invessiendisclosure provides a method of

BYL719.

In embedinenicxample 108, the present inventiondisclosure provides a method of

embodimentexauple 105 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor.

¢ provides a method of
embodimentoxarzpic 105 wherein the PI3K pathway inhibitor is an AKT inhibitor.

In embedimenicrampie 111, the present inwentzendisclosure provides a method of
smbodimentexample 110 wherein the AKT inbibitor is MK-~2206, GDC-0068 or AZD5363.

11
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6-(4-chiorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

yhacetic acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
NSCLC, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a PI3K pathway inhibitor.

embodimentexample 118 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor.

In embodimentexample 120, the present swventiondisclosure provides a method of

ermbedimentexample 118 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor.

In embedimentexams

"}j &

smbodimeniexample 118 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inhibitor.

12
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embodimentoxamples 118 to 128 wherein the MDM?2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-
6-(4-chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

ylacetic acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyi)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

head and neck cancer, the method comprising administering to a patient in need thereof a

therapeutically effective amount of an MDM?2 inhibitor and a PI3K pathway inhibitor,

embuodimentexample 131 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inhibitor.

In smbedisenicxample 139, the present wventiandisclosure provides a method of

embudirnentexample 138 wherein the dual PI3K/mTOR inhibitor is GDC-0980.

13
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embeodimentczample 140 wherein the mTOR inhibitor is AZD2014 or MLNO128.

ambeodimentezamples 131 to 141 wherein the MDM2 inhibitor is 2-((3R,35R,68)-5-(3-chlorophenyl)-
6-(4-chlorophenyl)-1-((5)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

ylacetic acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
DLBCL, the method comprising administering to a patient in need thereof a therapeutically effective

amount of an MDM?2 inhibitor and a PI3K pathway inhibitor.

14
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embodimentexamples 144 to 154 wherein the MDM2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-
6-(4-chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

yl)acetic acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyi-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

glioblastoma, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM2 inhibitor and a PI3K pathway inhibitor.

15
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6-(4-chlorophenyl)-1-((8)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

yDacetic acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yDacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
bladder cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a PI3K pathway inhibitor.

In embedimentexample 171, the present inventiondisciosure provides a method of

embeodimentexamples 170 to 180 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chiorophenyt)-
6-(4-chlorophenyl)-

16
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1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl}-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a

pharmaceutically acceptable salt thereof.

butylsulfonyl)- 1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyi)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
AML, the method comprising administering fo a patient in need thereof a therapeutically effective
amount of an MDM?2 inhibitor and a PI3K pathway inhibitor.

In essbedimentex

¢ 184, the present sirventiond

embadimeniexample 184 wherein the PI3Ka selective inhibitor is AMG 511, AMG2520765 or
BYL719,

smbodimentexamples 183 to 193 wherein the MDM2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-

6-(4-chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-

yl)acetic acid, or a pharmaceutically acceptable salt thereof.

17
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butylsulfonyl)- 1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyi-2-

oxopiperidin-3-yl}acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

bladder cancet, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a Bc¢l2/BelxL inhibitor.

chlorophenyl)-1-((8)-1-(isopropylsuifonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

ernbodimentexample 197 wherein the MDM2 inhibitor is 4-(2~((3R,5R,68)-1-((S)-2-(tert-

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

glioblastoma, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM?2 inhibitor and a Bel2/BeIxL inhibitor.

In embedimentesample 202, the present inventiondisciosure provides a method of
embodimenioxample 201 wherein the MDM?2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-
chlorophenyl)-1-({S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

In embodimentesample 203, the present ipventiondisclosure provides a method of
embodimentexample 201 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((8)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

embedimentexamples 201 to 203 wherein the Bel2/BelxL inhibitor is navitociax.

18
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head and neck cancer, the method comprising administering to a patient in need thereof a

therapeutically effective amount of an MDM2 inhibitor and a Bcl2/BcelxL inhibitor.

chlorophenyl)-1-((8)-1-(isopropylsulfonyl)-3-methylbutan-2-yl1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

smbodimentexample 205 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1-((S)-2-(tert~
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yhacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

kidney cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM2 inhibitor and a Bel2/BelxL. inhibitor.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl}-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

ernbedimentexanple 209 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyi)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

In embadisenterample 212, the present inventiondisclosure provides a method of any one of

embodimentoxaraples 209 to 211 wherein the Bel2/BelxL inhibitor is navitoclax.

In embedimentexample 213, the present inventiondisclosure provides a method of treating

liver cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a Bc¢l2/BelxL inhibitor.

In esrbedimentexample 214, the present ivestiendisclosure provides a method of

chlorophenyh)-1-((S)-1-(isopropylsutfonyl}-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yi)acetic

acid, or a pharmaceutically acceptable salt thereof.
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butylsulfonyl)-1-cyclopropylethy!)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-y}acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

ALl M I ARV

sarcoma, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a Bcl2/BelxL inhibitor.

embodismentexample 217 wherein the MDM?2 inhibitor is 2-((3R,5R,68)-5-(3~chlorophenyl)-6-(4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)- I-cyclopropylethyl}-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-ylyacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

AML, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a Bcl2/BelxL inhibitor.

In emsl

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

embodimentexample 221 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,6S8)-1-((S)-2-(tert-

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

ek AAILL AL A
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CML, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a B¢l2/BcelxL inhibitor,

chiorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl}-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

DLBCIL, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a Bel2/BclxL inhibitor.

chlorophenyl)-1-((S)- 1 -(isopropylsulfony!)-3-methylbutan-2-yi)-3-methyi-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embodimentexample 231 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert~
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluoropheny!)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

In embedimentexample 234, the present igventondisciosure provides a method of any one of

erbadimentexamples 231 to 233 wherein the Bel2/BelxL inhibitor is navitoclax.

sarcoma, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a BCL2 inhibitor.

erbodimentexample 235 wherein the MDM2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-
chlorophenyi)-1-((S)-1-
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(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a

pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

AML, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM?2 inhibitor and a BCL2 inhibitor.

chlorophenyl)-1-((8)-1-(isopropyisulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embedimentexample 239 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chioro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3~yi)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

CML, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM2 inhibitor and a BCL2 inhibitor.

embodimentexample 244 wherein the MDM2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
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DLBCL, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM?2 inhibitor and a BCL2 inhibitor.

chlorophenyl)-1-({S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyi-2-oxopiperidin-3-ylacetic
acid, or a pharmaceutically acceptable salt thereof.

erabedimentexample 249 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chioro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yDacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptabie salt thereof.

In esbodimentexample 253, the present inventiendisclosure provides a method of treating
endometrial cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a BCR-ABL inhibitor.

embodimentexaunple 253 wherein the MDM?2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yljacetic

acid, or a phanmaceutically acceptable salt thereof.

embodimentexarmnple 253 wherein the MDM2 inhibitor is 4-(2-((3R,5R,68)-1-((8)-2-(tert-

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

glioblastoma, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a BCR-ABL inhibitor.
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erbedismentexample 257 wherein the MDM2 inhibitor is 2-((3R,5R,65)-5-(3-chlorophenyi)-6-(4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yhacetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyli)-1-cyclopropylethyl)-6-(4-chloro-3-fluoropheny!)-5-(3-chiorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

CML, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM?2 inhibitor and a BCR-ABL inhibitor.

In erpbedimentexample 262, the present iventiondisclosure provides a method of

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
In embedimentexample 264, the present inveostiendisclosure provides a method of any one of
amrbedimaentexamples 261 to 263 wherein the BCR-ABL inhibitor is dasatinib.
In essbodimentoxample 265, the present inventiendisclosure provides a method of any one of
gimbedimentexamples 261 to 264 where the CML has a BCR-ABL mutation.
endometrial cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a BCR-ABL inhibitor.

chlorophenyl)-1-((S)- I-(isopropyisulfonyl)-3-methyibutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable sait thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-
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chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

In embodimenterample 270, the present inventiendiselosure provides a method of treating

LSRR SRR RO

bladder cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a BCR-ABL inhibitor.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-ylacetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

head and neck cancer, the method comprising administering to a patient in need thereof a

therapeutically effective amount of an MDM?2 inhibitor and a BCR-ABL inhibitor.

erbodimentexample 274 wherein the MDM2 inhibitor is 2-((3R,5R,6S8)-5-(3-chlorophenyl)-6-(4-
chlorophenyl)-1-({S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

In embedimentexample 276, the present invendondisclosure provides a method of
embodisnentexample 274 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

kidney cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a HDAC inhibitor.
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chiorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embeodimentexample 278 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,6S)-1-((S)-2-(tert-
butylsulfonyl)- 1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

ure provides a method of any one of

liver cancer, the method comprising administering to a patient in need thereof a therapeutically

effective amount of an MDM?2 inhibitor and a HDAC inhibitor.

epbodinentexample 282 wherein the MDM?2 inhibitor is 2-((3R,5R,68)~5~(3-chlorophenyl)-6-(4-
chlorophenyl)-1-((S)-1-{isopropyisulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.
smbedimentoxample 282 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,65)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yhacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
In embedimentoxample 285, the present investiondisclosure provides a method of any one of
In emboedimentexample 286, the present favestiosdisclosure provides a method of treating
melanoma, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and a HDAC inhibitor.

In embedimoenigxample 287, the present inventiondisclosure provides a method of

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-ylacetic
acid, or a pharmaceutically acceptable salt thereof.

embodbnentoxample 286 wherein the MDM?2 inhibitor is 4-(2~((3R,5R,68)-1-((S)-2-(tert-

butylsuifonyl)-1-cycltopropylethyi)-6-(4-chloro-3-fluorophenyl)-5~(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
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AML, the method comprising administering to a patient in need thereof a therapeutically effective

amount of an MDM?2 inhibitor and decitabine.

chlorophenyl)-1-((S)- i-(isopropylsutfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-ylacetic

acid, or a pharmaceutically acceptable salt thereof.

butylsutfonyl)- 1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

In embodimentexample 294, the present snventiendisclosure provides a method of treating

AML, the method comprising administering to a patient in need thereof a therapeutically effective

amount of an MDM2 inhibitor and cytarabine.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y)-3-methyl-2-oxopiperidin-3-yi)acetic
acid, or a pharmaceutically acceptable salt thereof.

ombodimentexample 294 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof,

In embodimentexample 297, the present snventiondisclosure provides a method of any one of

AML, the method comprising administering to a patient in nced thereof a therapeutically effective
amount of an MDM2 inhibitor and doxorubicin.

In embedinentexample 299, the present #venttendisclosure provides a method of

chlorophenyl)-1-((S)-1-
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(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-ylacetic acid, or a

pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

St Sl poodth s Atn g

sarcoma, the method comprising administering to a patient in need thereof a therapeutically effective

amount of an MDM?2 inhibitor and etoposide.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yI}-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl}-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
breast cancer, the method comprising administering to a patient in need thereof a therapeutically
effective amount of an MDM2 inhibitor and doxorubicin.

In embodimenicxample 306, the present inventiondisclosure provides a method of

embodimentexample 305 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)}-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embodimentexample 305 wherein the MDM2 inhibitor is 4-(2~((3R,5R,68)-1-((8)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyt)-3-methyl-2-
oxopiperidin-3-yljacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
AML, the method comprising administering to a patient in need thereof a therapeutically effective

amount of an MDM2 inhibitor and imatinib.
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chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3~-methyl-2-oxopiperidin-3-ylacetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-flucrophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-ylacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

AMIL, the method comprising administering to a patient in need thereof a therapeutically effective

amount of an MDM2 inhibitor and ponatinib.

¢ provides a method of
embodimentexample 312 wherein the MDM?2 inhibitor is 2-((3R,5R,6S)-5-(3-chiorophenyl)-6-(4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methyibutan-2-y1)-3-methyl-2-oxopiperidin-3-ylacetic

acid, or a pharmaceutically acceptable salt thereof,

butylsulfonyl)-1-cyclopropylethyl)-6-(4-chloro-3-flucrophenyt)-5-(3-chlorophenyl)-3-methyl-2-
oxopiperidin-3-yhacetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
In embedimentexample 315, the present invessendisclosure provides a method of any one of

In smbodimeniexample 316, the present imventiendisclosure provides a method of treating

AML, the method comprising administering to a patient in need thercof a therapeutically effective
amount of an MDM2 inhibitor and bosutinib.

In embedinentcramnle 317, the present inventiondisclosure provides a method of
emboadimentexample 316 wherein the MDM2 inhibitor is 2-((3R,5R,68)-5-(3-chlorophenyl)-6-(4-
chlorophenyl)-1-((S)- 1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic

acid, or a pharmaceutically acceptable salt thereof.

butylsulfonyl)- 1 -cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.
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AML, the method comprising administering to a patient in need thereof a therapeutically effective
amount of an MDM?2 inhibitor and nilotinib.

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic
acid, or a pharmaceutically acceptable salt thereof.

embedimentexample 320 wherein the MDM?2 inhibitor is 4-(2-((3R,5R,68)-1-((S)-2-(tert-
butylsulfonyl)-1-cyclopropylethyl)-6-(4-chioro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof.

melanoma, the method comprising administering to a patient in need thereof a therapeutically
effective amount of 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1~((S)-1~
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, dabrafenib and
trametinib.
melanoma, the method comprising administering to a patient in need thereof a therapeutically
effective amount of 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-  -cyclopropylethyl)-6-(4-chloro-3-
fluoropheny!)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid,
dabrafenib and trametinib.
embodimentexamples 324 to 325 wherein the melanoma has a BRAF V600E or V600K mutation.

In embedimestexample 327, the present inveationdisclosure provides a pharmaceutical

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yljacetic acid, or a
pharmaceutically acceptable salt thereof, dabrafenib; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic
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acid, or a pharmaceutically acceptable salt thereof; dabrafenib; and a pharmaceutically acceptable
excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chiorophenyi)-6-( 4-chlorophenyi)-1-((S)-1-
(isopropyisulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; AMG 2112819; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl}-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; AMG 2112819; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S8)-5-(3-chlorophenyl}-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl}-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; RAF265; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S)-1-((8)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yi)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; RAF265; and a pharmaceutically

acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl}-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; MLN-2480; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S)-1-((S)-2-(tert-butylsulfonyl)- 1-cyclopropylethyl}-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; MILN-2480; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl}-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a

pharmaceutically acceptable salt thereof; trametinib; and a pharmaceutically acceptable excipient.
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In embedimenicrample 336, the present #vestiendisclosure provides a pharmaceutical
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-ylacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; trametinib; and a

5 pharmaceutically acceptable excipient.
composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; nilotinib; and a pharmaceutically acceptable excipient.

10 l In embodimentexample 338, the present inventiendisclosure provides a pharmaceutical
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)- 1 -cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-3-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; nilotinib; and a pharmaceutically
acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chloropheny})-6-( 4-chlorophenyl)-1-((S)-1-

15 ] In embedimentexample 339, the present inventiendisclosure provides a pharmaceutical

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, ora
pharmaceutically acceptable salt thereof, pimasertinib; and a pharmaceutically acceptable excipient.

20 composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; pimasertinib; and a
pharmaceutically acceptable excipient.

25  composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chloropheny!)-1-((S)-1-
(isopropylisulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-ylhacetic acid, or a
pharmaceutically acceptable salt thereof;, PID0325901; and a pharmaceutically acceptable excipient.

| In embodimentexample 342, the present inventiendisclosure provides a pharmaceutical
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)- 1-cyclopropylethyl)-6-(4-

30 chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; PD0325901; and a
pharmaceutically acceptable excipient.
composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-

35  (isopropylsulfonyl)-

32



10

15

20

25

30

3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a pharmaceutically acceptable salt
thereof; MEK. 162; and a pharmaceutically acceptable excipient.

composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny 1 )-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; MEK 162; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; TAK-733; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((8)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; TAK-733; and a pharmaceutically
acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chloropheny!)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropyisulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; GDC-0973; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S5)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yljacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; GDC-0973; and a
pharmaceutically acceptable excipient.

In embodimentoxample 349, the present inventiendisclosure provides a pharmaceutical
composition comprising: 2-((3R,5R,6S8)-5~(3-chlorophenyl)-6-( 4-chloropheny!)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof, AZD 8330; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsutfonyl}-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyi)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; AZD 8330; and a

pharmaceutically acceptable excipient.
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composition comprising: 2-((3R,5R,65)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yljacetic acid, or a
pharmaceutically acceptable salt thereof;, vemurafenib; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsutfonyl)- 1 -cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof, vemurafenib; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropyisulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof, AMG 511; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,65)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; AMG 511; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyi)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yi)-3-methyl-2-oxopiperidin-3-yDacetic acid, or a

pharmaceutically acceptable salt thereof; AMG 2520765; and a pharmaceutically acceptable excipient.

In embedimentexample 356, the present inventiondisclosure provides a pharmaceutical
composition comprising: 4-(2-((3R,5R,68)-1-((8)-2-(tert-butylsulfonyl)- 1 -cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; AMG 2520765; and a

pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl}-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; BYL719; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)- I -cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic
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acid, or a pharmaceutically acceptable salt thereof, BYL719; and a pharmaceutically acceptable
excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; BKM 120; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yljacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof, BKM 120; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof, GDC-0941; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chioro-3-fluorophenyl)-5-(3-chloropheny)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; GDC-0941; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, ora
pharmaceutically acceptable salt thereof, MK-2206; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)~1-((S)-2-(tert-butylsulfonyl)- I-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; MK-2206; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yi)-3-methyl-2-oxopiperidin-3-yhacetic acid, ora

pharmaceutically acceptable salt thereof; AZD 5363; and a pharmaceutically acceptable excipient.
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composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetarnido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; AZD 5363; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,65)-5-(3~chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; GDC-0068; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,3R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyh)-6-(4-
chloro-3-flyorophenyl)-5-(3-chiorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; GDC-0068; and a
pharmaceutically acceptable excipient.

In exbodimentexample 369, the present isventiondisclosure provides a pharmaceutical
composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceuticaily acceptable salt thereof; GDC-0980; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yhacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; GDC-0980; and a
pharmaceutically acceptable excipient.

In embedimenexample 371, the present inventiondisclosure provides a pharmaceutical
composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; AZD2014; and a pharmaceutically acceptable excipient.

In embodimentexample 372, the present inventiondisclosure provides a pharmaceutical
composition comprising: 4-(2-((3R,5R,65)-1~{(S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; AZD2014; and a
pharmaceutically acceptable excipient.
composition comprising: 2-({3R,5R,68)-5-(3~chlorophenyl}-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-
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3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a pharmaceutically acceptable salt
thereof; MIN0128; and a pharmaceutically acceptable excipient.

composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yi)acetarido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; MLN0128; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; navitoclax; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluoropheny!)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-ylacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; navitoclax; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S8)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-({S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; ABT-199; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S)-1-((8)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-ylyacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; ABT-199; and a pharmaceutically
acceptable excipient.

In embodimentexample 379, the present inventiendisclosure provides a pharmaceutical

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl}-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-ylacetic acid, or a
pharmaceutically acceptable salt thereof; dasatinib; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyi-2-oxopiperidin-3-ylyacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; dasatinib; and a pharmaceutically

acceptable excipient.
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composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-ylacetic acid, or a
pharmaceutically acceptable salt thereof; panobinostat; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,6S)-1-((S)-2-(tert-butylsulfonyl)- 1 -cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; panobinostat; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,65)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-ylacetic acid, or a

pharmaceutically acceptable salt thereof; decitabine; and a pharmaceutically acceptable excipient.

composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4~
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-ylacetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; decitabine; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsuifonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-ylacetic acid, or a
pharmaceutically acceptable salt thereof; cytarabine; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; cytarabine; and a
pharmaceutically acceptable excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; doxorubicin, and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-{(3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5.(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic
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acid, or a pharmaceutically acceptable salt thereof; doxorubicin; and a pharmaceutically acceptable
excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chloropheny!)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, ora
pharmaceutically acceptable salt thereof; etoposide; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((8)-2-(tert-butylsulfonyl)- I-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; etoposide; and a pharmaceutically
acceptable excipient.

composition comprising: 2-((3R,5R,63)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; imatinib; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1 -cyclopropylethyl)-6-(4-
chloro-3-fluarophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; imatinib; and a pharmaceutically
acceptable excipient.

composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6~( 4-chlorophenyl)-1-((S)-1~
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; ponatinib; and a pharmaceutically acceptable excipient.
composition comprising: 4-(2~((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; ponatinib; and a pharmaceutically

acceptable excipient.

composition comprising: 2-((3R,5R,6S)-5-(3-chloropheny!)-6-( 4-chiorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methyibutan-2-y1)-3-methyl-2-oxopiperidin-3-ylacetic acid, or a

pharmaceutically accepiable salt thereof; bosutinib; and a pharmaceutically acceptable excipient.
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composition comprising: 4-(2-((3R,5R,6S)-1-((S)-2-(tert-butylsulfonyl)- 1-cyclopropylethyl)-6-(4-
chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; bosutinib; and a pharmaceutically
acceptable excipient.
composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyt)-6-( 4-chlorophenyl)-1-((S)-1-
(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a
pharmaceutically acceptable salt thereof; dabrafenib; trametinib; and a pharmaceutically acceptable
excipient.

In embeodiment

composition comprising: 4-(2-((3R,5R,68)-1-((S)-2-(tert-butylsulfonyl)-1-cyclopropylethyl)-6-(4-

chloro-3-fluorophenyl)-5-(3-chloropheny1)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-
methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; dabrafenib; trametinib; and a

pharmaceutically acceptable excipient.

melanoma comprising administering to a patient in need thereof a therapeutically effective amount of
2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-1-((8)-1-(isopropylsulfonyl)-3-methylbutan-2-
yb)-3-methyl-2-oxopiperidin-3-yl)acetic acid, and dabrafenib.
MDM?2 inhibitor medicament and a MEK inhibitor medicament for treating a solid tumor.

In embedimentexample 401, the present invensiendisciosure provides a combination of an
MDM2 inhibitor medicament and a MEK inhibitor medicament for treating AML,

In embodimestoxample 402, the present investendisclosure provides a combination of an
MDM?2 inhibitor medicament and a BRAF inhibitor medicament for treating a solid tumor.
MDM2 inhibijtor medicament and a BRAF inhibitor medicament for treating AML.

In embodimemcxample 404, the present inventiondisclosure provides a use of an MDM?2
inhibitor in combination with a BRAF inhibitor for manufacture of a medicament for the management
or treatment of melanoma, liver cancer, AML or colon cancer in a subject.

In embedimentexample 405, the present inventiondisclosure provides a use of an MDM?2
inhibitor in combination with a MEK inhibitor for manufacture of a medicament for the management
or freatment of melanoma, liver cancer, AML or colon cancer in a subject.
comprising an MDM?2 inhibitor with another therapeutic agent selected from a RAF inhibitor, a MEK
inhibitor,
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a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an Aurora kinase inhibitor. A
of cancer, the combination comprising an MDM2 inhibitor with another therapeutic agent selected
from a RAF inhibitor, an MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT
includes a method of using a combination comprising an MDM?2 inhibitor with another therapeutic
agent selected from a RAF inhibitor, a MEK inthibitor, a Pi3K a selective inhibitor, an mTOR
inhibitor, an AKT inhibitor or an Aurora kinase inhibitor, for the treatment of cancer. A further
cancer, the combination comprising an MDM?2 inhibitor with another therapeutic agent selected from
a RAF inhibitor, an MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor
or an Aurora kinase inhibitor, wherein the use comprises self-administering the combination.

A further smmbodimentexample of the inventiendisclosyre includes a method of treating
cancer comprising prescribing a combination further comprising an MDM2 inhibitor with another

therapeutic agent selected from a RAF inhibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an

........... 1.4

need thereof, a combination further comprising an MDM?2 inhibitor with another therapeutic agent
selected from a RAF inhibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an
AXT inhibitor or an Aurora kinase inhibitor. A further embuodismentexample of the
wvestondisclosure includes a method of treating cancer comprising prescribing a combination
containing an MDM?2 inhibitor with another therapeutic agent selected from a RAF inhibitor, a MEK
inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an Aurora kinase
inhibitor.

cancer using a combination comprising an MDM?2 inhibitor with another therapeutic agent selected
from a RAF inhibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT
inhibitor or an Aurora kinase inhibitor, wherein such method further comprises listing said
combination in a formulary and directing a patient in need of such cancer treatment to administer the
cancer using a combination comprising an MDM?2 inhibitor with another therapeutic agent selected
from a RAF inhibitor, a MEK inhibifor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT
inhibitor or an Aurora kinase inhibitor, wherein such method further comprises listing said
combination in a formulary and directing a patient in need of such cancer treatment to self-administer

the combination.
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cancer using a combination comprising an MDM2 inhibitor with another therapeutic agent selected
from a RAF inhibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT
inhibitor or an Aurora kinase inhibitor, wherein such method further comprises selling said
combination for self-administration to a patient in need of such cancer treatment.
combination comprising an MDM2 inhibitor with another therapeutic agent selected from a RAF
inhibitor, 2 MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an
Aurora kinase inhibitor, for the treatment of cancer, wherein such method comprises purchasing said
combination for self-administration by a patient in need of such cancer treatment. A further
an MDM2 inhibitor with another therapeutic agent selected from a RAF inhibitor, a MEX inhibitor, a
Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an Aurora kinase inhibitor, for the
treatment of cancer, wherein such method comprises purchasing said combination for administration
by a patient in need of such cancer treatment.
cancer comprising instructing a subject in need of such treatment to administer a combination
comprising an MDM?2 inhibitor with another therapeutic agent selected from a RAF inhibitor, a MEK
inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an Aurora kinase
inhibitor.
cancer comprising

A] prescribing

B] selling or advertising to sell,

C] purchasing,

Dj instructing to self-administer, or

E} administering

of a combination described herein, wherein the combination has been approved by a
regulatory agency for the treatment of cancer, to a subject in need of cancer treatment.
combination comprising an MDM?2 inhibitor with another therapeutic agent selected from a RAF
inhibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an
Auwrora kinase inhibitor for treating cancer, said method comprises reimbursing a physician, a
formulary, a patient or an insurance company for the sale of said combination.
For clarity, the term “instructing” is meant to include information on a label approved by a

regulatory agency, in addition to its commeonly understood definition.
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CLAIMS

I. Use of a therapeutically effective amount of 2-((3R,5R,6S)-5-(3-
chlorophenyl)-6-(4-chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-
methyl-2-oxopiperidin-3-yl)acetic acid, dabrafenib and trametinib in the manufacture of a

medicament for treating melanoma in a patient in need thereof.

2. Use of a therapeutically effective amount of 2-((3R,5R,6S)-5-(3-
chlorophenyl)-6-(4-chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-
methyl-2-oxopiperidin-3-yl)acetic acid and a MEK inhibitor in the manufacture of a

medicament for treating melanoma in a patient in need thereof.

3. The use of claim 1, wherein the melanoma has a BRAF V600E or V600K

mutation.

4. The use of claim 2, wherein the melanoma has a BRAF VG600E or V600K

mutation.

5. The use of claim 2, wherein the MEK inhibitor is trametinib.

6. The use of claim 4, wherein the MEK inhibitor is trametinib.

7. Use of a therapeutically effective amount of 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-
(4-chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-
3-yDacetic acid and a MEK inhibitor in the manufacture of a medicament for treating AML
in a patient in need thereof.

8. The use of claim 7, wherein the AML has a FLT3-ITD mutation.

9. The use of claim 7, wherein the MEK inhibitor is trametinib.

10. The use of claim 8, wherein the MEK inhibitor is trametinib.
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CLAIMS
What is claimed is:

1. A method of treating melanoma, the method comprising administering fo a patient in
nced thercof a therapeutically effective amount of an MDM2 inhibitor and a BRAAF inhibitor.
fstering to a patient
d a BRAF inhibitor.
V600E or V600K

2. A method of treating colon cancer, the method comprising admi
in need thereof a therapeutically effective amount of an MDM?2 inhibitor
3. The method of claim 2 wherein the colon cancer has a B
mutation.
4. A method of treating liver cancer, the method comprisiig administering to a patient in
need thereof a therapeutically effective amount of an MDM?2 iphibitor and a BRAF inhibitor.
5. A method of treating melanoma, the method comprising administering to a patient in
need thereof a therapeutically effective amount of 2-((3R 8R,68)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbytan-2-y1)-3-methyl-2-oxopiperidin-3-
ylyacetic acid, dabrafenib and trametinib.
6. A mcthod of treating melanoma, the method comprising administering to a patient in
need thereof a therapeutically effective amouny/of 2-((3R,5R,65)-5-(3-chloropheny!)-6-( 4-
chiorophenyl)-1-({S)-1-(isopropylsulfonyl)-3-methy lbutan-2-y1)-3-methyl-2-oxopiperidin-3-
ylacetic acid, and dabrafenib,
7. The method of any one of ¢daims 1, 5 to 6 wherein the melanoma has a BRAF V600E
or V600K mutation.
8. The method of any oné of claims 1-4 and 7, wherein the BRAF inhibitor is dabrafenib.
9. The method of any/One of claims 1-4 or 7, wherein the BRAF inhibitor is AMG
2112819 or vemurafenib.
10. A method of/treating melanoma, the method comprising administering to a patient in
need thereof a therapedtically effective amount of an MDM?2 inhibitor and a MEK inhibitor.
11. A method of treating colon cancer, the method comprising administering to a paticent
in need thereof atherapeutically effective amount of an MDM?2 inhibitor and a MEK inhibitor.
12.
in need theptof a therapeutically effective amount of an MDM?2 inhibitor and 2 MEK inhibitor.

Z . The method of claim 12 wherein the liver cancer has a BRAF V600E or V600K
mutation.

‘method of treating liver cancer, the method comprising administering to a patient
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14. A method of treating bladder cancer, the method comprising administering to a
patient in need thereof a therapeutically effective amount of an MDM?2 inhibitor and a ME
inhibitor.

15. A method of treating AML, the method comprising administering to a pafient in need
thereof a therapeutically effective amount of an MDM2 inhibitor and 2 MEK inhi

16. The method of claim 15 wherein the AML has a FLT3-ITD mutatjon.

17. A method of treating NSCLC, the method comprising administering to a patient in
need thereof a therapeutically effective amount of an MDM2 inhibitor ang'a MEK inhibitor.

18. The method of claim 17 wherein the NSCLC had a KRAS /Mmutation.

19. A method of treating kidney cancer, the method compriging administering to a
patient in need thereof a therapeutically effective amount of an MDM2 inhibitor and a MEK
inhibitor.

20. A method of treating stomach cancer, the methdd comprising administering to a
patient in need thereof a therapeutically effective amouny/of an MDM?2 inhibitor and a MEK
inhibitor.

21, The method of any onc of claims 10 tg/20 wherein the MEK inhibitor is trametinib,

22. The method of any one of claims 1(/to 20 wherein the MEK inhibitor is pimasertib,
PD0325901, MEK 162, TAK-733, GDC-0973or AZD8330.

23 The method of claim 20 wherein the stomach cancer has a KRAS mutation.

24. A method of treating A the method comprising administering to a patient in need
thereof a therapeutically effective amount of an MDM?2 inhibitor and ponatinib.

25. The method of claim 24 wherein the AML has a FL'T3 ITD mutation.

26. A method of treatirig AML, the method comprising administering to a patient in need
thereof a therapeutically effgttive amount of an MDM?2 inhibitor and bosutinib.

27. The method gf claim 26 wherein the AML has a FLT3 ITD mutation

28. A pharmadeutical composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4~
chlorophenyl)-1-(($¥-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
yl)acetic acid, or/a pharmaceutically acceptable salt thereof; dabrafenib; and a pharmaceutically
acceptable exgipient,

29/ A pharmaceutical composition comprising: 2-((3R,5R,65)-5-(3-chloropheny])-6-( 4-
chlorophenyl)-1-((S)- 1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-
ylacgtic acid, or a pharmaceutically acceptable salt thereof; trametinib; and a pharmaceutically

acgeptable excipient.
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30. A pharmaceutical composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyly-6-( 4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
yDacetic acid, or a pharmaceutically acceptable salt thereof; nilotinib; and a pharmacéutically

acceptable excipient.

31. A pharmaceutical composition comprising: 2-((3R,5R,65)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2,0xopiperidin-3-
yhacetic acid, or a pharmaceutically acceptable salt thereof; pimasertiniby/and a pharmaceutically

acceptable excipient.

32. A pharmaceutical composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4~
chlorophenyi)-1-((S)-1-(isopropylsulfonyi)-3-methyibutan-2-yl)-¥methyl-2-oxopiperidin-3-
yl)acetic acid, or a pharmaceutically acceptable salt thereof; PD(325901; and a pharmaceutically
acceptable excipient.
((3R,5R,68)-5-(3-chlorophenyl)-6-( 4~

chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

33. A pharmaceutical composition comprising:

yDhacetic acid, or a pharmaceutically acceptable salt thereof; vemurafenib; and a pharmaceutically

acceptable excipient.

34. A pharmaceutical composition copiprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
ylacetic acid, or a pharmaceutically accegtable salt thereof; navitoclax; and a pharmaceutically
acceptable excipient.

35. A pharmaceutical composition comprising: 2-((3R,5R,68)-5-(3-chloropheny!)-6-( 4-
chloropheny!)-1-((S)-1-(isopropyjsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
yl)acetic acid, or a pharmaceutiCally acceptable salt thereof; dasatinib; and a pharmaceutically
acceptable excipient.

36. A pharmaceytical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4~
chlorophenyl)-1-((S)- (isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
ylyacetic acid, or a pharmaccutically acceptable salt thercof; panobinostat; and a pharmaceutically
acceptable excipiént.

37. A pharmaceutical composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y)-3-methyl-2-oxopiperidin-3-
yhacetic acid, or a pharmaceutically acceptable salt thereof; decitabine; and a pharmaceutically
acceptable excipient.

38. A pharmaceutical composition comprising: 2-((3R,5R,65)-5-(3-chlorophenyl)-6-( 4-
cilorophenyl)- 1-((S)-1-(isopropylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-

127




15

20

25

30

WO 2015/070224 PCT/US2014/065034

yhacetic acid, or a pharmaceutically acceptable salt thereof; cytarabine; and a pharmaceuti
acceptable excipient.

39. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophehyl)-6-( 4-
chlorophenyl)-1-((S)- 1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-
yhacetic acid, or a pharmaceutically acceptable salt thereof; doxorubicin; and a pharmaceutically
acceptable excipient, /

40. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-1-((S)-1-(isopropylsuifonyl)-3-methylbutan-2-yl)-3-methyt-2-oxopiperidin-3-

yhacetic acid, or a pharmaceutically acceptable salt thereof; etoposides and a pharmaceutically

acceptable excipient,
,68)-5-(3-chlorophenyl}-6-( 4-

41. A pharmaceutical composition comprising: 2—((3137
}-3-methyl-2-oxopiperidin-3-

chlorophenyl)-1-((S)- 1-(isopropylsulfonyl)-3-methylbutan-2-

yDacetic acid, or a pharmaceutically acceptable salt thereofyimatinib; and a pharmaceutically
acceptable excipient.
: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-

chlorophenyl)-1-((8)-1-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

42. A pharmaceutical composition comprisi
yDacetic acid, or a pharmaceutically acceptable salt thereof; ponatinib; and a pharmaceutically
acceptable excipient,
omprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-
)-3-methy Ibutan-2-y1)-3-methyl-2-oxopiperidin-3-

43, A pharmaceutical compositio
chlorophenyl)-1-((S)-1-(isopropylsulfon
yhacetic acid, or a pharmaceutically adceptable salt thereof; bosutinib; and a pharmaceutically
acceptable excipient,

44. A pharmaceutical composition comprising: 2-((3R,5R,68)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-1-((S)-1-(isoprepylsulfonyl)-3-methylbutan-2-y1)-3-methyl-2-oxopiperidin-3-
yDhacetic acid, or a pharmagéutically acceptable salt thereof; dabrafenib; trametinib; and a
pharmaceutically acceptable excipient.

45. The methéd of any onc of claims 1-4, or 7-29 wherein the MDM2 inhibitor is 2-
((3R,5R,68)-5-(3-¢

2-yD)-3-methyl-2foxopiperidin-3-ylyacetic acid, or a pharmaceutically acceptable salt thereof.

lorophenyl)-6-(4-chlorophenyl)-1-((S)-1-(isopropylsulfonyl)-3-methylbutan-

46. A Combination of an MDM2 inthibitor medicament and a MEK inhibitor medicament
solid tumor.

. A combination of an MDM2 inhibitor medicament and 2 MEK inhibitor medicament
for treating AMI.
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48. A combination of an MDM?2 inhibitor medicament and a BRAF inhibitor medicgment
for treating a solid tumor,
49. A combination of an MDM? inhibitor medicament and a BRAF inhibitor médicament

for treating AML.

of a medicament for the management or treatment of melanoma, liver cancer, L or colon
cancer in a subject.
51. Use of an MDM?2 inhibitor in combination with a MEK inhjbitor for manufacture

of a medicament for the management or treatment of melanoma, liver cancer, AML or colon

cancer in a subject.




