Listing of Claims:

I. A compound of the Formula I:

or a pharmaceutically acceptable salt thereof, wherein:

R! is halo or -S(C;-Cas)alkyl;

X is CHor N;

R? is hydrogen, halo, (Ci-C4)alkyl, or halo(Ci-Cas)alkyl;

R3 is halo, (Ci-Ca)alkyl, or halo(Ci-Ca)alkyl;

R* is (C3-C7)cycloalkyl or 4-7 membered heterocyclyl, each of which are optionally
substituted with 1 to 3 groups selected from halo, (C1-Cs)alkyl, halo(Ci-C4)alkyl, (Ci-
Ca)alkoxy, halo(C;-Ca4)alkoxy, and -NR?R?;

R* is hydrogen, (Ci-Cs)alkyl, or halo(C;-Ca)alkyl;

RP is (Ci-Ca)alkyl, halo(Ci-Ca)alkyl, or 4-7 membered heterocyclyl, wherein said
heterocyclyl is optionally substituted with 1 to 3 groups selected from halo, (Ci-Cs)alkyl,
halo(Ci-Cs)alkyl, (C1-C4)alkoxy, and halo(C;-C4)alkoxy; or

R? and R together with the nitrogen atom to which they are attached form a 4-7
membered heterocyclyl optionally substituted with 1 to 3 groups selected from halo, (Ci-
Cy)alkyl, halo(Ci-Cs)alkyl, and -ORS;

R® is (C1-Cs)alkyl, halo(Ci-Cs)alkyl, or (C3-C7)cycloalkyl; and

R’ is halo, (Ci-Cs)alkyl, or halo(C;-Ca)alkyl.

2. The compound of Claim 1, wherein:

R? is halo;

R3 is (Ci-Ca)alkyl;

R* is (C3-C7)cycloalkyl or (Cs-C7)heterocyclyl, each of which are optionally
substituted with 1 to 2 groups selected from halo(Ci-Cs)alkyl and -NR?RY;

R? is hydrogen or (Ci-Cq)alkyl;

RP is (Ci-Ca)alkyl or (C4-C7)heterocyclyl, wherein said heterocyclyl is optionally
substituted with halo(C;-C4)alkyl; or
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R? and R® together with the nitrogen atom to which they are attached form a 4-7
membered nitrogen containing heterocyclyl optionally substituted with 1 to 3 groups selected
from halo and -OR¢;

R is (Ci-Cs)alkyl, halo(Ci-Cs)alkyl, or (C3-C7)cycloalkyl; and

R?is halo or (Ci-Cas)alkyl.

3. The compound of Claims 1 or 2, wherein the compound is of the Formula II:

o o
HNJ\/fN O R
| H
R5J\\X R' OX

Cl (ID);

or a pharmaceutically acceptable salt thereof.

4. The compound of any one of Claims 1 to 3, wherein R' is chloro.
5. The compound of any one of Claims 1 to 4, wherein R! is —-SCHs.
6. The compound of any one of Claims 1 to 5, wherein R* is cyclohexyl or piperidinyl,

each of which are optionally substituted with 1 to 2 groups selected from halo(C;-Cs)alkyl
and -NR°R®.

7. The compound of any one of Claims 1 to 6, wherein the compound is of the Formula
IIT:
R6
O 0] N
HN N 0
| H
RS SR o
Cl (I1D);

or a pharmaceutically acceptable salt thereof, wherein R is halo(C1-Cs)alkyl.
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8. The compound of any one of Claims 1 to 7, wherein the compound is of the Formula

1V:
RG
o) o) N
HN N O
| H
Cl

AV);
or a pharmaceutically acceptable salt thereof.
0. The compound of any one of Claims 1 to 6, wherein the compound is of the Formula
(V):
NR2RP

0 0
RS X~ OR! o
ci W)

or a pharmaceutically acceptable salt thereof.

b

10. The compound of any one of Claims 1 to 6 and 9, wherein the compound is of the

Formula:

NR2RP

0 0
)\\x R! O
Cl
NR2RP
0 0
Cl)\\x R o
Cl

or a pharmaceutically acceptable salt thereof.

(VI); or

(VID);
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11. The compound of any one of Claims 1 to 6, 9, and 10, wherein the compound is of the

N
0 0
)\\x R O
Cl

or a pharmaceutically acceptable salt thereof.

Formula:

RaRP

(VD

12.  The compound of any one of Claims 1 to 6 and 9 to 11, wherein R® is (Ci-Cs)alkyl or
oxetanyl, wherein said oxetanyl is optionally substituted with halo(C;-Cs)alkyl; or R? and R®
together with the nitrogen atom to which they are attached form an azetidinyl optionally

substituted with halo or -OR®.

13.  The compound of any one of Claims 1 to 6 and 9 to 12, wherein R* is hydrogen or
methyl; and R® is methyl or oxatanyl, wherein said oxetanyl is optionally substituted with
-CH>F or -CFs.

14.  The compound of any one of Claims 1 to 6 and 9 to 13, wherein R?® and R® together
with the nitrogen atom to which they are attached form an azetidinyl optionally substituted

with 1 to 2 fluoro or -OR®; and R is -CH3, -CHF>, or cyclopropyl.

15.  The compound of Claim 1, wherein the compound is of the Formula:

ndat

| Cl
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O0—

i

o) o)
HN N O
| H
' Cl
o) o)
HN N O
« | H
] o
Cl

or a pharmaceutically acceptable salt thereof.

; or

O0—

i

16. The compound of any one of Claims 1 to 6, and 9 to 15, wherein the group
O O R®
HN N 0
):%'C :
RS” X~ R 0O
R2
17. The compound of any one of Claims 1 to 6, and 9 to 15, wherein the group
o] O R
HN N 0
J N H
RS~ "X~ "R’ O
RZ

18.  The compound of any one of Claims 1 to 17, wherein the stereochemical

and NR?R® are oriented trans about the cyclohexyl.

and NR?RP are oriented cis about the cyclohexyl.

configuration of the chiral center of the 1,3-dioxolanyl is R.

19.  The compound of any one of Claims 1 to 17, wherein the stereochemical

configuration of the chiral center of the 1,3-dioxolanyl is S.
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20.  The compound of Claim 1, wherein the compound is of the Formula:

or a pharmaceutically acceptable salt thereof.

21. The compound of Claim 1, wherein the compound is of the Formula:

N
(0] (0]
NS ? (e}
I

or a pharmaceutically acceptable salt thereof.

O—

b

22.  The compound of Claim 1, wherein the compound is of the Formula:

A

or a pharmaceutically acceptable salt thereof.
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23. A pharmaceutical composition comprising the compound of any one of Claims 1 to

22, or a pharmaceutically acceptable salt thereof; and a pharmaceutically acceptable carrier.

24.  Use of the compound of any one of Claims 1 to 22, or the composition of Claim 23, in

the manufacture of a medicament for the treatment of a cancer responsive to the modulation

of EZH2.

25. The use of Claim 24, wherein the cancer is selected from breast cancer, prostate
cancer, colon cancer, renal cell carcinoma, glioblastoma multiforme cancer, bladder cancer,
melanoma, bronchial cancer, lymphoma, cholangiosarcoma, multiple myeloma, lung cancer,

ovarian cancer, and liver cancer.
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