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WHAT IS CLAIMED IS:
1. A compound of Formula (I)
9

RB
R7)p3 m3( )p4 ( —
—LrX, X% le—X{  Xq—L,—{Degron)
Nt me Y

2 @
or a pharmaceutically acceptable salt thereof, or a stereoisomer thereof,

wherein:

@ is a 5- or 6- membered aromatic ring comprising 0-3 heteroatoms selected from

nitrogen, oxygen and sulfur;
D
the moiety is an E3 Ubiquitin ligase moiety selected from

R‘I 0)p5

\/\/ s O (;E o
LsXe J R12

L1 La, L3, Ls and Ls are each 1ndependently a bond, -O-, -CO-, -(CRcRa)n2- or -NR-;

Ls is each independently -(CRaRp)ni-, -CO-(CRaRp)n1-NH-(CReR)n3-, -CO-(CRaRp)n1-NH-,
or -(CRaRb)n1-NH-(CReRf)n3-;

Z1,Z> and Z3 are each independently CR!? or N;

Xa, Xb, Xe, Xd and X, are each independently CR"Zor N;

R, R% R3, R* R, R® R, R® and R'° are each independently, hydrogen, halogen, -Ci-salkyl,
-C1.galkoxy,-Czsalkenyl, -Ca.salkynyl, cycloalkyl, heterocyclyl, aryl, heteroaryl, oxo, -CN, -NO3, -
OR., -SO2R,, -COR,, -CO2R,, -CONRGRb, -C(=NR2)NRbRe, -NRaRb, -NR2CORpb, -NR.CONRGRc, -
NR.CO2Rp, -NRaSONRpR., -NR2SO2NRpR., or -NR:SO2Ry, each of said -Ci.galkyl, -Czgalkenyl, -
Casalkynyl, cycloalkyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with halogen,
hydroxy, -haloC;-salkyl, -Ci-salkyoxy, cycloalkyl, heterocyclyl, aryl, or heteroaryl;

or R* and R? on the ortho position of the phenyl ring form a 5- or 6-membered carbon ring;

or Xa and either of the two adjacent carbon atoms form a double bond, provided that Xa is
CR!'? and R' is absent;
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—X; Xo—
or two non-adjacent R® on the \_(_/)m“ moiety form a bridge comprising one or two
or three CHb;

each R!? is independently hydrogen or -Ci_salkyl;

R’ is 5- or 6- membered aromatic ring comprising 0-3 heteroatoms selected from nitrogen,
oxygen and sulfur; each of said aromatic ring is optionally substituted with halogen, -Ci-galkyl, -Ca-
salkenyl, -Ca.galkynyl, -Ci.salkoxy, cycloalkyl, heterocyclyl, aryl, heteroaryl, -CN, -NO2, -OR,, -
SO2R,, -CORy, -CO2R,, -CONRGRy, -C(=NR2)NRpRe, -NRaRp, -NRZCORpb, -NR.CONRGRe, -
NR.CO2Rp, -NRaSONRpR., -NRaSO2NRpRe, or -NR:SO2Ry, each of said -Ci-galkyl, -Czgalkenyl, -
Casalkynyl, cycloalkyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with halogen,
hydroxy, -haloC;galkyl, -Ci-salkyoxy, cycloalkyl, heterocyclyl, aryl, or heteroaryl;

nl, n2, n3, m1, m2, m3, m4, m5, pl, p2, p3, p4 and p5 are each independently 0, 1, 2, 3 or 4;

Ra, Ro, Re,Ra, Re and Ry are each independently hydrogen, -Ci-galkyl, -Ca-salkenyl, -Ca.
salkynyl, cycloalkyl, heterocyclyl, aryl, or heteroaryl.

2. A compound of Formula (II):

R)os (R)ps (

/ ;ml\
—LiX, Xp—(CRaRp)n1—X, Xd—Lz
) m2 (11)

or a pharmaceutically acceptable salt thereof, or a stereoisomer thereof,

wherein:

@ is a 5- or 6- membered aromatic ring comprising 0-3 heteroatoms selected from

nitrogen, oxygen and sulfur;
D
the moiety is an E3 Ubiquitin ligase moiety selected from

(R'%) 10)"5
J‘f’\ S5 O i N X/’%
>\L/X \j

L1, Lo, L3, Ls and Ls are each independently a bond, -O-, -CO-, -(CRcRg)n2- or -NR¢-;

Z1, Z» and Z3 are each independently CR!'? or N;
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Xa, Xb, Xe, Xd and Xe are each independently CR"ZorN;

R!, RZ R3, R* R, R R, R® and R'° are each independently hydrogen, halogen, -Cgalkyl, -
Ci-salkoxy,-Ca-galkenyl, -Casalkynyl, cycloalkyl, heterocyclyl, aryl, heteroaryl, oxo, -CN, -NO», -
OR4, -SO2R,, -COR,, -CO2R,, -CONRGRb, -C(=NR2)NRbRe, -NRaRb, -NR2CORpb, -NR.CONRGR, -
NR2CO2Rp, -NRaSSONRpR¢, -NR.SO2NRpR¢, or -NR.SO2Rp, each of said -Cigalkyl, -Czsalkenyl, -
Cagalkynyl, cycloalkyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with halogen,
hydroxy, -haloCisalkyl, -Ci-salkyoxy, cycloalkyl, heterocyclyl, aryl, or heteroaryl;

each R'?is independently hydrogen or -Ci-salkyl;

R’ is 5- or 6- membered aromatic ring comprising 0-3 heteroatoms selected from nitrogen,
oxygen and sulfur; each of said aromatic ring is optionally substituted with halogen, -Ci.galkyl, -Ca-
salkenyl, -Ca.salkynyl, -Ci.salkoxy, cycloalkyl, heterocyclyl, aryl, heteroaryl, -CN, -NOa, -OR., -
SO2R,, -CORy, -CO2R,, -CONRGRy, -C(=NR2)NRpRc, -NR:Rp, -NR.CORp, -NR.CONRGbR, -
NR.CO2Rp, -NR.SONRpR¢, -NR.SO2NRpRe, or -NR,SO2Ry, each of said -Ci-galkyl, -Czgalkenyl, -
Casalkynyl, cycloalkyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with halogen,
hydroxy, -haloC;galkyl, -Ci-salkyoxy, cycloalkyl, heterocyclyl, aryl, or heteroaryl;

nl, n2, m1, m2, pl, p2, p3, p4 and p5 are each independently 0, 1, 2, 3 or 4;

Ra, Ro, Re, and Ry are each independently hydrogen, -Ci-salkyl, -Casalkenyl, -Cz galkynyl,

cycloalkyl, heterocyclyl, aryl, or heteroaryl.
Zg~Z7
@ 1,.¢_</ \)_**1
3. The compound according to Claim 1 or 2, wherein is 24725

R Z /1
*1\</Zs\lz4/1 **1\</ /z4

Z7=Z5 or Z7‘Z5

wherein Z4, Zs, Z¢ and Z7 are each independently selected from CH or N; wherein *1 refers to the
|

(R )p1
Lo
position attached to the moiety, and **1 refers to the position attached to L;.
@, -y
4. The compound according to Claim 1, wherein i 24725 , ,

~F O T

independently selected from CH or N.

, wherein Z4, Zs and Z7 are each
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5. The compound according to Claim 3 or 4, wherein @ is selected from
e WS S g R S
1 1 . /
1 =N =N
1\ K%k
"~ \/\r T - { i wy |

or N

6. The compound according to any one of Claims 3 to 5, wherein p3 is 0,1, or 2, and each R’ is
independently selected from halogen, -Cigalkyl, or -Cisalkoxy, preferably F, CI, Br, I, CH3, or -
OCHs.

Degron

7. The compound according to Claim 1 or 2, wherein the moiety is selected from

(R")s (R'%s (R¥)s
/|\ N o /l\ N /|\ N 0(R"°),,5\/\ N 0
~ NH ~ NH ~ NH Ny H
™ ,’ o O , o O , o O ,
o

(T1o)p5 (R10)p5 [o]
7 ) o WA Y o
~ NH ~ NH

™0 o or o O )

D
8. The compound according to Claim 7, wherein the moiety is selected from

(R")5 R10)p5
NH
(o]

pSisOorl.

%is selected from hydrogen or halogen; and

D
The compound according to Claim 8, wherein the moiety is selected from

o i

hydrogen, F, Cl, Br and 1.

0 is selected from

D
10.  The compound according to Claim 1 or 2, wherein the moiety is selected from
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<R‘° p5 (R"’ (R"%)5 (R"™)s (R <R“’)ps
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H , wherein R!° is hydrogen, halogen, -Ci-salkyl, -ORy;
R. is hydrogen or -Cl-galkyl; and pSisOor 1.

D
11. The compound according to Claim 10, wherein the moiety is selected from
R10 R10 R10

%@n{degy Ao K e

%ﬁg&ﬁw_g@_j%ﬂ}g

,or 7™ ; wherein R1? is hydrogen, halogen, -Ci-
salkyl, or —Cl,galkoxy; preferably fluoro, cholor, methyl or methoxy.
D
12. The compound according to Claim 11, wherein the moiety is selected from
F

2
xaverRaserRas e NanetNa o2
d , or Y ), o .

cl OCH;
F V"’\l\,\
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13.  The compound according to Claim 1 or 2, wherein L is a bond or -O-, and L> is a bond.
14.  The compound according to Claim 1 or 2, wherein R, and Ry are independently selected

from hydrogen or CH3; and nl is 1 or 2.
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15. The compound according to Claim 1 or 2, wherein X is selected from CH or N; Xp is N; Xc
is CH, and X4 is N.

16. The compound according to Claim 1 or 2, wherein m1, m2, m3, m4 and m5 are each

independently selected from 0,1 or 2, preferably 1.

17.  The compound according to Claim 1 or 2, wherein p4 is 0 or 1, R® is selected from halogen,
OH, or -Cisalkyl, preferably CHs.

/_)_3 (R®)oa s (R Yo
—C
18.  The compound according to Claim 1 or 2, wherein the ( Jma ( m4
/"\/(R")
_d X
wherein m3 and m4 are each independently 0O, 1, 2, 3 or 4, or ) ma , wherein m3is 1, 2,
3ordandm4is 0, 1,2,3or4.
19.  The compound according to Claim 1 or 2, wherein p4 is 2, two non-adjacent R® form a
bridge comprising one or two or three CHa.
R8
m3 /( )p4 ( —
*—Li—Xa Xp—Le—X¢ Xg—Lo—**
) m4

20.  The compound according to Claim 1, wherein

selected from \O\/O 1\N/H\/li\) @ J_C B

peVen e Tean Ve
T 0L O o0

**

<*1_N\_/”’<>"**1 o = \GNVO |
SO JO ReVes
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21.  The compound according to Claim 2, wherein

selected from \O \/O hN/H \/Q @ J_C B

0]
*1/0 NJ\**1 *110 N/**1 1\N/g N/ 1
N N N
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or or

22. The compound according to any Claims of 1-21, wherein Z; is CH or N; and p2=0.

23. The compound according to any Claims of 1-22, wherein R! is methyl, -CH>OH, -OCH3, -

CH>OCHj3 or halogen; p1 is O or 1, and R? is halogen.

24.  The compound according to any Claims of 1-23, wherein R? is hydrogen; R* and R’ are

selected from hydrogen or methyl.

25.  The compound according to any Claims of 1-24, wherein R® is 77“— 3 Y1, Y2, Y3
and Yy are selected from CH, O, S or N; R!! is selected from hydrogen, halogen, -Cigalkyl, -Ci-
salkoxy,-Casalkenyl, -Czgalkynyl, cycloalkyl, heterocyclyl, aryl, heteroaryl, -CN, -NO2, -OR,, -
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SO2Ra, -CORg, -CO2R,, -CONRGRy, -C(=NR2)NRbRc, -NRaRb, -NR2CORb, -NR.CONRG:R, -
NRa.CO2Rp, -NRaSONRpR., -NR2SO2NRuRe, or -NRaSO2Rb, each of said -Ci.galkyl, -Czgalkenyl, -
Cagalkynyl, cycloalkyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with halogen,
hydroxy, -haloCisalkyl, -Ci-galkyoxy, cycloalkyl, heterocyclyl, aryl, or heteroaryl; Ra, Rp, and Re¢

are cach independently hydrogen, -Ci-salkyl, -Cz-salkenyl, -Cz-salkynyl, cycloalkyl, heterocyclyl,
aryl, or heteroaryl; and p6 is 0, 1, 2, 3 or 4.

26. The compound according to Claim 25, wherein Y1 is CH, S, N or O; Y2is CH, O or N; Y3 is
O,SorN;and Ysis S, CH or N.

/Y4/( 11 )p6

1O Y3

27.  The compound according to Claims 25 or 26, wherein 7‘7» is selected from

R11 R11 R R11 R11 R11 R11
>\ N >\ o N h\l N_N )§N )\s 7N
N N X S\?( N,__( _N
l , I , v , ~r , _r'{, , N ,or M
N $ N
28. The compound according to Claim 27, wherein, R is selected from 1~ , "™ | T,
CF3
A(CF:; A/ A(\OH
i

s : s B s or '

29.  The compound according to Claim 1-28, wherein the compound is
o (R")os

(R0) 0
a P
(R s //\ X3 Z/
X"\/ \J

(1)
wherein the variables are defined as herein.

30. The compound according to Claim 1, wherein the compound is selected from

Compound 1 Compound 2
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Compound 13 Compound 14
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Compound 124
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Compound 133

Compound 134
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Compound 143

Compound 144
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Compound 153

Compound 154
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Compound 161

Compound 163 Compound 164
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31. A pharmaceutical composition comprising the compound according to any one of Claims 1-
30, or a pharmaceutically acceptable salt thereof, and at least one pharmaceutically acceptable

carrier or excipient.

32. A method of inhibiting BTK activity, which comprises administering to an individual the
compound according to any one of Claims 1-30, or a pharmaceutically acceptable salt thereof,

including the compound of formula (I) or the specific compounds exemplified herein.

33. A method of treating a disease or disorder in a patient comprising administering to the
patient a therapeutically effective amount of the compound any one of Claims 1-30, or a
pharmaceutically acceptable salt thereof as an BTK kinase inhibitor, wherein the disease or disorder

is associated with inhibition of BTK, preferably, the disease or disorder is cancer.
34. A method of decreasing BTK activity by inhibition and/or protein degradation, comprising

administering to an individual the compound according to any one of Claims 1-30, or a

pharmaceutically acceptable salt thereof.
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