CLAIMS

1. A compound represented by structural formula (11A):
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each of which is optionally substituted with one or two R2 groups;

Linker L is a bond;

R1is H;

each instance of Rz is H, deuterium, halogen, -OH, CN, Ci.galkyl, Co.galkenyl,
Cagalkynyl, Cigalkoxy, -(CH2)nORs, -(CH2)nSRe, -(CH2)aC(O)Rs, -(CH2)aC(O)ORe,
-(CH2)nS(O)mRs, -(CH2)nNR7Rs, -(CH2)nC(O)NR7Rsg, -(CH2)aNR7C(O)Rs,
-(CH2)nNR7S(O)mRs, Ca-g cycloalkyl, 3-10 membered heterocyclyl, 6-14 membered
aryl, 5-14 membered heteroaryl, wherein the alkyl, alkenyl, alkynyl, alkoxy,

cycloalkyl, heterocyclyl, aryl, or heteroaryl represented by R: is each optionally
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substituted with one or more groups selected from deuterium, halogen, CN, -OH,
Cisalkyl, Cighaloalkyl, C1-galkoxy, and NR7Rg;

each instance of Rz is H, deuterium, C1.4 alkyl optionally substituted with -OH,
or Cz.s cycloalkyl optionally substituted with -OH;

each instance of R4 is H, deuterium, halogen, Ci.4alkyl optionally substituted
with fluoro, C2.4 alkenyl, Cz.¢ cycloalkyl optionally substituted with methyl, or 3-6
membered heterocyclyl; or two R4 groups attached to the same ring atom of ring A
form Cs.¢ cycloalkyl or 3-6 membered heterocyclyl, each of which is optionally
substituted with one or more groups selected from halogen, CN, -OH, C1> alkyl, C1-»
alkoxy, and NR7Rg;

each instance of Rs is H, deuterium, halogen, CN, -OH, Ci-salkyl,
Craalkoxy, or C1.4 haloalkoxy;

each instance of Re is independently H, Cy-galkyl, Czsalkenyl, C,galkynyl,
Cagcycloalkyl, 3-10 membered heterocyclyl, 6-14 membered aryl, 5-14 membered
heteroaryl, wherein the Ci-salkyl, C2galkenyl, C2galkynyl, Cs.s cycloalkyl,
3-10 membered heterocyclyl, 6-14 membered aryl, 5-14 membered heteroaryl
represented by Re is each optionally substituted with one or more groups selected
from halogen, CN, -OH, Ci4alkyl, C1.4 haloalkyl, C1.4 alkoxy, and NR7Rs;

each instance of R7 and Rg is independently H, C1.s alkyl or cyclopropyl;

each instance of R12 is H, F, Cl, CHs, or CFs3;

kisO,1,or2;

niso0,1, 2,3, 4,or5;and

misO0, 1, or 2.

The compound of claim 1 or a pharmaceutically acceptable salt, or a stereoisomer
thereof, wherein

each instance of Rz is H, halogen, CN, -OH, Ci4alkyl, C1.4 haloalkyl, C1.4
hydroxyalkyl, -(CH2)nORs, -(CH2)nC(O)Rs, -(CH2)aC(O)ORs, -(CH2)nS(0)2Rs,
-(CH2)nNR7Rs, -(CH2)nC(O)NR7Rs, -(CH2)nC(O)NHRy7, -(CH2)nNR7C(O)Re,
-(CH2)nNR7S(0)2Rs, Cazg cycloalkyl, 3-6 membered heterocyclyl, phenyl, or
5-6 membered heteroaryl;

each instance of Re is independently H, Ci-s alkyl, Cz-6 cycloalkyl,
3-7 membered heterocyclyl, phenyl, 5-6 membered heteroaryl, wherein the Ci.salkyl,

Css cycloalkyl, 3-7 membered heterocyclyl, phenyl, 5-6 membered heteroaryl
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represented by Re is each optionally substituted with halogen, CN, -OH, Cy.s alkyl,
Ci-4 haloalkyl, C1-4 alkoxy, or NR7Rs; and

niso, 1, or 2.

The compound of claim 1 or 2 or a pharmaceutically acceptable salt, or a stereoisomer
thereof, wherein

each instance of Rz is H, halogen, CN, -OH, Ci.4 alkyl, C1.4 haloalkyl,

C1-4 hydroxyalkyl, -(CH2)nS(0)2C1-4 alkyl, -(CH2)nNR7Rs, Cs.4 cycloalkyl, or 3-6

membered heterocyclyl; and nis 0, 1, or 2.

The compound of any one of claims 1-3 or a pharmaceutically acceptable salt, or a
stereoisomer thereof, wherein

each instance of Rz is H, C1-3alkyl optionally substituted with -OH, or Cs.6
cycloalkyl optionally substituted with -OH;

each instance of R4 is H, halogen, Ci3alkyl, C2-4 alkenyl, cyclopentyl,
tetrahydro-2H-pyranyl, 3,6-dihydro-2H-pyranyl; and

each instance of Rs is H, F, CN, methoxy, OCHF-.

The compound of any one of claims 1-4 or a pharmaceutically acceptable salt, or a
stereoisomer thereof, wherein

each instance of Rz is H, halogen, CN, Ci-zalkyl, C1.3 haloalkyl,
Ci-3 hydroxyalkyl, NH2, N(CHs)2, NHcyclopropyl, -(CH2)nS(0)2C1-3 alkyl,
cyclopropyl, azetidinyl optionally substituted with F, oxetanyl, morpholinyl,
piperidinyl, tetrahydro-2H-pyranyl, and

niso, 1, or 2.

The compound of any one of claims 1-5 or a pharmaceutically acceptable salt, or a
stereoisomer thereof, wherein

each instance of Rz is H or Ci-zalkyl,

each instance of R4 is H or Cy3alkyl; and

each instance of Rs is H, F, or OMe.

The compound of any one of claims 1-6 or a pharmaceutically acceptable salt, or a

stereoisomer thereof, wherein k is 0.

The compound of any one of claims 1-7 or a pharmaceutically acceptable salt, or a

stereoisomer thereof, wherein ring B is
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10.

) 0 0 )

is optionally substituted with one or two Rz groups.

, each of which

The compound of any one of claims 1-8 or a pharmaceutically acceptable salt, or a
stereoisomer thereof, wherein each instance of Rz is H, halogen, CN, Ci-zalkyl,
Ca-3 haloalkyl, C1-3 hydroxyalkyl, NHz, N(CHs)2, NHcyclopropyl.

The compound of claim 1, or a pharmaceutically acceptable salt, or a sterecisomer

thereof, wherein the compound is:

-N

H 7NN

N.__N NP
S

16
28
/N’N\
156 o N A<
| Y S
_N soN N~
X
(@]
/N/N\
No N, A~
157 o Y

- 167 -



161

162

163

170

171

176

183

- 168 -




184

_N
H ZTINTN
/lN N AN
204 ~_N N__—
Y
HN o)
|
_N
H 7TNTR
_ NYN\ N
| |
205 NN N
HNMO
|
_N
H 7TNTR
_ NYN\ P
I |
206 ~_N N~
§
HITI o)
30
31

- 169 -




35

37

38

185

192

196

I
7 N\

197 T

-170 -




200

201

203

207

208

209

210

-171 -




211

219

220

221

227

39

40

-172 -




41
AT
PSS
N NS
= | T AN
234 (\N ~_N N_~
N\/go
ST
i
N NP PN
235 B
\/N\/&o
oSS
N N N
236 oSRbD
9 //\N ™ N~
TN ko
0w 0
N NS
237 Ji\l( T
Ho/\/N\/go
88
N
AN X
X b
61 N/ N N/ |\ N
P
F
F
NN
| >—
301 Z N

-173 -




NN
Ne NC N L e
302 0 SRS N
| | |
/N/ui:N 2 N )~
F
NN
N No N L >
303 ') A \r\ N
T
/N\@ 2 N )~
267
269
F
NN
N\NYN\'/N>
270
J I -
)
271

- 174 -




272 X AN
o D =
A
F
N N\>
273 ~ NTN\ Ay
//\N /N N = )\
HN\/gO
F
o
274 Y
\/Nvgo
F
N RN
N N ALY
275 X \ﬁ AN N
(\N | N N~ )\
Nko
F
NN
Non M
276 X S N
HN\/gO
F
Z N
N | \>
277

N
N -
QO

-175 -




~ AN N
279
>N o)
I
F
S
| |
/N\@J/\J N~ )\
F
NN
Ho N LY
/H N N N~
F
DB
286 AN NYN\ Z~N
| | )\
(\N o N/
HN\)
F
N N\>
N NYN\ PN
287
K\N l/ Nl/ )\
YN\)
F
NN
Ho N LY
289 N

-176 -




| \
290 |N\ H\WN\ Z N>
//\NL)/ N~ )\
F
NN
n A A v
>
F
N
Koo LD
309 Ns S N
(\NU \Nl(/ )\
F/\/N\)
F
F)\O
N/ N\
63 lN\ HTN\ < N>
O\/go
F
F)\O
P N\>
64

-177 -




o)
N
H N| S \>
66 IN\ NTN Z~N
‘/\N = N~ )\
o
~o
NN
67 N\ HYN\ I/ N\>
oA T 1T T =
o
N XN
68 NC Ny HYN\ L N\>
T -
~o
NN
69 N HYN\ L N>
Fg@wﬂ P
~o
N
76 N\ HYN\ I/ N>
O T
>0
77 |N\ NTN\ XN
O\/go
o
N
81 N S

-178 -




(0]
N
v B D
88 |\ \W\ N
//\N v N~ )\
K
~o
TS
AN A N
91
>N o
I
~o
H YOI
N. _N__N —
96 |\ \W\ N
O\H
~o
N
N N DY
N N N
99 UT
/C,L/ N~
e
F
~
X N
100

-179 -




~o
104
312
313
314
~o
N N
N HYN\ g N\>
315 JC’Ll g p=
. / N (@]
F
o
NS
109 Nop NN N
Bt >~
NS N
A

- 180 -




o)
7 N
H N | \>
117 NTN\ XN
Hzl\l)c’\l |/N N )\
o)
N
2o DY
AN N N\ A N
118 | |
Q _N N~ )\
H,N
o
VS
N_ _N _
N
19 oD =
ﬁN N
AN A
o
v Mo N
122 N N
eavag S
N o)
~o
N
v B XY
123 N
(\N l/ \Nﬁ/ )\
o
N
H N|\ >
N N N
130

-181 -




11.

12.

13.

14.
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The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the
compound is

= N’N
H \
\
N N\ A

The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is

N HYN\ P N\>
AJ T -
Y“Q

A pharmaceutical composition comprising an effective amount of the compound of
any one of claims 1-12 or a pharmaceutically acceptable salt, or a stereoisomer

thereof, and a pharmaceutically acceptable carrier.

Use of a compound of any one of claims 1-12, or a pharmaceutically acceptable salt,
or a stereoisomer thereof, in the manufacture of a medicament for treating cancer,

wherein the cancer is selected from the group consisting of colorectal cancer, breast
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15.

16.

17.

18.

19.

20.

21.

22.

cancer, lung cancer, prostate cancer, glioblastoma, mantel cell lymphoma, chronic

myeloid leukemia and acute myeloid leukemia.

Use of a compound of any one of claims 1-12, in the manufacture of a medicament

for treating a cancer by inhibiting a cyclin-dependent kinase (CDK).

The use of claim 15, wherein the cancer is carcinoma of the bladder, breast, colon,
kidney, epidermis, liver, lung, oesophagus, gall bladder, ovary, pancreas, stomach,
cervix, thyroid, nose, head and neck, prostate, or skin; a hematopoietic tumor of
lymphoid lineage; a hematopoietic tumor of myeloid lineage; thyroid follicular
cancer; a tumor of mesenchymal origin; a tumor of the central or peripheral nervous
system; melanoma; seminoma; teratocarcinoma; osteosarcoma; xeroderma

pigmentosum; keratoctanthoma; or Kaposi's sarcoma.

The use of claim 16, wherein the hematopoietic tumor of lymphoid lineage is
leukemia, acute lymphocytic leukemia, chronic lymphocytic leukemia, B-cell
lymphoma, T-cell lymphoma, multiple myeloma, Hodgkin's lymphoma, non-

Hodgkin's lymphoma, hairy cell lymphoma, or Burkett's lymphoma.

The use according to claim 15, wherein the cancer is pRb* breast cancer, or hormone
receptor (HR)-positive (e.g., estrogen receptor positive (ER"), progesterone receptor
positive (PR"), or ERPR"), HER2/neu-negative cancer.

The use of claim 18, wherein the cancer is advanced or metastatic or recurrent breast

cancer.

The use of claim 19, wherein the breast cancer is in an adult woman, or a

postmenopausal woman.

The use of any of claims 18-20, wherein a second agent selected from: an aromatase
inhibitor, a Selective Estrogen Receptor Modulator (SERM), a pure antiestrogen with
no estrogen agonist activity, a compound that temporarily suppresses ovarian function
(e.g., estrogen and/or progesterone production) such as a gonadotropin-releasing
hormone (GnRH) agonist or a luteinizing hormone-releasing hormone (LH-RH)
agonist, a compound that inhibits CCYP3A4, or a monoclonal antibody or an antigen-
binding fragment thereof against IGF-1/IGF-2 is to be further administered.

The use of any of claims 14-21, wherein an immune checkpoint inhibitor (such as a
PD-1 inhibitor, a PD-L1 inhibitor, or a CTLA-4 inhibitor), a receptor Tyr kinase
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23.

inhibitor, and/or an antagonist of hormone receptor (such as estrogen receptor) is to be
further administered.

A compound of any one of claims 1-12, or a pharmaceutically acceptable salt, or a
stereoisomer thereof, for use in treating cancer, wherein the cancer is selected from
the group consisting of colorectal cancer, breast cancer, lung cancer, prostate cancer,
glioblastoma, mantel cell lymphoma, chronic myeloid leukemia and acute myeloid
leukemia, or for use in treating a cancer by inhibiting a cyclin-dependent kinase
(CDK).

- 184 -



