R (X)

R*%M%M%MW%M
C:-C; fluoroalkylis-optionally substituted by R*:

R? isH, C:=Cs alkyl, C4-Cs fluoroalkyl; Cs-Cs cycloalkyl or 3-8 membered-heterocyslyl.
W%M%M%%mw and-each-said

R‘Us—H-f‘ -C, alkyl; C4-C, ﬂuomalkchi_Cﬁalkexy—er(;i_Cﬁﬂuemalkexy—whe%aeh
by-R%:

Reis H,F CLCN,; CH,; CHE CHE; or CE;

R’ and R® are independently H-F_ClL CN. C.-C, alkyl, C.-C, fluoroalkyl C+-C, alkoxy-or
C+C> fluoroalkoxy,—where each-said C+-C, alkyl; C-C> fluoreallkeyd; C4-C, alkoxy—and C+-C»
fluoroalkoxy is-optionally substituted by R

RQiS“, Q”,Nll,N”C” ElFN(C“),

each R* isindependently E, CN; C:-C; alkyl or C,-C, fluoroalkyl where each said C;-C,
alkyl-and C;-C, Huoroalkylis-optionally-substituted by R™:

eachR* is-independently OH; C;-C, alkoxy, C4-C, fluoroalkoxy CN-or NRZR=:

eaeh—Rzzand-stls-mdependenuy—H-Ci_C?alkyLerci—Cgﬂugmalkyl—er

R* and-R® mav- b N h th N M h
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%ﬂu@#@alkyhs-epﬂonaﬂy-subsﬁﬂﬁed—by—l&
R? is H, C4-Cs alkyd; C4-Cs ﬂuepgalkchg_CgeyeloalkyLer—s-e—membeﬁed—hetngeyelyL

R“ls—H-f‘ -C. alkyl; C4-C. ﬂugmalkyLCi_Cﬁalkgxy—erci_Cﬁﬂugmalkgxy—whep%eaeh

by R,

RS%isH E Gl CN, CH. CH.E_CHF, or CEs;

R% and R® are independently HE_Cl CN; C,-C, alkyl, C+-C, fluoroalkyl; C,-C, alkoxy-or
f ' . ionally substi by R

each-R™ is-independently E. CN; C.-C, alkyl-or C;-C, fluoroalkyl where each-said C:-C,
alkyl-and C+-C, fluoroalkylis-optionally substituted-by R*:
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R Is—H; CrCs allfl C-C. fluoroalkyl; SO.R™; SONR'R™—COR™,—COOR" or
RMis C4-C, alkyl-0r C4-C, fluoroalkylh:
eachR* and R* isindependently H or CHs;
R is Ci=Cy alkyl-or Ci-Cs Huoroalkyl-where-each-said C-Cy alkyl-and Cy-Cs Huoroalkyl
. ionally substituted by R%.
C+-C; alkyl-and C+-C, fluoroalkyl is-optionally substituted by R*’;
eachR* is-independently OH; C;-C, alkoxy, C4-C, flucroalkoxy, CN-or NRZR=:
eaeh-Rzzand-Rggls-mdependenuy—H-ci_CgalkyLerci_cgﬂuemalkw—or
R* and-R® mav b . h th . M :
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13. A pharmaceutical composition comprising the compound of claim 10, or a
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier or

14. A pharmaceutical composition comprising the compound of claim 11, or a

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier or
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Claims

1. A compound of Formula (X):

(Rm)n N /
KC] RE/ iﬂl
(X)

or a pharmaceutically acceptable salt or solvate thereof, wherein:
Riis H. F, ClI. CN, Ci-C2 alkyl or C:-Co2fluoroalkyl:
R2is H, Ci-Cs alkyl, C1-Csfluoroalkyl, Cz-Cscycloalkyl, oxolanyl, azetidinyl or oxetanyl

where each said Ci-Cs alkyl and Ci1-Cs fluoroalkyl is optionally substituted by R?° and said C3-Cs

cycloalkyl is optionally substituted by R?*;

Rais H, Ci-Caalkyl, or Ci-Cafluoroalkyl, where each said Ci-Csalkyl and Ci-Ca
fluoroalkyl is optionally substituted by R%;

Reis H, F, or CI;
7.0 R® are independently H, F, or Cl;

Rois OH;

each RY is independently F, CN, Ci-C2alkyl or Ci-C» fluoroalkyl, where each said Ci-Co
alkyl and Ci-Cofluoroalkyl is optionally substituted by R?°;

each R? is independently OH, C1-Cz alkoxy or CN;

each R% is independently F; and
nis 0.

0

The compound of claim 1, having the Formula (X-A):

[

or a pharmaceutically acceptable salt or solvate thereof.

N
~J
N
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3. A compound of Formula (I1X):

g

(1X)

or a pharmaceutically acceptable salt or solvate thereof, wherein:

Riis H, F, Cl, CN, C:-Cz alkyl or Ci1-Co>fluoroalkyl:
R2is H, Ci-Cs alkyl, C1-Csfluoroalkyl, Cs-Cscycloalkyl, oxolanyl, azetidinyl or oxetanyl

where each said Ci1-Cs alkyl and Ci1-Cs fluoroalkyl is optionally substituted by R?° and said Cs-Cs

cycloalkyl is optionally substituted by R%;
R4is H, Ci-Casalkyl, or Ci-Cafluoroalkyl, where each said Ci:-Casalkyl, and Ci-Ca

fluoroalkyl is optionally substituted by R?%;
Reis H, F, or CI;
Rz .. R® are independently H, F, or CI;
Rois OH;

each R*¥ is independently F, CN, Ci-Czalkyl or Ci-Co fluoroalkyl, where each said Ci-C2
alkyl and Ci-Co fluoroalkyl is optionally substituted by R?;

Ruis SO2R™;

Ri4is Ci-Caalkyl;

each R? is independently OH, Ci-C> alkoxy or CN:;

each R? is independently F; and
nis 0.

>

The compound of claim 3, having the Formula (1X-A):

N
[OV]
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or a pharmaceutically acceptable salt or solvate thereof.

5. The compound of any one of claims 1 to 4. or a pharmaceutically acceptable salt or

solvate thereof, wherein R? is CI.

6. The compound of any one of claims 1 to 5, or a pharmaceutically acceptable salt or

solvate thereof, wherein R? is Ci-Cs alkyl, where said Ci-Cs alkyl is optionally substituted by R%.

7. The compound of any one of claims 1 to 6, or a pharmaceutically acceptable salt or
solvate thereof, wherein R* is Ci-Cas alkyl, where said Ci-Csalkyl is optionally substituted by R%.

8. The compound of claim 7, or a pharmaceutically acceptable salt or solvate thereof,
wherein R% is OH.

9. The compound of any one of claims 1 to 8, or a pharmaceutically acceptable salt or

solvate thereof, wherein R® is F, R” is H, and R® is H.

OH

Mem &
e Me Me

or a pharmaceutically acceptable salt or solvate thereof.

N
N
EAN
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11. (3R.4R)-4-[(5-chloro-4-{4-fluoro-2-[(1R)-1-hydroxyethyl]-1-(propan-2-yl)-1H-

benzimidazol-6-vl

structure:

or a pharmaceutically acceptable salt or solvate thereof.

12. A pharmaceutical composition comprising the compound of any one of claims 1 to 11, or

a pharmaceutically acceptable salt or solvate thereof, and a pharmaceutically acceptable carrier
or excipient.

13. The pharmaceutical composition of claim 12, to be used for the treatment of cancer in a

subject.

14. The pharmaceutical composition of claim 13, wherein the cancer is selected from the
group consisting of breast cancer, ovarian cancer, bladder cancer, uterine cancer, prostate
cancer, lung cancer, esophageal cancer, head and neck cancer, colorectal cancer, kidney cancer,
liver cancer, pancreatic cancer, stomach cancer and thyroid cancer.

15. The pharmaceutical composition of claim 13, wherein the cancer is selected from the
group consisting of ER-paositive/HR-positive breast cancer, HER2-negative breast cancer, ER-
positive/HR-positive breast cancer, HER2-positive breast cancer; triple negative breast cancer
(TNBC), and inflammatory breast cancer.

16. The pharmaceutical compaosition of claim 15, wherein the breast cancer is advanced or
metastatic breast cancer.

17. The pharmaceutical composition of claim 13, wherein the cancer is prostate cancer.

18. The pharmaceutical composition of claim 13, wherein the cancer is lung cancer.

N
~
[&)]
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19. The pharmaceutical composition of claim 13, wherein the cancer is colorectal cancer.

20. The pharmaceutical composition of any one of claims 13 to 19, to be used for the

treatment of cancer in combination with an additional anti-cancer agent.

21. The pharmaceutical composition of claim 20, wherein the additional anti-cancer agent is
an endocrine agent selected from the group consisting of an aromatase inhibitor, a selective
estrogen receptor downregulator (SERD), and a selective estrogen receptor modulator (SERM).

22. The pharmaceutical composition of claim 21, wherein the endocrine agent is letrozole or

fulvestrant.

N
N
[e)]
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