CLAIMS

1. Use of a compound of formula (I), or a pharmécally acceptable salt thereof, in

the manufacture of a medicament for the treatmeocdicer,

wherein:

L represents Ck6CH,, CH,CH,, CH,CH,CH,, CH,, CH,S, SCH, CH,NHCH,, CH=CH, or

b r’i, wherein any hydrogen atom of a CH or QHhhit may be replaced by alkyl or
alkoxy, any hydrogen of an NH unit may be replalogalkyl, and any hydrogen atom of a
CHa unit of CH.CH,, CH,CH,CH, or CH; may be replaced by hydroxy;

X, independently for each occurrence, represen® &, CH=CH, wherein any hydrogen
atom of a CH unit may be replaced by alkyl,

Y, independently for each occurrence, represeris EH,O(CO)R;.

R;, independently for each occurrence, representsddlustituted or unsubstituted alkyl,
alkoxy, aminoalkyl, alkylaminoalkyl, heterocyclyksd, or heterocyclylalkoxy;

Z represents H orRCO);

R; and R each independently represent H, alkyl, alkoxy airbyy;

Rs, independently for each occurrence, representsitutied or unsubstituted alkyl,
hydroxyalkyl, aminoalkyl, acylaminoalkyl, alkenylkoxy, alkoxyalkyl, aryl,
arylalkyl, aryloxy, aryloxyalkyl, cycloalkyl, cyclakylalkyl, heterocyclyl,
heterocyclylalkyl, heteroaryl, heteroarylalkyl, begaryloxy, heteroaryloxyalkyl or
C(Rs)(Rg)(R10), N(Rs)(Rs) or ORs;, wherein any free hydroxyl group may be acylated
to form C(O)R;

R4 and R each independently represent H or substitutechsuhstituted alkyl, hydroxyalkyl,
acyl, aminoalkyl, acylaminoalkyl, alkenyl, alkoxkal, aryl, arylalkyl, aryloxy,
aryloxyalkyl, cycloalkyl, cycloalkylalkyl, heterocyyl, heterocyclylalkyl, heteroaryl,
heteroarylalkyl, heteroaryloxy, or heteroaryloxyd/kvherein any free hydroxyl
group may be acylated to form C(Q)R

Re, independently for each occurrence, representsitutied or unsubstituted alkyl,
hydroxyalkyl, aminoalkyl, acylaminoalkyl, alkenylkoxyalkyl, aryl, arylalkyl,
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aryloxy, aryloxyalkyl, cycloalkyl, cycloalkylalkylheterocyclyl, heterocyclylalkyl,
heteroaryl, heteroarylalkyl, heteroaryloxy, or meteyloxyalkyl, wherein any free
hydroxyl group may be acylated to form C(@)R

Rs, Ro and Rp each independently represent H or substitutedhsulstituted alkyl, hydroxy,
hydroxyalkyl, amino, acylamino, aminoalkyl, acylaroalkyl, alkoxycarbonyl,
alkoxycarbonylamino, alkenyl, alkoxy, alkoxyalkgyl, arylalkyl, aryloxy,
aryloxyalkyl, cycloalkyl, cycloalkylalkyl, heterocyyl, heterocyclylalkyl, heteroaryl,
heteroarylalkyl, heteroaryloxy, or heteroaryloxydllor Rs and R together with the
carbon to which they are attached, form a carbacypclheterocyclic ring system,
wherein any free hydroxyl group may be acylatetbt;n C(O)R;; and

wherein the medicament is to be orally administevigd a meal.

2. Use of a compound of formula (Il), or a pharmaioally acceptable salt thereof, in

the manufacture of a medicament for the treatmeocdiocer,

Ri R (),
wherein:
L represents C}$CH,, CH,CH,, CH,CH,CH,, CH,, CH,S, SCH, CH,NHCH,, CH=CH, or

s f{, wherein any hydrogen atom of a CH or Hiit may be replaced by alkyl
or alkoxy, any hydrogen of an NH unit may be repthby alkyl, and any hydrogen
atom of a CH unit of CH.CH,, CH,CH,CH, or CH, may be replaced by hydroxy;

X, independently for each occurrence, represen® &, CH=CH, wherein any hydrogen
atom of a CH unit may be replaced by alkyl,

Y, independently for each occurrence, represeris EH,O(CO)R; .

Rz, independently for each occurrence, representsddlustituted or unsubstituted alkyl,
alkoxy, aminoalkyl, alkylaminoalkyl, heterocyclyksd, arylalkyl, or
heterocyclylalkoxy;

Z represents H or RCO);

R; and R each independently represent H, alkyl, alkoxy airbyy;

R3 represents substituted or unsubstituted alkylrdwyhlkyl, aminoalkyl, acylaminoalkyl,

alkenyl, alkoxy, alkoxyalkyl, aryl, arylalkyl, argky, aryloxyalkyl, cycloalkyl,
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cycloalkylalkyl, heterocyclyl, heterocyclylalkyl gteroaryl, heteroarylalkyl,
heteroaryloxy, heteroaryloxyalkyl or C{ffRo)(R10), N(Rs)(Rs) or ORs, wherein any
free hydroxyl group may be acylated to form C(@)R

R4 and R each independently for each occurrence representsdbstituted or unsubstituted
alkyl, hydroxyalkyl, acyl, aminoalkyl, acylaminoadk alkenyl, alkoxyalkyl, aryl,
arylalkyl, aryloxy, aryloxyalkyl, cycloalkyl, cyclakylalkyl, heterocyclyl,
heterocyclylalkyl, heteroaryl, heteroarylalkyl, egaryloxy, or heteroaryloxyalkyl,
wherein any free hydroxyl group may be acylatefbton C(O)R;

Re represents substituted or unsubstituted alkylrdwghlkyl, aminoalkyl, acylaminoalkyl,
alkenyl, alkoxyalkyl, aryl, arylalkyl, aryloxy, alyxyalkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl gteroaryl, heteroarylalkyl,
heteroaryloxy, or heteroaryloxyalkyl, wherein angef hydroxyl group may be
acylated to form C(O)R

Rs, Ry and Ry each independently for each occurrence representsdbstituted or
unsubstituted alkyl, hydroxy, hydroxyalkyl, amiramylamino, aminoalkyl,
acylaminoalkyl, alkoxycarbonyl, alkoxycarbonylamjradkenyl, alkoxy, alkoxyalkyl,
aryl, arylalkyl, aryloxy, aryloxyalkyl, cycloalkykycloalkylalkyl, heterocyclyl,
heterocyclylalkyl, heteroaryl, heteroarylalkyl, egaryloxy, or heteroaryloxyalkyl, or
Rg and R together with the carbon to which they are attdch@m a carbocyclic or
heterocyclic ring system, wherein any free hydraygup may be acylated to form
C(O)R;, and wherein at least two o§,RRg and Rp are not H;

R11 represents aryl, arylalkyl, aryloxy, aryloxyalkiteteroaryl, heteroarylalkyl,
heteroaryloxy, or heteroaryloxyalkylonhRepresents C(R)(R13)(R14), N(Rs)(R14) Or
ORu4, wherein any free hydroxyl group may be acylatetbtm C(O)R;

Ri12 and Rz each independently respresent H or substitutechsubstituted alkyl, hydroxy,
hydroxyalkyl, amino, acylamino, aminoalkyl, acylaroalkyl, alkoxycarbonyl,
alkoxycarbonylamino, alkenyl, alkoxy, alkoxyalkglyl, arylalkyl, aryloxy,
aryloxyalkyl, cycloalkyl, cycloalkylalkyl, heterocyyl, heterocyclylalkyl, heteroaryl,
heteroarylalkyl, heteroaryloxy, or heteroaryloxyd/kvherein any free hydroxyl
group may be acylated to form C(Q)Rnd wherein both of )2and R3 are not H;

Ri4 represents aryl, arylalkyl, aryloxy, aryloxyalkiieteroaryl, heteroarylalkyl,
heteroaryloxy, or heteroaryloxyalkyl; and

wherein the medicament is to be orally administevid a meal.
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3. The use of claim 2, wherein Represents aryl, arylalkyl, aryloxy, aryloxyalkyl,
heteroaryl, heteroarylalkyl, heteroaryloxy, or metgyloxyalkyl, and the aryl or heteroaryl
ring is substituted with either —OCKLIBr —OCF; and is optionally further substituted.

4, The use of claim 2 or 3, whereinsRepresents aryl, arylalkyl, aryloxy, aryloxyalkyl,
heteroaryl, heteroarylalkyl, heteroaryloxy, or metgyloxyalkyl, and the aryl or heteroaryl

ring is substituted with either —OCKLIBr —OCF; and is optionally further substituted.

5. The use of claim 3 or 4, wherein;Represents arylalkyl, wherein the aryl ring is
substituted with —OGF

6. The use of claim 5, wherein Represents trifluoromethoxybenzyl.
7. The use of claim 6, wherein Represents :
8. The use of any one of claims 2-7, wherein onmare of (a) — (e) applies:

(a) L represents GISCH,, CH,CH,, CH,;S or SCH, preferably CHCHy;

(b) Y represents H;

(c) X represents S or CH=CH, wherein any hydrogfem of a CH unit may be
replaced by alkyl;

(d) Z represents KCO); or

(e) R and Reach represent H.

9. The use of claim 8, whereiry 81d R are not identical.

10.  The use of any one of claims 2-9, wherein Zeggnts RCO) and Brepresents
substituted or unsubstituted arylalkyl, heterodkylia cycloalkyl or heterocycloalkyl.

11. The use of claim 10, wherein Z represen{€R) and Rrepresents substituted or
unsubstituted heteroarylalkyl.
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12.  The use of claim 11, wherein Z represen{€R) and Rrepresents substituted or

unsubstituted pyridylalkyl.

13.  The use of any one of claims 2-7, wherein kesents Cb5CH,, CH,CH,, CH,S or
SCH,, each Y represents H, X represents S, Z repreBef@®©), R and Reach represent H,
and Rrepresents substituted or unsubstituted arylahetieroarylalkyl, cycloalkyl or

heterocycloalkyl.

14. The use of any one of claims 3-7, wherein kaspnts ChlCH,, each Y represents H,
X represents S, Z representg®0), R and R each represent H, and Rpresents arylalkyl,

heteroarylalkyl, cycloalkyl or heterocycloalkyl.

15.  The use of claim 14, wherein iRpresents heteroarylalkyl.

16. The use of any one of claims 1 to 15, whetegncancer is selected from breast
cancer, colorectal cancer, endocrine cancer, langar, melanoma, mesothelioma, renal

cancer, and a B cell malignancy.

17. The use of claim 16, wherein the cancer isdbresncer.

18. The use of claim 17, wherein the breast cacmeprises basal-type breast cancer
cells, triple-negative breast cancer cells or diadolw breast cancer cells.

19. The use of claim 16, wherein the cancer isreglal cancer.

20. The use of claim 16, wherein the cancer is emae cancer.

21.  The use of claim 20, wherein the endocrine eaiscselected from adrenal cortex
adenoma, adrenal cortex carcicnoma, adrenal glaedghromocytoma, and parathyroid

gland adenoma.

22. The use of claim 16, wherein the cancer is nuste.

23. The use of claim 16, wherein the cancer islregacer.
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24.  The use of claim 16, wherein the cancer iscalBmalignancy.

25.  The use of claim 24, wherein the B cell malignais selected from multiple

myeloma, leukemia, and lymphoma.

26. The use of claim 25, wherein the B cell malignais leukemia, such as acute

lymphoblastic leukemia, or chronic lymphoblasticgkemia.

27.  The use of claim 25, wherein the B cell malignais lymphoma, such as Burkitt's

lymphoma, Diffuse large B cell lymphoma, folliculgmphoma, or Hodgkin’s lymphoma.

28. The use of any one of the preceding claimsyehehe compound is the compound

of formula Ill and 300 mg to 3000 mg of the medieatis to be administered per day.

29.  The use of any one of the preceding claimsyehehe medicament is to be

administered two times per day.

30. The use of any one of claims 1 to 28, whetegnnbedicament is to be administered

three times per day.

31. The use of any one of the preceding claim, sihanedicament is to be administered

to a human.

32.  The use of any one of the preceding claimsyeehe medicament is to be

administered with one or more additional chemotheusic agents.

33.  The use of claim 32, wherein the one or mocdkt@atal chemotherapeutic agents are
selected from ABT-263, aminoglutethimide, amsacrareastrozole, asparaginase,
azacitidine, AZD5363, Bacillus Calmette—Guérin vaeqbcg), bicalutamide, bleomycin,
bortezomib, buserelin, busulfan, campothecin, cégigioe, carboplatin, carfilzomib,
carmustine, chlorambucil, chloroquine, cisplatiadeibine, clodronate, cobimetinib,
colchicine, cyclophosphamide, cyproterone, cytar@bilacarbazine, dactinomycin,
daunorubicin, demethoxyviridin, dexamethasone,ldrclacetate, dienestrol,

diethylstilbestrol, docetaxel, doxorubicin, epircibi eribulin, erlotinib, estradiol,
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estramustine, etoposide, everolimus, exemestdgegdiim, fludarabine, fludrocortisone,
fluorouracil (e.g., 5-fluorouracil), fluoxymester@nflutamide, gemcitabine, genistein,
goserelin, hydroxyurea, idarubicin, ifosfamide, tm#, interferon, irinotecan, ixabepilone,
lenalidomaide, letrozole, leucovorin, leuprolideyamisole, lomustine, lonidamine,
mechlorethamine, medroxyprogesterone, megestréphakn, mercaptopurine, mesna,
metformin, methotrexate, miltefosine, mitomycintotane, mitoxantrone, mutamycin, MK-
2206, nilutamide, nocodazole, octreotide, oxaliplaolaparib, paclitaxel, pamidronate,
pazopanib, pentostatin, perifosine, PF-0469150@aiplycin, pomalidomide, porfimer,
procarbazine, raltitrexed, rituximab, romidepsugaparib, selumetinib, sorafenib,
streptozocin, sunitinib, suramin, talazoparib, taifem, temozolomide, temsirolimus,
teniposide, testosterone, thalidomide, thioguartimetepa, titanocene dichloride, topotecan,
trametinib, trastuzumab, tretinoin, veliparib, Medtine, vincristine, vindesine, vinorelbine,
and vorinostat (SAHA).

34.  The use of claim 33, wherein the one or modit@atal chemotherapeutic agents are
selected from azacitidine, bortezomib, capecitaliaeboplatin, carfilzomib,
cyclophosphamide, daunorubicin, dexamethasone talaedoxorubicin, epirubicin,
eribulin, erlotinib, everolimus, fluorouracil, gertabine, ixabepilone, lenalidomide,
methotrexate, mitoxantrone, mutamycin, paclitagetmalidomide, rituximab, thiotepa,

vincristine, and vinorelbine.

35.  The use of claim 34, wherein the one or moditathal chemotherapeutic agents are
selected from azacitidine, dexamethasone, docetantetinib, everolimus, paclitaxel and

pomalidomide.

36. A compound of formula (lll), or a pharmaceuilicacceptable salt thereof, for use as

a medicament,

o OCF,
N~N
74
_{ AN ] N.
N S N
N\ / P
N0
H (ny,

wherein the medicament is to be orally administevigd a meal.
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