
involves the use of small molecules that bind MDM2 and neutralize its interaction with p53. 

MDM2 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 

5 blocked by neutralizing the MDM2-p53 interaction. In particular, this therapeutic strategy could 

be applied to tumors that are pSS^, and studies with small molecule MDM2 inhibitors have 

yielded promising reductions in tumor growth both in vitro and in vivo. Further, in patients with 

p53-inactivated tumors, stabilization of wild type p53 in normal tissues by MDM2 inhibition 

might allow selective protection of normal tissues from mitotic poisons. As used herein, MDM2 

10 means a human MDM2 protein and p53 means a human p53 protein. It is noted that human 

MDM2 can also be referred to as HDM2 or hMDM2. Several MDM2 inhibitors are in human 

clinical trials for the treatment of various cancers. 

The present invention relates to combination therapy with an MDM2 inhibitor and one or 

more additional pharmaceutical!y active agents, which particular combinations show enhanced 

15 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 THE INVENTION 

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

20 amount of 2-((3R,5R.6S)-5-(3-chloroi)henvl)-6-(4-ehloronlienvj )•-) -(('S)-l-

(isoproDvlsulfonvlV3-roelhylbulan-2-vl)-3-methv1-2-oxopiperidin-3-vDacelic acid, 

dabrafenib and tranietioib in the manufacture of a medicament for treating melanoma in a 

patient, in need thereof. In another aspect, the present disclosure refers to the use of a 

therapeutically effective amount of 2-( (3 R.5R .6S }-5--( 3-ehlorophenvl I- 6- (4-

25 ehloronhciivl)-] -((Si-1 -(isopronvlsulfonvl)-3-meihvlbutan-2-vI >-3--methvl~2~ 

oxopipcridin.-3-vl')acetic acid and a MEK inhibitor in the manufacture of a medicament 

for treating melanoma in a patient in need thereof. In still another aspect, the present 

disclosure refers to the use of a therapeutically effective amount of 2-s(31v5R.6S)-5-(3-

chlorophenvl)-6-(4-cii.loropheny})-l-((S)-1 -(isopropylsuifonyD-3-methylbiitan-2-yi)-3-

30 mcthy 1 -2-ox op i n er i d in-3 -vI)ace11 c acid and a MEK inhibitor in the manufacture of a 

medicament for treat in tr A ML in a patient in need thereof. In embaaimetitexmimle 1, the 

present wwfttkmdisc 1 osure provides a method of treating melanoma, the method comprising 
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administering to a patient in need thereof a therapeutically effective amount of an MDM2 

inhibitor and a BRAF inhibitor. 

In embodimcr.texample 2, the present invcntiondisclosure provides a method of 

effike&fftefrtexample. 1 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5~(3-chlorophenyl)-6-(4-

cblorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

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

In emi^Kli-mgfrfexampIe 3, the present irivenliewdisclosurc provides a method of 

efflke&fflefttcxatrrole 1 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-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 example 4, the present itwemwrnli sclosnre provides a method of any one 

of effibefeB-artexamples 1 to 3 wherein the BRAF inhibitor is dabrafenib. 

In embodirngBtexaniple 5, the present invor.ticndisclosure provides a method of any one 

of ombodimontexamples 1 to 3 wherein the BRAF inhibitor is AMG 2112819 or vemurafenib. 
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In emfeodim-en-foxample 6, the present invcntioiKiisclosure 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 pan-Raf inhibitor. 

In cmbodime-fttexample 7, the present fflr¥en4iofld.isclosurc provides a method of 

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

chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutaii-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In em%eds-HM?Htexaniple 8, the present iB-v&BH-emiisc 1 o sure provides a method of 

em-k:>di-m€tttexatnple 6 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((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 eH#e4imeMexaTOp]e 9, the present ffiyeB-ikmdisclosure provides a method of any one of 

effibadiffieiitexamgies 6 to 8 wherein the pan-RAF inhibitor is RAF265 or MLN-2480. 

In emlKi^Hif^mexai unie 10, the present ifwaiiieedisciosnre 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 MEK inhibitor. 

In effibedimei-rtexamp 1 e 11, the present fflvmtieHciisclosure provides a method of 

efflkesfeaegtexample 10 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In e-m-bcHfeTH^texample 12, the present ifweittieiidisclosure provides a method of 

embeeimeiitexamjale 10 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-!-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 eiiib(Kiiffl€-mcxaninlc 13, the present i^vemi^ndisclosure provides a method of any one of 

embedmeiifcxaropies 10 to 12 wherein the MEK inhibitor is trametinib. 

In embedtmentexamp 1 e 14, the present invenriendisciosurc provides a method of any one of 

embediffie^examples 10 to 12 wherein the MEK inhibitor is pimasertib, PD0325901, MEK162, 

TAK-733, GDC-0973 or AZD8330. 

In t'v»bedw-v&mcxaiiiple 15, the present fflvefffesadisclosure provides a method of any one of 

embodiRieMexaiTipies 1 to 14 wherein the melanoma has a BRAF V600E or V600K mutation. 

In amp ie 16, the present fflvcritioHdisclosurc provides a method of treating 

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

effective amount of an MDM2 inhibitor and a BRAF inhibitor. 



In effl^dimentcxample 17, the present wweffikmdisclosure provides a method of 

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

chlorophenyl)-l-((S)-l -(isopropylsuifonyl)-3-methylbutan~2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof 

In «miw4merrtexa.mple 18, the present i-Hvew-kwdisclosurc provides a method of 

eiB'bodimefitexamplc 16 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2- (tert-

butylsulfonyl)-l-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 efl#6cfeaetttexamp}e 19, the present ifrwentiendisciosure provides a method of any one of 

eiftbociwmHtexamples 16 to 18 wherein the BRAF inliibitor is dabrafenib. 

In efflbedimentexample 20, the present in-ve«toHdjsclosure provides a method of any one of 

eeti)e<iimenlexamples 16 to 18 wherein the BRAF inhibitor is AMG 2112819 or vemurafenib. 

In efTieedi-me^exanip 1 e 21, the present jmnsaikffidisc 1 os\ire provides a method of treating 

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. 

In eamei#ra^flrtexample 22, the present mvefH.-H>W.1 i s c 1 o sure provides a method of 

emkediflremexampie 21 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In emkodimg-frtexaTOple 23, the present i-nvenHe-Hdisc 1 osure provides a method of 

emke&meatexainple 21 wherein tlie MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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 efflfeedlmcfitexam'ple 24, the present invgiititH>disck)Sure provides a method of any one of 

embotfei-e-ntexampics 21 to 23 wherein the pan-RAF inhibitor is RAF265 or MLN-2480. 

In embedimeMexamjgle 25, the present iRvcuuondisclosure provides a method of treating 

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

effective amount of an MDM2 inhibitor and a MEK inhibitor. 

In embedimentexanipie 26, the present iiiveRtiondisclosure provides a method of 

embed-imentcxample 25 wherein the MDM2 inhibitor is 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. 

In efflbeferefficxarople 27, the present »wem«wd[scio:surc provides a method of 

e 25 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

3 5 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 emfeedimeBiexampIc 28, the present invcntiondisclosure provides a method of any one of 

etBfeet-tt-m^wexamples 25 to 27 wherein the MEK inhibitor is trametinib. 

In effi-k^i-meMexample 29, the present fflvemiondisclosurc provides a method of any one of 

jes 25 to 27 wherein the MEK inhibitor is pimasertib, PD0325901, MEK162, 

TAK-733, GDC-0973 or AZD8330. 

In amp i e 30, the present iw'6-HtkMid.LSclgsyre provides a method of any one of 

em'&6tfe«eMexamples 16 to 29 wherein the colon cancer has a BRAF V600E or V600IC mutation. 

In eralx-^i-merriexanrplc 31, the present Hwefrtiendiscktsure 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 BRAF inhibitor. 

In example 32, the present invemieHdisclosure provides a method of 

eiebedimeMexamplc 31 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

15 chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methyIbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In emlHttiiffleutexample 33, the present iiwefrtieadisclosure provides a method of 

31 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l -cyclopropylethyl)-6-(4-chloro-3-£luorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

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

In «abediHi€aie.xanij2|e 34, the present «^«^mdisclosure provides a method of any one of 

embediHieetexa-mples 31 to 33 wherein the BRAF inhibitor is dabrafenib, or a pharmaceutically 

acceptable salt thereof. 

In efflbtHHrnefflcxampie 35, the present •i-iweFrtieB-disclosurc provides a method of any one of 

25 embedm-ieftfexamples 31 to 33 wherein the BRAF inhibitor is AMG 2112819 or vemurafenib. 

In effif^-Klffiieatcxample 36, the present ntveniiondiscio^urc 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 pan-Raf inhibitor. 

In embedifnentcxample 37, the present fflvemlondisciosnre provides a method of 

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

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

acid, or a pharmaceutically acceptable salt thereof 

In embed*nt'T>icxam p I c 38, the present iftyeftfreadisciosure provides a method of 

36 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

35 butylsulf'onyl)-l-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 emb^memcx amp 1 c 39, the present «wefrtk>ftdiscIosiire provides a method of any one of 

efflfeeefetreH-tcxampjes 36 to 38 wherein the pan-RAF inhibitor is RAF265 or MLN-2480. 

In imefttex amp 1 c 40, the present mvemirnidisci osure 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 MEK inhibitor. 

In emfeec-fe^itexampie 41, the present disclosure provides a method of 

effibtnlf-Bieatexample 40 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

10 chlorophenyl)-l-((S)-l~(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In e 42, the present mvemkmdisciosure provides a method of 

40 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-I-((S)-2-(tert-

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

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

In emhedimetiiexanmie 43, the present ifwemieHdisciosure provides a method of any one of 

effiiwd«Heme\a!Tii}j_es 40 to 42 wherein the MEK inhibitor is trametinib. 

In embed-miemcxampIe 44, the present jftv-entiofldisclosure provides a method of any one of 

embe^Haeatexamples 40 to 42 wherein the MEK inhibitor is pimasertib, PD0325901, MEK 162, 

20 TAK-733, GDC-0973 or AZD8330. 

In embediffl-eitfexamp 1 e 45, the present i&watoadisctosure provides a method of any one of 

31 to 44 wherein the liver cancer has a BRAF V600E or V600K mutation. 

In efflixxlmeniexampie 46, the present ffl-v€-niiendisc}o^ure provides a method of treating 

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

25 effective amount of an MDM2 inhibitor and a MEK inhibitor. 

In emh^xiknerttexamplc 47, the present Hweftiiendisejosmr provides a method of 

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

30 

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

acid, or a pharmaceutically acceptable salt thereof. 

In efafe*?in^>texample 48, the present fflwfrt-kyadisclosurc provides a method of 

Ftfcxampie 46 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-

(tert-butylsulfonyl.)-l-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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In attbedimemex ample 49, the present wmrmioHdisclosurc provides a method of any one of 

es 46 to 48 wherein the MEK inhibitor is trametinib. 

In em^HvaiwtfmcxannTie 50, the present ffivetfHfmdisclosurc provides a method of any one of 

.ampies 46 to 48 wherein the MEK inhibitor is pimasertib, PD0325901, MEK162, 

TAK-733, GDC-0973 or AZD8330. 

In eiH^e4mi€TT-tex<mi|?|e 51, the present mveffikwdisclosure 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 a MEK inhibitor. 

In examp 1 e 52, the present «w«iiteHd[scj.osure provides a method of 

10 ^ifbodmefHexaiTinle 51 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-l-((S)-l-(isopropylsu]fonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In effikedim-emiexample 53, the present iftv€imeaciiscj.osure provides a method of 

effifeedfrnestfexample 51 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-.l-((S)-2-(tert-

15 butylsu1fonyl)-l-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 effi^edi-metttexample 54, the present HweiTtitHidis^losure provides a method of any one of 

ediffleBtexainpj.es 51 to 53 wherein the MEK inhibitor is trametinib. 

In embedin-iemcxampie 55, the present ii-wefrtiendisclosure provides a method of any one of 

20 eiebe&memexamples 51 to 53 wherein the MEK inhibitor is pimasertib, PD0325901, MEK162, 

TAK-733, GDC-0973 or AZD8330. 

In o»4iediffiefit^ani£le 56, the present iftyvmk->ndiscIosurc provides a method of any one of 

samples 51 to 55 wherein the AML has a FLT3-ITD mutation. 

In embodiment-ex am pie 57, the present invemiomi i sc! osure provides a method of treating 

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

amount of an MDM2 inhibitor and a pan-Raf inhibitor. 

In embodiment exam pi e 58, the present kwenikffldisci osure provides a method of 

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

chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methy]-2-oxopiperidin-3-yl)acetic 

3 0 acid, or a pharmaceutically acceptable salt thereof. 

In xainp 1 c 59, the present isclosure provides a method of 

mreetexample 57 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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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In emfwdtffiemex ample 60, the present wwemii-ffldisclostire provides a method of any one of 

€m^^H¥H3H4exajTi_pjes 57 to 59 wherein the pan-RAF inhibitor is RAF265 or MLN-2480. 

In exarnpIe 61, the present «wemkrndisclo.surc provides a method of treating 

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

5 amount of an MDM2 inhibitor and a MEK inhibitor. 

In eB*eetifftofitex<minie 62, the present Hwei>tieHdwcji«iire provides a method of 

eampIc 61 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

10 In eiHb<^ietoBtexample 63, the present iav-e-ftHeHdisclosure provides a method of 

effibefeHemexample 61 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-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 e^edm^mexampie 64, the present mv-efv^eHdiscIosure provides a method of any one of 

15 em^dimemtexamples 61 to 63 wherein the MEK inhibitor is trametinib. 

In effifeedimeMexanip]e 65, the present HH-e;Hk-mdisciosure provides a method of any one of 

emfeedimefttexamples 61 to 63 wherein the MEK inhibitor is pimasertib, PD0325901, MEK162, 

TAK-733, GDC-0973 or AZD8330, or a pharmaceutically acceptable salt thereof. 

In emb-&feH€fttexampIe 66, the present iiwewiettdisclosare provides a method of any one of 

20 embed-i-memexaptples 57 to 65 wherein the NSCLC had a KRAS mutation. 

In ©misediffletrtexainpje 67, the present i-jweatkmdisclosiire provides a method of treating 

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

effective amount of an MDM2 inhibitor and a MEK inhibitor. 

In emke<-i*meMcxa.mple 68, the present ifwettfiendisclosure provides a method of 

25 embedBTi-efttexanipie 67 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In g'mbpdimemcxamplc 69, the present mvent nondisclosure provides a method of 

emhodi»>e?itexam pic 67 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

30 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 embodhiiemcx.araplc 70, the present i-ftvefrti&fldisclosurc provides a method of any one of 

les 67 to 69 wherein the MEK inhibitor is trametinib. 
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In effl¥edimentcxamptc 71, the present tfivcntiondisclosure provides a method of any one of 

67 to 69 wherein the MEK inhibitor is pimasertib, PD0325901, MEK162, 

TAK-733, GDC-0973 or AZD8330, or a pharmaceutically acceptable salt thereof. 

In mple 72, the present provides a method of treating 

n need thereof a therapeutically stomach cancer, the method comprising administering to a patient 

effective amount of an MDM2 inhibitor and a MEK inhibitor. 

In effl^jiffl-ettiexa.1 npte 73, the present HweH&eadisclosurc provides a method of 

efflkeefemartexample 72 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyI)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In 74, the present iH-ve-ntkmdisclosure provides a method of 

emeedi-m'gfttexample 72 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l -((S)-2-(tert-

butylsulfonyl)~l-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 embed-iffl-etrtexamp 1 e 75, the present «w-eB4i©ad|.sclosuie provides a method of any one of 

ampies 72 to 74 wherein the MEK inhibitor is trametinib. 

In ei^bedimeirtexamjle 76, the present kwe«a<»Hd;sclosure provides a method of any one of 

c-fflbedjfflemexampl&s 72 to 74 wherein the MEK inhibitor is pimasertib, PD0325901, MEK 162, 

TAK-733, GDC-0973 or AZD8330. 

In embe4m¥dHtexamg]e 77, the present mveitieHdisclosure provides a method of any one of 

72 to 76 wherein the stomach cancer had a KRAS mutation. 

In embodiH^Btexaniplc 78, the present iftvenrkmdisclosiirc 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 »Bl^4fffvea{'Cx a m p 1 e 79, the present iiwe-nfi-ead i set osure provides a method of 

aefltexamplc 78 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor. 

In einbodj-iwrnexample 80, the present Hiventier-idisclosure provides a method of 

pie 79 wherein the PI3Ka selective inhibitor is AMG 511, AMG2520765 or 

BYL7I9. 

In eH^wdmwmexajTspje 81, the present im'-entioadiscl osure provides a method of 

)je 78 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor. 

In efflhedkftemexamnle 82, the present kweatk-ffldisclosiirc provides a method of 

1c 81 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

1c 83, the present wvemiendisclosiuv provides a method of 

: 78 wherein the PI3K pathway inhibitor is an AKT inhibitor. 
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In embodlm.emexa.mple 84, the present «wentieHdjsclosure provides a method of 

mediiReHtcxamille 83 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 

In emfeef-fcaemexaraple 85, the present H-rvem-reBd i s c I o s ure provides a method of 

wibed+memcxampie 78 wherein the PI3K pathway inhibitor is a dual PI3K/mT0R inhibitor. 

In emrboclix-ftefrtexarople 86, the present invcmieftdisclosurc provides a method of 

atnbedimer^examplc 85 wherein the dual PI3K/mT0R inhibitor is GDC-0980. 

In ei#wdiffiefttexa.mple 87, the present fflv-eetteadisclosure provides a method of 

ieH-lexaniple 78 wherein the PI3K pathway inhibitor is an mTOR inhibitor. 

In effl'geei-meatexample 88, the present tiweiitieadisclosure provides a method of 

10 eml?edifflemexample 87 wherein the mTOR inhibitor is AZD2014 or MLN0128. 

In <5ffl-beefe>€fttexamp 1 e 89, the present fflveiitioadisclosure provides a method of any one of 

emBfKli-memexa.ir.ples 78 to 88 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-

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

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

15 In eH-rl^H-Hentexoinple 90, the present m-vefttkradisclosure provides a method of any one of 

es 78 to 88 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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 effiteaimeMe^mole 91, the present •myej-ttteHdisc-iosu.re provides a method of treating 

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

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

92, the present w^mfrkwdisclosure provides a method of 

ie 91 wherein the PI3IC pathway inhibitor is a PI3Ka selective inhibitor. 

In em-bedtm-eiite Kamp 1 e 93, the present iH-^eBiiendjsclosure provides a method of 

25 eBihedi-mefttexampie 92 wherein the PI3Ka selective inhibitor is AMG 511, AMG2520765 or 

BYL719. 

In e-n^bed-imeat'examplc 94, the present provides a method of claim 91 

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

In embe4kwHtexan^)]e 95, the present HweB^k-mdisciosure provides a method of 

30 embtHfeHen-texani]") 1 e 94 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In eB4^(#memexamgle 96, the present awiMrtkmdisc 1 osure provides a method of 

91 wherein the PI3K pathway inhibitor is an AKT inhibitor. 

In embed-ifflmtexample 97, the present m-ve^kyadisclosure provides a method of 

96 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 
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In embedim-ertexample 98, the present wvwtKwdisc1osure provides a method of 

i-bodinwri-cxanip 1 e 91 wherein the PI3K pathway inhibitor is a dual PI3K/mT0R inhibitor. 

In erabodimentexamplc 99, the present ifwra-t-tendisc iosure provides a method of 

%e4kB€fttoxampie 98 wherein the dual PI3K/mTOR inhibitor is GDC-0980. 

In emhodimcntexampte 100, the present fflveftfiefsdisciosure provides a method of 

jbodifflcwcxamnle 91 wherein the PI3K pathway inhibitor is an mTOR inhibitor. 

In embodtmetttcxample 101, the present jftyeaikmdisclostire provides a method of 

iHwa-Bicxatnple 100 wherein the mTOR inhibitor is AZD2014 or MLN0128. 

In eH^wefeHe-Htexampje 102, the present «we?Kieediscigsure provides a method of any one of 

etHfeed-i-meMexamples 91 to 101 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-

(4-chiorophenyl)-I-((S)-l-(isopropyIsuIfonyI)-3-methyIbutan-2-yI)-3-methyI-2-oxopiperidin-3-

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

In embodim-eitfexample 103, the present ffl-v&a&eftdis c 1 ostire provides a method of any one of 

ett&edHftefttexampies 91 to 101 wherein the MDM2 inliibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

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

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

In 104, the present mvefttieBdiscIosure provides a method of any one of 

em:be<ii-m©Htexaiiiy]es 91 to 103 wherein the breast cancer has a PI3K mutation. 

In emtedimeR^exainple 105, the present m-vearieRdisclosure 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 PI3K pathway inhibitor. 

In embedi-menfexamplc 106, the present ie v-emier? di sclos lire provides a method of 

embed-imefticxanip 1 e 105 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor. 

In embcK&fflernexarripie 107, the present tn-veatkffldisclosinre provides a method of 

embedimtm-* ex amp 1 e 106 wherein the PI3Ka selective inhibitor is AMG 511, AMG252076 or 

BYL719. 

In embedkii^itexainple 108, the present ii:iv€«H-€>Hdisck)js.yre provides a method of 

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

In embedim em ex ample 109, the present jftveatieadi scl osure provides a method of 

e»)bedi«4eHtex£yTvpie 108 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In eiftbediPri&Rtexanipie 110, the present ®vemi#ndisc].osure provides a method of 

emhedi-memcxanwle 205 wherein the PI3K pathway inhibitor is an AKT inhibitor. 

In enybt-nirffl erttcxa mp i e 111, the present it? yenrloHdisclosure provides a method of 

etfj-bedp»emcxample 110 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 
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In effibedimefffoxample 112, the present jm^ftrKHKiisclosure provides a method of 

efflbodimemcxaniplc 105 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inhibitor. 

In embefeieflicxa.n^lc 113, the present H-yvetHvt-mcl; sclos tire provides a method of 

e^teet-me^exampte 112 wherein the dual PI3K/mTOR inliibitor is GDC-0980. 

In emfaodimefrtcxample 114, the present hwerrtkffldisclostire provides a method of 

efflbe^imem-exampie 105 wherein the PI3K pathway inhibitor is an mTOR inhibitor. 

In em-bedi-iffiifttexampIc 115, the present j^etrireftdiselosurc provides a method of 

e»i%(->di-mefrtexa.mple 114 wherein the mTOR inliibitor is AZD2014 or MLN0128. 

In a nip 1 e 116, the present •m-ve-HfeeHdiscI osure provides a method of any one of 

eHriwdi-meH-texamp]es 105 to 115 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-

6-(4-chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

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

In emb^Hiiemexampie 117, the present a venti-endisc 1 osure provides a method of any one of 

embedi-meetexaniples 105 to 115 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfony])-]-cyclopropylethyl)-6-(4-chioro-3-fluorophenyl)-5-(3-chlorophenyI)-3-methyl-2-

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

In eH^k^meatexampie 118, the present iB^eB-tiefidisciosure provides a method of Seating 

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

amount of an MDM2 inhibitor and a PI3K pathway inliibitor. 

In emfeedi-meHt-examp]e 119, the present kwemieadisciosure provides a method of 

efflbodimeatexampie 118 wherein the PI3K pathway inhibitor is a PI3Ka selective inliibitor. 

In embodmieiitexampje 120, the present «ivemMmdi^c|psure provides a method of 

embodimentcxaivmle 119 wherein the PI3Ka selective inhibitor is AMG 511, AMG2520765 or 

BYL719. 

In ®ffibmfeB€ttiex8inpIe 121, the present »v€fit«mdisc|osyre provides a method of 

e-H^feecfei^ntexample 118 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor. 

In en4x>difH€itiexam|)ie 122, the present Hwem-k-mdisclosurc provides a method of 

cmbedimentejianiiile 121 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In em-beefe-H-eatcxample 123, the present »vfrHHendisck)Sur.e provides a method of 

ei-rrbe4H«eg{exampl e 118 wherein the PI3K pathway inhibitor is an AKT inhibitor. 

In embcKl-imeiitexample 124, the present im-e-ttfci-endisciosure provides a method of 

embe*kffi<?fficxamplc 123 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 

In efflbedimeme xampl e 125, the present -HI vent-ion disci osure provides a method of 

e-mbedj-mertexampfe 118 wherein the PI3K pathway inhibitor is a dual P13K/mTOR inliibitor. 
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In amp'ic 126, the present iiiventkffld-isclosurc provides a method of 

x a in P 1 e 125 wherein the dual PI3K/mTOR inhibitor is GDC-0980. 

In emample 127, the present mveftHtmdisclosure provides a method of 

efflfeeeiigHMttcxanip 1 e 118 wherein the PI3K pathway inhibitor is an mTOR inliibitor. 

In embtM-fem-mfcxampie 128, the present kweafrasdisclosure provides a method of 

ea&e&fRemexample 127 wherein the mTOR inliibitor is AZD2014 or MLN0128. 

In em-lMMfatteatexample 129, the present ave-ationdisclosure provides a method of any one of 

em%odifi^tex.amples 118 to 128 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-

6-(4-chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

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

In ^be4iment;examp!e 130, the present Bwealkfflrfisciosure provides a method of any one of 

tffflbefeftefriexamptes 118 to 128 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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 eaibefefteatexample 131, the present tn-vem-k^disdosure provides a method of treating 

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

therapeutically effective amount of an MDM2 inhibitor and a PI3IC pathway inhibitor. 

In embe4iffiei;rtexampie 132, the present •m^-Rtieadisclosiire provides a method of 

em-bedime-Htexaiiipje 131 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor. 

In emk}&n€Btexamj}je 133, the present inve-m-kmdisclosarc provides a method of 

embe&fflefrtexample 132 wherein the PI3Ka selective inhibitor is AMG 511, AMG2520765 or 

BYL719. 

In embedwteatexjmple 134, the present isclosure provides a method of 

eei-betiHaeHtexanipie 131 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor. 

In embedmiexairipSe 135, the present mye-ftt-ioBdisclosyre provides a method of 

effi^edi-memexample 134 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In i-H-B^d-imeHtexample 136, the present wrvettt-kiftdisclosure provides a method of 

erobwrHfrhratexample 131 wherein the PI3K pathway inhibitor is an AKT inhibitor. 

In embeei me-ate xa mpie 137, the present disclosure provides a method of 

emkedinwmexample 136 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 

In e-m-bedim-emexample 138, the present -tm^-n-tiendisc 1 osure provides a method of 

emfctH#fflee4exarople 131 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inhibitor. 

In miheifa^mexample 139, the present aive-frtkffldisciosure provides a method of 

embiHiH-Re-firtexainple 138 wherein the dual PI3K/mTOR inhibitor is GDC-0980. 
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In cmbodimentexample 140, the present iBw-fttk*ndisclosure provides a method of 

?mi:x?tUfflemcxamn 1 c 131. wherein the PI3K pathway inhibitor is an mTOR inhibitor. 

In ampie 141, the present mventiondisclosurc provides a method of 

pic 140 wherein the mTOR inhibitor is AZD2014 or MLN0128. 

In efflbodimegrt-cxample 142, the present fflvetttieftdi sclos tire provides a method of any one of 

les 131 to 141 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-

6-(4-chlorophenyl)-l -((S)-l-(isopropyIsulfony3)-3-metbylbutan-2-yi)-3-methyl-2-oxopiperidin-3-

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

In embefeteateKample 143, the present iftv^uieHdiscjosure provides a method of any one of 

e^43etlm@H4exampies 131 to 141. wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-cycIopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

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

In em^>4iffl-eMexample 144, the present vetttieadisc I osure provides a method of treating 

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

amount of an MDM2 inhibitor and a PI3K pathway inhibitor. 

In e-ffibedime-Btcxampie 145, the present kwe nileftdisclosure provides a method of 

144 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor. 

In emke&iffl-tH&example 146, the present iH-v«atk>ndkc|os;ure provides a method of 

145 wherein the PI3Ka selective inliibitor is AMG 511, AMG2520765 or 

BYL719. 

In ei%k->ti-H-T-i«i-uexample 147, the present kweRtkmdisclosure provides a method of 

ample 144 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor. 

In efftbedHT^fttcxample 148, the present iHv&RfHffldisclosiire provides a method of 

ampje 147 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In embed-HW efrfex.-iinnie 149, the present sclosure provides a method of 

em-bedi-mefttexample 144 wherein the PI3K pathway inliibitor is an AKT inhibitor. 

In embedm%eRiexampIe 150, the present wfve-m-k>Rdisck;sure provides a method of 

e^edaw^atexample 149 wherein the AKT inliibitor is MK-2206, GDC-0068 or AZD5363. 

In emj^ed-ifflemexaniple 151, the present kwernkwdisclosure provides a method of 

etobeili-ittefitexample 144 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inhibitor. 

in e-mbedfflwniexamp 1 e 152, the present im^rt-ieRdisclosure provides a method of 

e-iabe<ii-mefitexa.mple 151 wherein the dual PI3K/mTOR inhibitor is GDC-0980. 

In embediffleBfexamp 1 e 153, the present iflvc-HlkwdiscIosure provides a method of 

cample 144 wherein the PI3K pathway inhibitor is an mTOR inhibitor. 

14 



In emfK^fe^efttexainple 154, the present wveMfHTRdisclosure provides a method of 

'cmbe4imenfexample 153 wherein the mTOR inhibitor is AZD2014 or MLN0128. 

In effthmtiifttffficxamp 1 e 155, the present mventio-Bdisclosure provides a method of any one of 

a^heei-mt?mcxaniplcs 144 to 154 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-

6-(4-chlorophenyl)-l-((S)-l-(isopropylsulfonyI)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

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

In e^MHUrnemcxaiiiple 156, the present mv^Fdriendisciosure provides a method of any one of 

emfee^ifflgFrtexamples 144 to 154 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert~ 

butylsulfonyl)-l-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 emfeediffl-eiritexaiTipJe 157, the present ifl-veHt^disclosure provides a method of treating 

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

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

In eHF&odimemexamp 1 e 158, the present im-'eefkmlisclosure provides a method of 

efflbofclimetttcxample 157 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor. 

In 159, the present in-v<;atk^Hclisclosyre provides a method of 

eti^Wamter-Hexars'iple 158 wherein the PI3Ka selective inliibitor is AMG 511, AMG2520765 or 

BYL719. 

In eFR!i>edH-Beftiexa)Tiple 160, the present tiwefttiefidijicjg.syj;e provides a method of 

effl-be4iffleMexampje 157 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor. 

In embedtm-eeicxmruiie 161, the present ifwefttieHdisclosure provides a method of 

ample 160 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In eH-tbedimettiexajTi.gle 162, the present if eMk-mlsclosure provides a method of 

ei-HbedttH€fri'cxampie 157 wherein the PI3K pathway inhibitor is an AKT inhibitor. 

In embefefteiriexample 163, the present iHvtMi[iOTd[sck>sure provides a method of 

embedi-meaj.-example 162 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 

In ©mfeodimeiwe^an^le 164, the present kweyrtiemdisc 1 osure provides a method of 

©fflfeedi+Benfexainple 157 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inhibitor. 

In effA^dmentexampie 165, the present kweHtiefldisdosure provides a method of 

e-mbedi-mefrfexarople 164 wherein the dual PI3K/mTOR inhibitor is GDC-0980. 

In effibefcfe-Bre-Biexample 166, the present Hwmtoadiscjosure provides a method of 

^mrbedi-meMexample 157 wherein the PI3K pathway inhibitor is an mTOR inhibitor. 

In embediffi-c-B-t ex a n.i pi e 167, the present fflwffikmdisciosure provides a method of 

cmbodime^texample 166 wherein the mTOR inhibitor is AZD2014 or MLN0128. 
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In a^l»wiiffie¥rfcxamplc 168, the present Bwefttk^Ktisclosure provides a method of any one of 

^Btexamples 157 to 167 wherein the MDM2 inhibitor is 2-((3R,5R,6S)~5-(3-chlorophenyl)-

6-(4-chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

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

In embod-m tewex amn 1 e 169, the present ttweftfifmdisclosure provides a method of any one of 

etftkfamtc x a in pies 157 to 167 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-cycIopropylethyl)-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 170, the present mve^oBdiscjosiire provides a method of treating 

10 bladder 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 ei^feodh-i^Mexamp|e 171, the present •HiveHHoadiscIosure provides a method of 

bociiH-Iemcxaninie 170 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor. 

In e^edimeMcxample 172, the present sclosure provides a method of 

eB#>Btiimefitexamp 1 c 171 wherein thePI3Ka selective inhibitor is AMG 511, AMG2520765 or 

BYL719. 

In embetifmemcxarnplc 173, the present tiwemwHdisclgsurc provides a method of 

SIOlKle 170 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor. 

In emkefeteBrt-example 174, the present KweRtkffidisclosiire provides a method of 

Example 173 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In efft-bodir»e-Mcxainple 175, the present mvei«Hwdisc[osin^ provides a method of 

example 170 wherein the PI3K pathway inhibitor is an AKT inhibitor. 

In em'bedmeRfcxarnple 176, the present tfivefttiefidisckiHure provides a method of 

emteedtmeaxexamp 1 c 175 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 

In mple 177, the present aweeH^mdisciosure provides a method of 

170 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inhibitor. 

In eiVirbodime-Hf cxamV 1 c 178, the present i^eittk>«disc|osyre provides a method of 

^entexampie 177 wherein the dual PI3K/mTOR inhibitor is GDC-0980. 

In embedkwerHe\aniv 1 c 179, the present iiweKfoeHdisclosure provides a method of 

170 wherein the PI3K pathway inhibitor is an mTOR inhibitor. 

In emfe(Hfe»e»texampje 180, the present iiwemioRdiselosure provides a method of 

eiabedHaemexample 179 wherein the mTOR inhibitor is AZD2014 or MLN0128. 

In e^bed-iffierncxampie 181, the present iiiveHHei-idKclosure provides a method of any one of 

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

35 6-(4-chlorophenyl)-
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1 -((S)- l-(isopropylsulfonyI)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof. 

In eR^^M-meftfexamplc 182, the present iwvefflkwdisclosure provides a method of any one of 

em%e*meatexaniD]es 170 to 180 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chIorophenyI)-3-methyl-2-

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

In e-fftbefea-etttexample 183, the present w-weatieR-disclosure 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 a PI3K pathway inhibitor. 

In embedfm^texainple 184, the present «p^f^4ef^disclpsiire provides a method of 

€fflN>diffle-utcsample 183 wherein the PI3K pathway inhibitor is a PI3Ka selective inhibitor. 

In embodinieatcxample 185, the present awei&ieftdisclosttrc provides a method of 

exampie 184 wherein the PI3K(x selective inhibitor is AMG 511, AMG2520765 or 

BYL719. 

In efflbmiH«-efi-tcxa.mple 186, the present ttwemiiwdisclosure provides a method of 

183 wherein the PI3K pathway inhibitor is a pan-PI3K inhibitor. 

In embfKlimefrtcxamp 1 e 187, the present -mv^m KHK!i sc 1 osure provides a method of 

BeBtexampje 186 wherein the pan-PI3K inhibitor is BKM120 or GDC-0941. 

In gmfeuiw-nevH'exaiTipIc 188, the present •mv-emky-idisc 1 osurc provides a method of 

183 wherein the PI3K pathway inhibitor is an AKT inliibitor. 

In emlwdifftefttexampie 189, the present Hwetty^Hdisckisure provides a method of 

pic 188 wherein the AKT inhibitor is MK-2206, GDC-0068 or AZD5363. 

In embediHiefi-texampIe 190, the present iB-vettHeRdi.sclosure provides a method of 

effifeotli-R-wfriexampte 183 wherein the PI3K pathway inhibitor is a dual PI3K/mTOR inliibitor. 

In embedwBtfmcxaniplc 191, the present if>veH-w.mdisciosarc provides a method of 

tHBbefetefrtexample 190 wherein the dual PI3K/mTOR inhibitor is GDC-0980. 

In embeeift^ttiexample 192, the present iHrveatkmdi.seiosure provides a method of 

eH!-m<>ciHBemexaiYu;}|e 183 wherein the PI3IC pathway inhibitor is an mTOR inhibitor. 

In efi*edirBetitexanipje 193, the present i&v&ateffldisciosure provides a method of 

emtoSmenlexample 192 wherein the mTOR inhibitor is AZD2014 or MLN0128. 

In embedlm<M«e\ample 194, the present kwem-iofidisclosure provides a method of any one of 

emhodi-mefttexamplcs 183 to 193 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-

6-(4-chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

yl)acetic acid, or a pharmaceutically acceptable salt thereof. 
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In emko4*mm c x an ml c 195, the present fflvefmeBdisclosiirc provides a method of any one of 

[es 183 to 193 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

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

oxopiperidin-3-yI)acetamido)-2-methoxybenzoic acid, or a pharmaceutical^ acceptable salt thereof. 

In 196, the present mveffii-oHdisclosiire provides a method of any one of 

©H-iM(:tifl^texaiixt)jes 183 to 195 wherein the AML has a FLT3 ITD mutation. 

In e 197, the present in vemae-ndi s c 1 os u re provides a method of treating 

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

effective amount of an MDM2 inhibitor and a Bcl2/BclxL inhibitor. 

10 In exampie 198, the present iin^tieridisciosui'e provides a method of 

em-bedmeitfexample 197 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-l-((S)-3-(isopropylsuifonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In eHshfKliineMtexainpie 199, the present «iv«i:iii©Hdisclo:y.ire provides a method of 

15 embedirme-iricxomiiIe 197 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-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 eiBbecfet<artexample 200, the present mvemioBalsoiosure provides a method of any one of 

397 to 199 wherein the BcI2/BclxL inhibitor is navitoclax. 

20 In effibedHBe-Btoxample 201, the present im^toBdisefosure provides a method of treating 

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

effective amount of an MDM2 inhibitor and a BcI2/BcIxL inliibitor. 

In emlmfaiientexaraplc 202, the present inverH-kmdi.sclosure provides a method of 

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

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

acid, or a pharmaceutically acceptable salt thereof. 

In gH>i>t>thvHcptcxample 203, the present -im^Htiondisclosurc provides a method of 

pie 201 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-cyclopropyiethyl)-6-(4-chioro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-

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

In effrf^etHmi-hTfcxamplc 204, the present fi-wefiT^disclosurc provides a method of any one of 

les 201 to 203 wherein the Bcl2/BclxL inhibitor is navitoclax. 
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In effibodmeRtexampIc 205, the present inventioftdisclosurc provides a method of treating 

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/BclxL inhibitor. 

In eml>a4meeicKamplc 206, the present ftmifititmdiscjp^ure provides a method of 

emfeeiifRefrtcxample 205 wherein the MDM2 inliibitor is 2-((3R,5R,6S)-5~(3-chlorophenyl)-6-(4-

chlorophenyl)-l-((S)-l-(isopropylsulfonyi)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In 207, the present »weHt4efidisdosure provides a method of 

efftfeedtmefttexampfe 205 wherein the MDM2 inhibitor is 4~(2-((3R,5R,6S)-l-((S)-2-(tert~ 

butylsulfonyl)-l-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 eml^di-meRt-example 208, the present im-\?ntioRdiscIosure provides a method of any one of 

embf>diffieHtexamj}les 205 to 207 wherein the Bcl2/BclxL inhibitor is navitoclax. 

In embedment-example 209, the present iiwefiterKiisclo^re provides a method of treating 

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

effective amount of an MDM2 inhibitor and a Bcl2/BclxL inhibitor. 

In efflhediR-HjtHexample 210, the present iav-e»tkmdisclosure provides a method of 

taafeedimeRfexample 209 wherein the MDM2 inhibitor is 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. 

In ei^bedi-memexa TOP 1 e 211, the present wweatkrodiscl osure provi des a method of 

afabe^wweaiexample 209 wherein the MDM2 inhibitor is 4-(2~((3R,5R,6S)-l-((S)-2~(tert-

butylsulfonyl)-l-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyi)-3-methyl-2-

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

In embedifn-emexam p 1 e 212, the present iflv-ent-iendisclosure provides a method of any one of 

emhmiiffleBtcxampies 209 to 211 wherein the Bcl2/BclxL inhibitor is navitoclax. 

In embedim en-tcxa mple 213, the present Hwentiei-idisclosure 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 Bcl2/BclxL inhibitor. 

In efflbttdlfflemcxaniple 214, the present HweMkwidisclosiire provides a method of 

fflex;1mPic 213 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidm-3-y])acetic 

acid, or a pharmaceutically acceptable salt thereof. 
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In embodimefttexample 215, the present -kwemrkmcfiwclosnrc provides a method of 

le 213 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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 embt'dtmemexarnpie 216, the present mveniiondisclosurc provides a method of any one of 

embedmiefttexjuypjes 213 to 215 wherein the Bcl2/BclxL inhibitor is navitoclax. 

In efflbedimefttexamDle 217, the present jf^eiuiondisclosure provides a method of treating 

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

amount of an MDM2 inhibitor and a Bcl2/BclxL inhibitor. 

10 In efgfeedmeetexample 218, the present iftveet-ieflilisc 1 osure provides a method of 

•texample 217 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In embedjfflemexample 219, the present i-H^eatie«disclosiire provides a method of 

15 embodiffleatexainple 217 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-cyclopropylethyl)-6-(4-chloro-3-f!uorophenyl)-5-(3-chiorophenyl)-3-methy]-2-

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

In amriIe 220, the present mv6Hvk>Hclisciosin-e provides a method of any one of 

217 to 219 wherein the Bcl2/BclxL inhibitor is navitoclax. 

20 In embe<fetefrtexample 221, the present •ffiverri-kffidisciosure 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 a Bcl2/BclxL inhibitor. 

In em-lmfeii-eatc x amp 1 e 222, the present im;tm i-k-md i s c 1 os it re provides a method, of 

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

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

acid, or a pharmaceutically acceptable salt thereof. 

In embedmieptoxaraple 223, the present -iiweatoRdisclosure provides a method of 

ernbodmeniexaniptc 221 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

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

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

In cmbodim-efttcxamplc 224, the present invenri^ftdisciusuiv provides a method of any one of 

Hbedimefrtexainples 221 to 223 wherein the Bcl2/BclxL inhibitor is navitoclax. 

In crabodiBii<B-toxamplc 225, the present iftwttiwftdisclosurc provides a method of any one of 

221 to 224 wherein the AML has a FLT3 ITD mutation. 
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In embodimcmexample 226, the present iffv-effrkwdi sc I os arc provides a method of treating 

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

amount of an MDM2 inhibitor and a Bcl2/BclxL inliibitor. 

In ex a m n 1 c 227, the present inventiondisclosurc provides a method of 

Xainp)c 226 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3~chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In embodiment-example 228, the present -i-nve^&tmiisciosiire provides a method of 

enilm^mentexampje 226 wherein the MDM2 inhibitor is 4-{2-((3R,5R,6S)-1 -((S)-2-(tert-

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

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

In eaibodime-mex ample 229, the present «-w€fit4efidisclgrare provides a method of any one of 

les 226 to 228 wherein the Bcl2/BclxL inhibitor is navitoclax. 

in effifeedkaefttexample 230, the present invei^edisclosure provides a method of any one of 

226 to 229 where the CML has a BCR-ABL mutation. 

In embedfftfrgffiexann:>l e 231, the present iHveHtkwti[sclosure provides a method, of treating 

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

amount of an MDM2 inhibitor and a Bcl2/BclxL inhibitor. 

In eittbefeie-H-tex a nip 1c 32, the present sclos u re provides a method of 

em4*Kk-meBtexampl.e 231 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5~(3~chlorophenyl)-6-(4-

chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yi)-3-methyi-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In eii^M-HrimeBtexampie 233, the present awe-itfkvndisc]osure provides a method of 

embediinemexaninle 231 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-ch]orophenyl)-3-methyl-2-

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

In embodi-mentexamp 1 e 234, the present mveitfiendisciosure provides a method of any one of 

231 to 233 wherein the Bcl2/BclxL inhibitor is navitoclax. 

In emboclimemexampie 235, the present i-R-vemkmdisciosure provides a method of treating 

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

amount of an MDM2 inhibitor and a BCL2 inhibitor. 

In eml»&dtfflefrtexample 236, the present k-wemieftdiselosnre provides a method of 

ie 235 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-1 -((S)-1 -
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(isopropylsulfonyl)-3-methyIbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof. 

In cmbodimeafexarople 237, the present -kweBteffidisclosure provides a method of 

effl&Kfeaemcxamnle 235 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyi)-l-cyclopropylethyl)-6-(4-chIoro-3-fluorophenyl)-5-(3-chlorophenyI)-3-methyl-2-

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

In efflbadirffiefflexampk 238, the present ifTveffik-fflciisck)sarc provides a method of any one of 

mibedi-mefjiex^uiiples 235 to 237 wherein the BCL2 inhibitor is ABT-199. 

In emlwdknemexamo 1 e 239, the present ifi've-atkmdisclosure 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 a BCL2 inhibitor. 

In emhedimert-texampIe 240, the present Bwe-ntioisdisclosure provides a method of 

embedifflfeMexample 239 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In emfe€>4iiR<aat€xaropie 241, the present iiwei-Hieadisciosure provides a method of 

efflbediiBe-Mexample 239 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l -((S)-2-(tert-

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

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

In e»>be4ttH€etexamgle 242, the present i»vemk-md is cj os ure provides a method of any one of 

emk>din>e^exampies 239 to 241 wherein the BCL2 inhibitor is ABT-199. 

In embedimciitcxample 243, the present kiveBi-iondisc 1 osu.re provides a method of any one of 

es 239 to 242 wherein the AML has a FLT3 1TD mutation. 

In eHibt)4H¥tGfltexamg|c 244, the present i»-v-eaiiemlisciosure provides a method of treating 

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

amount of an MDM2 inhibitor and a BCL2 inhibitor. 

In embodiffl^Htexarnplc 245, the present kiveBtkffldisck>sure provides a method of 

effiBodH-Ba^rtexaniple 244 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyI)-6-(4-

chlorophen.yl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In embeeiffleHfcxam]i[c 246, the present 4mH3Bti*>ftdiscigsiire provides a method of 

244 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2~(tert-

butylsulfonyI)-l-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. 
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In e^HfH^mefttexanipIe 247, the present frave^Tfieediselosure provides a method of any one of 

emfeedlffleHicxampIes 244 to 246 wherein the BCL2 inhibitor is ABT-199. 

In embt^imem-cxamplo 248, the present ievemie-ftdisclosure provides a method of any one of 

embodmremexamples 244 to 247 where the CML has a BCR-ABL mutation. 

In effmtMiimeBtexxiiijpje 249, the present di s c i osure provides a method of treating 

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

amount of an MDM2 inhibitor and a BCL2 inhibitor. 

In eiBbt>4mieBtexanipje 250, the present disclosure provides a method of 

Je 249 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-l-((S)-l-(isopropylsulfoiiyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In ©KrtH#ittt€Mexaniple 251, the present iHV€iH4eiKlisc]gsure provides a method of 

ie 249 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyI)-l-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 embedHTtefttexampie 252, the present im-^fil-iefidisciosure provides a method of any one of 

es 249 to 251 wherein the BCL2 inhibitor is ABT-199. 

In earb^)dimefl'texamp.(e 253, the present im^itondisdosure 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. 

In embedi-meptex ample 254, the present •iiweRtwrtdisc 1 osure provides a method of 

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

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

acid, or a pharmaceutically acceptable salt thereof. 

In efflbedai-i-eftt-cxampie 255, the present -kweeli-'mdiscjosurc provides a method of 

253 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

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

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

In eiT-vliwd-imentexample 256, the present iswenlioadisclosure provides a method of any one of 

eB^e^memcxarnples 253 to 255 wherein the BCR-ABL inhibitor is dasatinib. 

In embeSmentcxampie 257, the present •HweMffindisclosure provides a method of treating 

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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In embodime«texa.mpl.e- 258, the present fflWftt4eiKliscIosurc provides a method of 

e 257 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In erobodi!iM*afexa.ropie 259, the present invcntkrHdisclosiire provides a method of 

^#e#fBefttexainple 257 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-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 embedi-m-eHrtoxample 260, the present a-veftH-efidisclosure provides a method of any one of 

e-Hi-bedimefitexamples 257 to 259 wherein the BCR-ABL inhibitor is dasatinib. 

In efflbodimemexample 261, the present kwemkwdiscj osure provides a method of treating 

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

amount of an MDM2 inhibitor and a BCR-ABL inhibitor. 

In £4flfe0<4iiBafttexarnE.Le 262, the present Hwe5ilie»disck)sure provides a method of 

en^k^lmeatexarople 261 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In embeemwtfexample 263, the present -kweelieadisciosure provides a method of 

emiwakne-me\amp 1 e 261 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l -((S)-2-(tert-

butyisulfonyl)-l-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 embedriffleatcxainple 264, the present h-ivent-krediscSosure provides a method of any one of 

les 261 to 263 wherein the BCR-ABL inhibitor is dasatinib. 

In efflbodiffiefrtcxamp 1 c 265, the present mvemteRdisctosure provides a method of any one of 

ciwhadimewtexamples 261 to 264 where the CML has a BCR-ABL mutation. 

In embed-renewi ex ample 266, the present iiwen-tkwKli sclosure 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. 

In effl'k-HfeneHxexample 267, the present -inve?H-iondisclosmre provides a method of 

le 266 wherein the MDM2 inhibitor is 2~((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In emfeediffl-emeMLQ®!1? 268, the present itweHi-iefi-disclosure provides a method of 

eii^Hdii^tefltgxainnle 266 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

35 butylsulfonyl)-l-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 efflhf)dimcnte>;amplc 269, the present kwentioftdisdosiirc provides a method of any one of 

et-H-bodiRi-eatcxam.pies 266 to 268 wherein the BCR-ABL inhibitor is dasatinib. 

In etnbodimefrt-exaniple 270, the present kvy^HrmJisclosure provides a method of treating 

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

effective amount of an MDM2 inhibitor and a BCR-ABL inhibitor. 

In a«te#ftu?fltexamplc 271, the present hw^tfkffldisciosurc provides a method of 

eH^MtiBetttexaniple 270 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

provides a method of In ampi& 272, the present -im 

em-befaeRlexample 270 wherein the MDM2 inhibitor is 4~(2~((3R,5R,6S)-l-((S)-2-(tert-

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

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

In embedimemex amy I e 273, the present ktvemiendisclosure provides a method of any one of 

pies 270 to 272 wherein the BCR-ABL inhibitor is dasatinib. 

In cA no 1 e 274, the present kvvffltitmdisclosurc provides a method of treating 

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

20 therapeutically effective amount of an MDM2 inhibitor and a BCR-ABL inhibitor. 

In mp 1 e 275, the present fm;en#&Rdisclosure provides a method of 

er»k-)difflgfficxamplc 274 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

25 In emboaiffl-ewexamale 276, the present -invfrnt-kHidisclosure provides a method of 

e-ml?e#B^-ot6xample 274 wherein the MDM2 inliibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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 eml*>4k>>cme>,am pic 277, the present kweatipfidisciosure provides a method of any one of 

30 ernlwdtmemexamples 274 to 276 wherein the BCR-ABL inhibitor is dasatinib. 

In eR^e<4k»efifc)camplc 278, the present kweaij-eftdisclosure provides a method of treating 

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

effective amount of an MDM2 inhibitor and a HDAC inhibitor. 
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In embwlimentexample 279, the present tfwemi-eftdisclosure provides a method of 

emfefl4HraH«exam.plc 278 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In cmbodimemexample 280, the present j^veftfiefidisclosure provides a method of 

kftefttexampie 278 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-cycIopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chlorophenyI)-3-methyl-2-

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

In embedHHefvie^mgle 281, the present fflwrniendisc\osure provides a method of any one of 

10 eii#KX#j-Be-r>?exa;nples 278 to 280 wherein the HDAC inhibitor is panobinostat. 

In timbeefeoieitexanigle 282, the present -kF/e-atiefld i sc I os ure- 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 HDAC inhibitor. 

In emhedimeHtexanigle 283, the present im^-ittk^disciosjire provides a method of 

15 effibedkaeatexample 282 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In effibetfeiefltexampie 284, the present igv-eatkadisciosure provides a method of 

ij)le 282 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

20 butylsulfonyl)-l-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 embedimefltexample 285, the present HweffirORdiscSosurc provides a method of any one of 

les 282 to 284 wherein the HDAC inhibitor is panobinostat. 

In embed-smefitexamp 1 e 286, the present mvcf»k>BdiscIosui-c provides a method of treating 

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

effective amount of an MDM2 inhibitor and a HDAC inhibitor. 

In e-mbedmentexanipic 287, the present im-^miondisclosure provides a method of 

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

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

30 acid, or a pharmaceutically acceptable salt thereof. 

In €s¥^e4mwsrcxai]ipjc 288, the present im^ttfttwdisclnsure provides a method of 

ambedH-BeMcxample 286 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-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. 
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In embodimcntexample 289, the present ffivei'^i-eadisclo^tirc provides a method of any one of 

ewht>tlmH?fHcx3mpSes 286 to 288 wherein the HDAC inhibitor is panobinostat. 

In embedfl^ttexaniple 290, the present invcniiondisclosiire provides a method of treating 

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

5 amount of an MDM2 inhibitor and decitabine. 

In embodimeMexamp le 291, the present disclosure provides a method of 

eFtibt»di-meMexample 290 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

10 In em%o€fe»emexample 292, the present jm-eMieadisclostire provides a method of 

embedirngfttox a ITS pi e 290 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 ~((S)-2-(tert-

butylsulfonyl)-l-cycIopropylethyl)-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 embedm-ng-B-texampte 293, the present aweel-ioFrdisciosure provides a method of any one of 

15 emiW-Hriemexamples 290 to 292 wherein the AML has a FLT3 ITD mutation. 

In embedifflfemexample 294, the present H weH4««idi^osure 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. 

In embedm-ieatexanipie 295, the present avvewfi-epdisciosure provides a method of 

20 embedimeftiexamplc 294 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In em-k^dia-itnitcxarop 1 c 296, the present Im^emmndiseiosua- provides a method of 

294 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

25 butylsulfonyl)-l-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 embed im-e-atexamp 1 c 297, the present iRve-Hl'kmdisclosure provides a method of any one of 

emhedimemexamples 294 to 296 wherein the AML has a FLT3 ITD mutation. 

In embedi-nieniexample 298., the present iB-venti-eadisclosure provides a method of treating 

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

amount of an MDM2 inhibitor and doxorubicin. 

In embedimentexamplc 299, the present invcntio»di.sclosurc provides a method of 

embodinrettfcxampie 298 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chIorophenyl)-l-(('S)-l-
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(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof. 

In emfe'ec4iffl<5atexampie 300, the present ffi-veRfafmdisclosure provides a method of 

examn 1 c 298 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l -((S)-2-(teit-

5 butylsulfonyI)-l-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 e-mfeodimeftiexample 301, the present fflveaik-tfidisclosure provides a method of any one of 

e»>»fvcfeft€fitexgiiipjes 298 to 300 wherein the AML has a FLT3 ITD mutation. 

In em4i«4i»e^texafnpje 302, the present HH^nuemiisciusure provides a method of treating 

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

amount of an MDM2 inhibitor and etoposide. 

In efflfeedmeatexamp]e 303, the present «wem46Hdisciosure provides a method of 

efflfeftdiffletttexample 302 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)~6-(4-

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

15 acid, or a pharmaceutically acceptable salt thereof. 

In effibe4tfeeBfexarople 304, the present im^tiefidisciosure provides a method of 

<attk>4tfnefitexampit; 302 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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. 

20 | In etaee^'HfteHtexample 305, the present im-eal^jHdsclosure provides a method of treating 

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

effective amount of an MDM2 inhibitor and doxorubicin. 

In effltHKi.imeRT.ex a mp 1 e 306, the present invef H4e»disc iosure provides a method of 

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

25 chlorophenyi)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In em-bedamenfexamp 1 c 307, the present mveariondisciosure provides a method of 

e-mb<KiiiRemcxani!ile 305 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyl)-l-cyclopropylethyl)-6-(4-chloro-3-fluorophenyl)-5-(3-chIorophenyl)-3-methyl-2-

30 oxopiperidin-3-yI)acetaniido)-2-methoxybenzoic acid, or a pharmaceutically acceptable salt thereof, 

j In embodimertfcx;!mpic 308, the present wwettiitsidisclosure- 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 imatinib. 
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In embedim^t^exarople 309, the present mvewtioftdisclosure provides a method of 

en4K^H^effiexan-jpie 308 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methyIbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic 

acid, or a pharmaceutically acceptable salt thereof. 

In x a m p 1 c 310, the present iBvenfreftdiselosure provides a method of 

emb^imwmexaninic 308 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-

butylsulfonyI)-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. 

In eml^limentexample 311, the present »wei:rfkffldisclosure provides a method of any one of 

eah^eiffleffiexamples 308 to 310 wherein the AML has aFLT3 ITD mutation. 

In emrKHfei)eHtexamole 312, the present iBveateffidiscIosure 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 ponatinib. 

In embedh^Htexampje 313, the present anwatrndtsciosure provides a method of 

efflkftdimetttexample 312 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In ei«bedii'Refrtexjiiii|}|e 314, the present iiwefltieadisclosure provides a method of 

e-ffi-k^meHtexample 312 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)~ 1 -((S)-2-(terl-

butylsulfonyl)-l-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 embetlHR-eH-toxample 315, the present i?we»tieadisclosure provides a method of any one of 

eii*<>tiirav«-Kxatnpks 312 to 314 wherein the AML has a FLT3 ITD mutation. 

In embodiment-example 316, the present m veniloHdiscIostirc 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 bosutinib. 

In en-ibedim eatcx a nip 1 c 317, the present •iavent-kmdiscl osure provides a method of 

emt-Hxii-memexample 316 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

In erftl^edimemexampte 318, the present -m-veniioadisclosure provides a method of 

emb^^H^ftemexample 316 wherein the MDM2 inliibitor is 4-(2-((3R,5R,6S)-l-((S)-2-(tert-

butylsulfonyl)-l-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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In efflfeedimcr.iexamplc 319, the present •Hwefltteftdisclosu.rc provides a method of any one of 

fHfee€M-ffle«texamples 316 to 318 wherein the AML has a FLT3 ITD mutation 

In embc>4ffi^emex ample 320, the present ffl-veBfkwd i s c 1 o s u re provides a method of treating 

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

5 amount of an MDM2 inhibitor and nilotinib. 

In gwNHltfVHffliexamp 1 e 321, the present iftve^iefldisciosurc provides a method of 

emfeetli-ffl&fttoxample 320 wherein the MDM2 inhibitor is 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

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

acid, or a pharmaceutically acceptable salt thereof. 

10 In effibe^ffiefriexarople 322, the present «weate>H<foclosure provides a method of 

effifeedkfteHtexamgle 320 wherein the MDM2 inhibitor is 4-(2-((3R,5R,6S)-3 -{(S)-2-(tert-

butylsulfonyl)-l-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 embodiaieffiexample 323, the present iiwefftieftdisclosure provides a method of any one of 

15 eiftbediffleHtexamgles 320 to 322 wherein the AML has a FLT3 ITD mutation 

In fciBfeeei«}gmexampte 324, the present itt¥eM4«Bclisciosu.re provides a method of treating 

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

effective amount of 2-((3R,5R,6S)~5~(3-chlorophenyl)-6-( 4-chlorophenyl)-l-((S)~l-

(isopropylsulfonyI)-3-methylbutan-2-yi)-3-methyl-2-oxopiperidin-3-yI)acetic acid, dabrafenib and 

20 trametinib. 

j In Ie 325, the present itwetaikmdisclosure provides a method of treating 

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

effective amount of 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-I-cyclopropylethyl)-6-(4-chloro-3-

fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-methoxybenzoic acid, 

25 dabrafenib and trametinib. 

In efflfcodi-memexampie 326, the present hwem-ioftdisclostire provides a method of any one of 

es 324 to 325 wherein the melanoma has a BRAF V600E or V600K mutation. 

In embedffflgfttexample 327, the present hwemiendi sclosure provides a pharmaceutical 

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-]-((S)-l-

30 (isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

| In emfe^Kfetteatexample 328, the present iwyeaftendisclosure provides a pharmaceutical 

composition comprising: 4-(2-f(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-

3 5 methoxybenzoic 

30 



acid, or a pharmaceutically acceptable salt thereof; dabrafenib; and a pharmaceutically acceptable 

excipient. 

In efflbedifB^Mexample 329, the present «wentiondisclosu.re provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; AMG 2112819; and a pharmaceutically acceptable excipient. 

In ample 330, the present tmsflwoytdisc 1 osure provides a pharmaceutical 

composition comprising: 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; AMG 2112819; and a 

pharmaceutically acceptable excipient. 

In embedimefttexamp]e 331, the present iaventiefidisclosure provides a pharmaceutical 

composition comprising: 2-((3R,5R,6S)-5-(3-chiorophenyl)-6-( 4-chiorophenyl)-l-((S)-l-

(isopropylsulfonyl)-3-inethylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; RAF265; and a pharmaceutically acceptable excipient. 

In e 332, the present iHv^iit4ei\dLic].<)Hiire provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-butylsulfonyl)-l -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; RAF265; and a pharmaceutically 

acceptable excipient. 

in 333, the present iwwfttte-Hdiscj.os.ure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methyibutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; MLN-2480; and a pharmaceutically acceptable excipient. 

In effibocHma)!example 334, the present HW&H-fcieRdisclosure provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-l-cyciopropylethyI)-6-(4-

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; MLN-2480; and a 

pharmaceutically acceptable excipient. 

In ijfflbivdmHrmexamplc 335, the present sc 1 os tire provides a phannaceutical 

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

(isopropylsulfonyl.)-3-methylbutan-2-yl)-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 embodimentcxample 336, the present tttvemit»Bdi sc 1 osure provides a pharmaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; trametinib; and a 

pharmaceutically acceptable excipient. 

In eHitodmemexmimie 337, the present hweftfktfKiisclosure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

In embe&Beat-example 338, the present im^K-K-mdisdosure provides a pharmaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidm-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; nilotinib; and a pharmaceutically 

acceptable excipient. 

In 339, the present invemi^idisclo.sure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methy{-2-oxopiperidin-3-yI)acetic acid, or a 

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

In embed-meatexample 340, the present kweatieHdisclosure provides a pharmaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; pimasertinib; and a 

pharmaceutically acceptable excipient. 

In emfeeemeatexample 341, the present iBvenHtwdi sc I osure provides a pharmaceutical 

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyI)-6-( 4-chlorophenyl)-l-((S)-l-

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; PD0325901; and a pharmaceutically acceptable excipient. 

In emh^dKB^rHcxamnle 342, the present Hwcntiendiselosure provides a pharmaceutical 

composition comprising: 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; PD0325901; and a 

pharmaceutically acceptable excipient. 

In 343, the present mve?tmwdi.sclosure provides a pharmaceutical 

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

(isopropylsulfonyl)-
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3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a pharmaceutically acceptable salt 

thereof; MEK 162; and a phannaceutically acceptable excipient. 

In em-k-Kfem-Kexainplc 344, the present invcntiefldisclosure provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-l -((S)-2-(tert-butylsulfonyl)-l-cyclopropyiethyl)-6-(4-

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl~2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; MEK 162; and a 

phannaceutically acceptable excipient. 

In emhe&mmtexamgie 345, the present mve-BHeHdisclosure provides a phannaceutical 

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-l-((S)-I-

(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. 

In embodiment-example 346, the present itwem-fondisclosui;c provides a phannaceutical 

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

chloro-3-f!uorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yi)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; TAK-733; and a pharmaceutically 

acceptable excipient. 

In emhoditB ernexanip 1 e 347, the present provides a phannaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; GDC-0973; and a phannaceutically acceptable excipient. 

In e-mbe4mentexarng|e 348, the present Bwea&oadisclosure provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-l-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; GDC-0973; and a 

pharmaceutically acceptable excipient. 

In ero-hedimeetcxaroplc 349, the present ;n-vcn4-iencii,sctosii.rc provides a phannaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

phannaceutically acceptable salt thereof; AZD 8330; and a phannaceutically acceptable excipient. 

In effieodira^example 350, the present osure provides a pharmaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; AZD 8330; and a 

pharmaceutically acceptable excipient. 
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In embodimentexample 351, the present imieHfeofid.isclosu.re provides a pharmaceutical 

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

(isopropylsulfony!)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

In efBrwdimemexample 352, the present irPv^fmtHK.llsclosure provides a pharmaceutical 

composition comprising: 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 phannaceutically acceptable salt thereof; vemurafenib; and a 

pharmaceutically acceptable excipient. 

In eBibetHHWij-sexajiiple 353, the present mve-frtk-adLsclosure provides a phannaceutical 

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)~6-( 4-chlorophenyl)-l-((S)-l-

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; AMG 511; and a phannaceutically acceptable excipient. 

In en*bo4rfflei»c.\;miDic 354, the present «weH4iegclisclosure provides a phannaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; AMG 511; and a 

pharmaceutically acceptable excipient. 

In 355, the present im-e-Hfi-wdisclosure provides a phannaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

In e-mbecfen-eHtexampIc 356, the present mwnH-ewlisciosurc provides a phannaceutical 

composition comprising: 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-butylsulfonyl)~l-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; AMG 2520765; and a 

pharmaceutically acceptable excipient. 

In emhedi-menlexample 357, the present invefflkni disclosure provides a phannaceutical 

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

(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. 

In ei«btHfemeatcx.ample 358, the present jm^Hk^lisctosurc provides a phannaceutical 

composition comprising: 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 
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acid, or a pharmaceutically acceptable saSt thereof; BYL719; and a pharmaceutically acceptable 

excipient. 

In gffibe&memex amp I e 359, the present ffiyeftftftadisclosiirc provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; BKM 120; and a phannaceutically acceptable excipient. 

In embeilimcnfexamplc 360, the present inRVHwdi,sc1 o sure provides a phannaceutical 

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

cbloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

metboxybenzoic acid, or a pharmaceutically acceptable salt thereof; BKM 120; and a 

pharmaceutically acceptable excipient. 

In ecKb^dtuHmk-xamnie 361, the present im^itoidisciosure provides a pharmaceutical 

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

(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. 

In embe4H¥h6F)te-xample 362, the present iweHlieBdiscIosure provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-l-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; GDC-0941; and. a 

pharmaceutically acceptable excipient. 

In embedafflenkixample 363, the present mventioRdisciosure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; MK-2206; and a pharmaceutically acceptable excipient. 

In efflbefen-entoxample 364, the present ffwenr-ioHdisclosurc provides a phannaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; MK-2206; and a 

pharmaceutically acceptable excipient. 

In embefeR-e-Rtexample 365, the present inventiondisclosure provides a phannaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; AZD 5363; and a phannaceutically acceptable excipient. 
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In emfeoditnemexampic 366, the present i-m^tfkHulisclostire provides a phannaceutical 

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

chIoro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methy!-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; AZD 5363; and a 

pharmaceutically acceptable excipient. 

In ^kedimeRt-examp 1 e 367, the present «-wefrii-o«disclosure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; GDC-0068; and a pharmaceutically acceptable excipient. 

In 368, the present im-eftftondisclosure provides a pharmaceutical 

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

chloro-3-f]uorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; GDC-0068; and a 

pharmaceutically acceptable excipient. 

In €!-i#6d-tme^texampk 369, the present »¥e«toMiisc|os.ure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; GDC-0980; and a pharmaceutically acceptable excipient. 

In ciffie-wex a n i p 1 e 370, the present invewiimdisclo^iirc provides a phannaceutical 

composition comprising: 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; GDC-0980; and a 

pharmaceutically acceptable excipient. 

In embedimc-fficxaniple 371, the present im^e-i-iti«Hdi,sc1osure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; AZD2014; and a pharmaceutically acceptable excipient. 

In e&ife(~Kfe'tt€frtexamp 1 e- 372, the present invent knuiisclosure provides a phannaceutical 

composition comprising: 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; AZD2014; and a 

pharmaceutically acceptable excipient. 

In afjfeecfem-a-rtcxamp 1 e 373, the present fweawfidisciosure provides a pharmaceutical 

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-chlorophenyl)-I-((S)-l-

(isopropylsulfonyl)-
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3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a phannaceutically acceptable salt 

thereof; MLN0128; and a phannaceutically acceptable excipient. 

In effl^efe^-rt&xample 374, the present -mventteftdisclosure provides a pharmaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; MLN0128; and a 

pharmaceutically acceptable excipient. 

In c«He0tii«RTivic:<anuiie 375, the present mveftf disc 1 os lire provides a pharmaceutical 

composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyI)-6-( 4-chlorophenyl)-l-((S)-l-

(isopropylsulfonyl)-3-methylbutan-2-yl}-3-methy]-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; navitoclax; and a phannaceutically acceptable excipient. 

In eiKbedime-ntexamp 1 e 376, the present iiw-e«t*e»disciosiire provides a pharmaceutical 

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

chloro-3-fluorophenyi)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; navitoclax; and a 

pharmaceutically acceptable excipient. 

In gfflbefctimettiexamp 1 e 377, the present HweMWHdjsclosure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl~2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; ABT-199; and a pharmaceutically acceptable excipient. 

In <3fflfee^imeiriexa:mpic 378, the present i-H''Vea«0BdiscIcLSure provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-l-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; ABT-199; and a phannaceutically 

acceptable excipient. 

In embvHlimeiitexamnlc 379, the present ifi-veni-iemlisclosure provides a phannaceutical 

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

(isopropylsulfonyl)-3-methy!butan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

In embmHfflefrtexample 380, the present ievemieftdisciosiire provides a phannaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-methyi-2-oxopiperidin~3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; dasatinib; and a phannaceutically 

acceptable excipient. 
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In ernbodimeMexample 381, the present wveftrWHciisclosiirc provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

pharmaceutically acceptable salt thereof; panobinostat; and a phannaceutically acceptable excipient. 

5 J In amp I c 382, the present rewefflift-RdiscI osure provides a pharmaceutical 

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

chloro-3-fhiorophenyl)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; panobinostat; and a 

pharmaceutically acceptable excipient. 

10 J In effibeQifflefriggamp 1 e 383, the present im^femdisciosure provides a phannaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

| In i^Hfeedi-mafrigxampIe 384, the present im-mm&Bdisclosure provides a phannaceutical 

15 composition comprising: 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-l-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; decitabine; and a 

pharmaceutically acceptable excipient. 

j In 385, the present ia^Ht4e«disclosu.re provides a pharmaceutical 

20 composition comprising: 2-((3R,5R,6S)-5-(3~chlorophenyl)-6-( 4-chlorophenyl)-l-((S)-l-

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

| In embedifflceTexampie 386, the present ifiwi#M>Hdisdosure provides a phannaceutical 

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

25 chloro-3-fluorophenyi)-5-(3-chlorophenyl)-3-methyl-2-oxopiperidm-3-yl)acetamido)-2-

methoxybenzoic acid, or a phannaceutically acceptable salt thereof; cytarabine; and a 

pharmaceutically acceptable excipient. 

| In cmbedHTientexample 387, the present iRve-H-H-enciisclosurc provides a phannaceutical 

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

30 (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. 

| In emlM-Mltmeetexainple 388, the present iHvemwnd; s cl os arc provides a pharmaceutical 

composition comprising: 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-

35 methoxybenzoic 
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acid, or a phannaceutically acceptable salt thereof; doxorubicin; and a pharmaceutically acceptable 

excipient. 

In ampie 389, the present wvet-mtwdisck>snrc provides a pharmaceutical 

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; etoposide; and a phannaceutically acceptable excipient. 

In embasfemealexample 390, the present in ventieadi sclosure provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-l-cyclopropy!ethyl)-6-(4-

chloro-3-fluorophenyl)-5-(3-ch]orophenyl)-3-methyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxyben^oic acid, or a pharmaceutically acceptable salt thereof; etoposide; and a phannaceutically 

acceptable excipient. 

In 6f»fee4i-ffl€-f:rtexample 391, the present Im-^K-i^Bdisciosure provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-y3)acetic acid, or a 

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

In €i?fbe<#Bi-eB4-example 392, the present kweBtiemfeclosure provides a pharmaceutical 

composition comprising: 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; imatinib; and a pharmaceutically 

acceptable excipient. 

In t?iB-hmfeHesHexan;pic 393, the present Hi vem-i^iulisclQsurc provides a pharmaceutical 

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

(isopropylsu].fonyl)-3-methylbutan-2-yI)-3-methyl-2-oxopiperidin-3-yl)acetic acid, or a 

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

In ciBbedimeTHexample 394, the present hwenondisclosure provides a phannaceutical 

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

chloro-3-fluorophenyl)-5-(3-chlorophenyl)-3-metliyl-2-oxopiperidin-3-yl)acetamido)-2-

methoxybenzoic acid, or a pharmaceutically acceptable salt thereof; ponatinib; and a phannaceutically 

acceptable excipient. 

In ambeemeMcxamplc 395, the present itivemieftd.isclosu.re provides a pharmaceutical 

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

(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidm-3-yl)acetic acid, or a 

phannaceutically acceptable salt thereof; bosutinib; and a pharmaceutically acceptable excipient. 
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I In em-^dimeMexample 396, the present im-entkmdiselosure provides a phannaceutical 

composition comprising: 4-(2-((3R,5R,6S)-l-((S)-2-(tert-butylsulfonyl)-l-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; bosutinib; and a pharmaceutically 

5 acceptable excipient. 

In mi bo d im cntox ampl c 397, the present HTVHJ r-rtim d i s c i o s u r c provides a pharmaceutical 

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; dabrafenib; trametinib; and a pharmaceutically acceptable 

10 excipient. 

In ei:nl>efctifiiemexample 398, the present mveHtomdisclosure provides a pharmaceutical 

composition comprising: 4-(2-((3R,5R,6S)-1 -((S)-2-(tert-butylsulfonyl)-l-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; dabrafenib; trametinib; and a 

15 pharmaceutically acceptable excipient. 

J In embegfoBeaiexample 399, the present -HweHl-ioHciisclosure provides a method of treating 

melanoma comprising administering to a patient in need thereof a therapeutically effective amount of 

2-((3R,5R,6S)-5-(3-chlorophenyl)-6~( 4~chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-

yl)-3-methyl-2-oxopiperidin-3-yl)acetic acid, and dabrafenib. 

20 j In embedjiKemexmiipJe 400, the present fRv^fttitHKiisclosure provides a combination of an 

MDM2 inhibitor medicament and a MEK inhibitor medicament for treating a solid tumor. 

In emfeedime-ntexample 401., the present fn-v^nt-kwdisciosure provides a combination of an 

MDM2 inhibitor medicament and a MEK inhibitor medicament for treating AML. 

In eiabetfer^flt-example 402, the present iavciUHmdi.sciosai'e provides a combination of an 

25 MDM2 inhibitor medicament and a BRAF inhibitor medicament for treating a solid tumor. 

In emhedimorifexamplc 403, the present iHvefi.tioRdiscloHu.rc provides a combination of an 

MDM2 inhibitor medicament and a BRAF inhibitor medicament for treating AML. 

| In embodiment-example 404, the present iiwefitiondisciosare provides a use of an MDM2 

inhibitor in combination with a BRAF inhibitor for manufacture of a medicament for the management 

30 or treatment of melanoma, liver cancer, AML or colon cancer in a subject. 

| In iamfeedima^exairipje 405, the present iiweftmfldisclps_urc provides a use of an MDM2 

inhibitor in combination with a MEK inhibitor for manufacture of a medicament for the management 

or treatment of melanoma, liver cancer, AML or colon cancer in a subject. 

| A further amp 1 e of the imtemieftdlsciosiirc includes the use of a combination 

35 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. A 

further emfee^HmHriexample of the hwentiondisclosure includes the use of a combination for treatment 

of cancer, the combination comprising an MDM2 inhibitor with another therapeutic agent selected 

from a RAF inhibitor, an MEK inliibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT 

inhibitor or an Aurora kinase inhibitor. A further erobodiinemexamDie of the mvertwB 

includes a method of using a combination comprising an MDM2 inhibitor with another therapeut 

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

inhibitor, an AKT inhibitor or an Aurora kinase inliibitor, for the treatment of cancer. A further 

effibecfeHefttexamole of the «we»tioHdisclosure includes the use of a combination for treatment of 

10 cancer, the combination comprising an MDM2 inhibitor with another therapeutic agent selected from 

a R AF inhibitor, an MEK inliibitor, 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 embedieie^texampje of the i twenHOHcii sd osure includes a method of treating 

cancer comprising prescribing a combination further comprising an MDM2 inhibitor with another 

15 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. A further embedm^tfexamnl? of 

the •mvetttieHdisciosure includes a method of treating cancer comprising prescribing to a subject in 

need thereof, 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 mTOR inhibitor, an 

20 AKT inliibitor or an Aurora kinase inhibitor. A further efflbedimeBfexample of the 

iftvefrik)fidisclosure includes a method of treating cancer comprising prescribing a combination 

containing an MDM2 inhibitor with another therapeutic agent selected from a RAF inhibitor, a MEK 

inliibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an Aurora kinase 

inhibitor. 

25 A further cffibedhnefltcxaj-nple of the iweH-t-iendi sclosure includes a method of treating 

cancer using a combination comprising an MDM2 inhibitor with another therapeutic agent selected 

from a RAF inliibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT 

inliibitor 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 

30 | combination. A further emfeefeiefricxampie of the ttwemktn disclos urc includes a method of treating 

cancer using a combination comprising an MDM2 inhibitor with another therapeutic agent selected 

from a RAF inliibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT 

inliibitor 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 

3 5 the combination. 
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A further etiweciinrgmexamnie of the i-Hvefrt-k^disclosurc includes a method of treating 

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 inliibitor, 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. 

A further emrbedimefrtexample of the kwentiondisclosurc includes a method of using a 

combination comprising an MDM2 inhibitor with another therapeutic agent selected from a RAF 

inliibitor, a MEK inhibitor, a Pi3K a selective inhibitor, an mTOR inhibitor, an AKT inhibitor or an 

Aurora ldnase 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 

em-beifeae^texamplc of the •kwefttkffldisclosure includes a method of using a combination comprising 

an MDM2 inliibitor with another therapeutic agent selected from a RAF inhibitor, a MEK inhibitor, a 

Pi3K a selective inliibitor, 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. 

A further embeeitiKentexample of the hwemiefldisclosure includes a method of treating 

cancer comprising instructing a subject in need of such treatment to administer 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. 

A further emhodk^mexampie of the kFc'eiitoH.disck>s.ure includes a process of treating 

cancer comprising 

A] prescribing 

B] selling or advertising to sell, 

C] purchasing, 

D] 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. 

A further efflfeefam; x amp I e of the fflventioadisctosure includes a method of supplying 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 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 commonly understood definition. 
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CLAIMS 

1. Use of a therapeutically effective amount of 2-((3R,5R,6S)-5-(3-

chlorophenyl)-6-(4-chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-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)-l-((S)-l-(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 V600E 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)-l-((S)-l-(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 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 
Wliat is claimed is: / 

1. A method of treating melanoma, the method comprising administering/0 a patient in 

5 need thereof a therapeutically effective amount of an MDM2 inhibitor and a BRAF inhibitor. 

2. A method of treating colon cancer, the method comprising administering to a patient 

in need thereof a therapeutically effective amount of an M.DM2 inhibitor and a BRAF inhibitor. 
3 . The method of claim 2 wherein the colon cancer has a BRAF V600E or V600K 

mutation. / 
10 4. A method of treating liver cancer, the method comprising administering to a patient in 

need thereof a therapeutically effective amount of an MDM2 inliibitor and a BRAF inliibitor. 

5. A method of treating melanoma, the method comprising administering to a patient in 
need thereof a therapeutically effective amount of 2-((3RaR,6S)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-1 -((S)-1 -(isopropylsulfonyl)-3-methylbman-2-yl)-3-methyl-2-oxopiperidin-3-

15 yl)acetic acid, dabrafenib and trametinib. / 
6. A method of treating melanoma, the method comprising administering to a patient in 

need thereof a therapeutically effective amount/of 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-

chlorophenyl)-1 -((S)-1 -(isopropy Isulfony l)-/-methy lbutan-2-y l)-3-methy l-2-oxopiperidin-3-

yl)acetic acid, and dabrafenib. / 
20 7. The method of any one of claims 1, 5 to 6 wherein the melanoma has a BRAF V600E 

or V600K mutation. / 
8. The method of any one of claims 1-4 and 7, wherein the BRAF inhibitor is dabrafenib. 

9. The method of anyone of claims 1-4 or 7, wherein the BRAF inliibitor is AMG 

2112 819 or vemurafenib. / 
25 10. A method oj/rreating melanoma, the method comprising administering to a patient in 

need thereof a therapeutically effective amount of an MDM2 inhibitor and a MEK inhibitor. 

11. A method of treating colon cancer, the method comprising administering to a patient 
in need thereof ^therapeutically effective amount of an MDM2 inliibitor and a MEK inhibitor. 

12. iVmethod of treating liver cancer, the method comprising administering to a patient 

30 in need thereof a therapeutically effective amount of an MDM2 inhibitor and a MEK inhibitor. 
3. The method of claim 12 wherein the liver cancer has a BRAF V600E or V600K 
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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 MDM2 inhibitor and a MEBC 

inhibitor. / 
15. A method of treating AML, the method comprising administering to a patient in need 

5 thereof a therapeutically effective amount of an MDM2 inhibitor and a MEK inhibitor. 

16. The method of claim 15 wherein the AML has a FLT3-ITD mutation. 
17. A method of treatingNSCLC, the method comprising administering to a patient in 

need thereof a therapeutically effective amount of an MDM2 inhibitor an era MEK inhibitor. 
18. The method of claim 17 wherein the NSCLC had a KRAS/mutation. 

10 19. A method of treating kidney cancer, the method comprising 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 method comprising administering to a 

patient in need thereof a therapeutically effective amoun^of an MDM2 inhibitor and a MEK 

15 inhibitor. / 
21. The method of any one of claims 10 to/20 wherein the MEK inhibitor is trametinib. 

22. The method of any one of claims 104o 20 wherein the MEK inhibitor is pimasertib, 
PD0325901, MEK 162, TAK-733, GDC-09734" AZD8330. 

23 The method of claim 20 wherem the stomach cancer has a KRAS mutation. 
20 24. A method of treating AML/the method comprising administering to a patient in need 

thereof a therapeutically effective amount of an MDM2 inhibitor and ponatinib. 
25. The method of claim/4 wherem the AML has a FLT3 ITD mutation. 

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

25 27. The methodpi claim 26 wherein the AML has a FLT3 ITD mutation 

28. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-l-((S#-l-(isopropylsulfonyl)-3-mcthylbutan-2-yl)-3-methyl-2-oxopipcridin-3-
yl)acetic acid, oya pharmaceutically acceptable salt thereof; dabrafenib; and a phannaceutically 
acceptable excipient. 

30 29/A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-

chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2--oxopiperidin-3-
yl)ac£tic acid, or a phannaceutically acceptable salt thereof; trametinib; and a pharmaceutically 
acceptable excipient. 
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30. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl>:-6-( 4-
chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidln-3-
yl)acetic acid, or a pharmaceutically acceptable salt thereof; nilotinib; and a pharmaceutically 
acceptable excipient. / 

5 31. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chJorophenyl)-6-( 4-
chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyi-2-70xopiperidin-3-

yl)acetic acid, or a pharmaceutically acceptable salt thereof; pimasertinibvand a pharmaceutically 
acceptable excipient. / 

32. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
10 chlorophenyl)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-34nethyl-2-oxopiperidin-3-

yl)acetic acid, or a pharmaceutically acceptable salt thereof; PD0325901; and a pharmaceutically 
acceptable excipient. / 

33. A pharmaceutical composition comprising: M(3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
chloropheny{)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

15 yl)acetic acid, or a pharmaceutically acceptable salt^Thereof; vemurafenib; and a pharmaceutically 
acccptablc cxcipicnt. / 

34. A pharmaceutical 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-

y{)acetic acid, or a phannaceutically acce|ftable salt thereof; navitoclax; and a pharmaceutically 
20 acceptable excipient. / 

35. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-l-((S)-l-(isopropyJsulfonyl)-3-methylbutan-2-yl)-3-metliyl-2-oxopiperidin-3-
yl)acetic acid, or a pharmaceutically acceptable salt thereof; dasatinib; and a phannaceutically 
acceptable excipient. / 

25 36. A phannaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-(4-

chlorophenyi)4-((S)-l/(isopropylsulfonyl)-3-methylbutatt-2-yl)-3-methyh2"-oxopiperidin-3-
yl)acetic acid, or a pharmaccutically acccptablc salt thereof; panobinostat; and a pharmaccutically 
acceptable excipient. 

37. A/pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
30 chlorophenyi)-l-((S)-l-(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

yl)acetic/cid, or a pharmaceutically acceptable salt thereof; decitabine; and a pharmaceutically 

acceptable excipient. 

/ 38. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
cmoropheny 1)-1 -((S)-1 -(isopropyisuifonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidm-3-
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yl)acetic acid, or a pharmaceuticaliy acceptable salt thereof; cytarabine; and a pharmaceutically 
acceptable excipient. 

39. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chloropheftyl)-6-( 4-
chlorophenyl)-1 -((S)-1 -(isopropylsulfonyl)-3-methylbutan-2-yl)-3-methyl-2-oxopiperidin-3-

5 yl)acetic acid, or a phannaceutically acceptable salt thereof; doxorubicin; and a pharmaceutically 
acceptable excipient. / 

40. A pharmaceutical composition comprising: 2-((3R,5R,6S)-5-(3-chlorophenyl)-6-( 4-
chlorophenyl)-l-((S)-Hisopropylsulfonyl)-3-methylbutan-2-yl)-3-methyi-2-oxopiperidin-3-
yl)acetic acid, or a pharmaceutically acceptable salt thereof; etoposide/and a pharmaceutically 

10 acceptable excipient. 

41. A pharmaceutical composition comprising: 2-((3R,Sft,6S)-5-(3-chlorophenyl)-6-( 4-

P()-3 -methy l-2-oxopiperidin-3 -latinib; and a pharmaceutically 

.,5R,6S)-5-(3~chlorophenyl)-6-(4-

l)-3-mcthyl-2-oxopipcridin-3-

natinib; and a phannaceutically 

.,5R,6S)~5-(3-chlorophenyl)-6-(4-

l)-3-methyl-2-oxopiperidm-3~ 

sutinib; and a pharmaceutically 

.,5R,6S)-5-(3-chlorophenyl)-6-( 4-

L)-3-methyl-2-oxopiperidin-3-

brafenib; trametinib; and a 

rein the MDM2 inhibitor is 2-
isopropylsulfonyl)-3-methylbutan-

jtically acceptable salt thereof, 
and a MEK inliibitor medicament 

and a MEK inliibitor medicament 

128 



WO 2015/070224 PCT/US2014/065034 

48. A combination of an MDM2 inhibitor medicament and a BRAF inhibitor medicament 

for treating a solid tumor. / 
49. A combination of an MDM2 inhibitor medicament and a BRAF inhibitor medicament 

for treating AML. / 
50. Use of an MDM2 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. / 
51. Use of an MDM2 inhibitor in combination with a MEK inhibitor for manufacture 

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

cancer in a subject. / 
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