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(R)-8-(1-((4-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-2-(5-
fluoroisoindolin-2-yl)-3,6-dimethyl-
4H-chromen-4-one

(S)-8-(1-((4-chloro-2-(1-hydroxy-1H-
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NA

NA

NA

(R)-8-(1-((5-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
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dimethyl-4H-chromen-4-one

+H++

++

At

++

HN
> X
.B
o)
1
Ny O
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6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

8-(1-((2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
2-phenyl-4H-chromen-4-one

+H++

++

4+t

++

94
HN

N v
1

[¢)

%
O

OH
(R)-8-(1-({2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDphenyl)amino)ethyl)-3,6-dimethyl-
2-phenyl-4H-chromen-4-one

++++

++++

++++

++

++

oo

OH
(S)-8-(1-((2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
2-phenyl-4H-chromen-4-one

++

++

++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K

H1047R | PBK Wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

o
HN /|

N
N N7 Cl
o.

B
OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-(4,4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

+H++ ++

++++

++

++

O OH
o]
HN /|
N
hll/ N7 ~cl
o.
B
OH

(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
hydroxy-3,6-dimethyl-4H-chromen-
4-one

+++ ++

++

OH
(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-

++++ ++

++++

++++

+++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-4H-chromen-4-one

OH
Y
¢
2-(4,4-dimethylpiperidin-1-yl)-8-(1-
(2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-7-
yl)phenoxy)ethyl)-3,6-dimethyl-4H-
chromen-4-one

+H++

++

+HH+

++

++

B
¢
(R)-2-(4,4-dimethylpiperidin-1-yl)-8-
(1-(2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-7-
yl)phenoxy)ethyl)-3,6-dimethyl-4H-
chromen-4-one

++++

+++

++++

++

++

on °©
ke
Ny
(8)-2-(4,4-dimethylpiperidin-1-yl)-8-
(1-(2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-7-
ylphenoxy)ethyl)-3,6-dimethyl-4H-
chromen-4-one

++

++

++

++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(R)-8-(1-((3-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-2-(4,4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

+H++

++

++++

++

++

OH
(R)-2-(4 ,4-dimethylpiperidin-1-yl)-8-
(1-((2-(1-hydroxy-8-methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

+H++

++

++++

++

++

(R)-8-(1-((3-fluoro-2-(1-hydroxy- 1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
2-(piperidin-1-yl)-4H-chromen-4-one

+H+H+

ThE

Rt

+++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(S)-8-(1-((3-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
2-(piperidin-1-yl)-4H-chromen-4-one

++

++

+

(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((3-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-7-

yl)phenyl)amino)ethyl)-3,6-dimethyl-

4H-chromen-4-one

++++

++

+H+H+

++

+

(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((3-fluoro-2-(1-hydroxy-1,3-
dihydrobenzo[c][1,2]oxaborol-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

+H++

++

B

T

++
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ADP-Glo DR ICsg

In-Cell HTRF ICso (nM)

(nM) 6.0h 10.0%FBS Avg
Name 4.0h pre-inc Avg
PRK pAKT_S | pAKT_ | pAKT_S
HI1047R PIBK wt | 473 T- S473 473
47D MCF7 | SKBR3
+H++ ++ +H++ +++ ++
(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((2-(8-fluoro-1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one
HN O
N ‘4
' +H++ ++ ++++ ++ ++
o
OH
(R)-2-(4 ,4-dimethylpiperidin-1-yl)-8-
(1-((2-(1-hydroxy-5-methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one
RSN
0
X
+H++ ++ +++ ++ ++
N ‘s
a
OH
(R)-2-cyclohexyl-8-(1-((2-(1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
25/71
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

yl)phenyl)amino)ethyl)-6-methyl-4H-
chromen-4-one

OH
(S)-2-cyclohexyl-8-(1-((2-(1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-4H-
chromen-4-one

++

++

++

°>

(o]

OH
(R)-2-cyclohexyl-8-(1-((4-fluoro-2-
(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-4H-
chromen-4-one

+H++

+H++

++++

+++

++

HN
,\Ilgl:
o.

B

OH
(S)-2-cyclohexyl-8-(1-((4-fluoro-2-
(1-hydroxy-1H-

++

++

++

++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-4H-
chromen-4-one

(R)-2-(4,4-dimethylpiperidin-1-yl)-8-
(1-((2-(1-hydroxy- 1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-4H-
chromen-4-one

o+

-

+++

++

++

oo

OH
(R)-2-(4,4-dimethylpiperidin-1-y1)-8-
(1-((2-(5-fluoro-1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

+H++

++

4+t

+++

+

+H++

++

4+t

++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(R)-8-(1-((4-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-2-
(piperidin- 1-yl)-4H-chromen-4-one

(R)-8-(1-((4-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

++++

++

++

++

++

(S)-8-(1-((4-fluoro-2-(1-hydroxy- 1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

++

++

++

(R)-(2'-((1-(2-(4,4-dimethylpiperidin-
1-yl)-3,6-dimethyl-4-oxo0-4H-
chromen-8-yl)ethyl)amino)-[1,1'-
biphenyl]-4-yl)boronic acid

+H++

++

4+t

+++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((2-(1-hydroxy-4-methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-

yl)phenyl)amino)ethyl)-3,6-dimethyl-

4H-chromen-4-one

+H++

+++

++++

+++

++

0

°>

(o]

ooea

OH
(R)-8-(1-((4-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-2-
(tetrahydro-2H-pyran-4-yl)-4H-
chromen-4-one

+H++

+H++

+++H+

+H++

++

(S)-8-(1-((4-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-2-

++

NA

NA

NA
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(tetrahydro-2H-pyran-4-yl)-4H-
chromen-4-one

AN

o]

OH
(R)-8-(1-((4-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yl)phenyl)amino)ethyl)-2-isopropyl-
3,6-dimethyl-4H-chromen-4-one

+H++

+H++

+H++

+++

+++

HN
r}lOm
0.

B

OH
(S)-8-(1-((4-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-2-isopropyl-

++

NA

NA

NA

3,6-dimethyl-4H-chromen-4-one
0

(R)-2-(4,4-dimethylpiperidin-1-yl)-8-
(1-((2-(1-hydroxy-1,3-
dihydrobenzo|[c][1,2]oxaborol-5-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

o+

++

o+

N

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

OH
(R)-8-(1-((2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

+H++

++

++++

++

++

OH
(S)-8-(1-((2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yh)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

NA

NA

NA

SN

(I)H F
(R)-8-(1-((2-(8-fluoro-1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yDamino)ethyl)-3,6-

++++

++

+++

++

+

3171
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

dimethyl-2-morpholino-4H-chromen-
4-one

S

OH F
(S)-8-(1-((2-(8-fluoro-1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

NA

NA

NA

oI N

OH
(R)-8-(1-((6-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

+H++

++

++++

++

++

OH
(S)-8-(1-((6-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-

++

+++

NA

NA
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

HN_ >
N
rlq/ N” ~Cl
Ok?

OH F
(R)-8-(1-((6-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-2-(4.4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

++++

++

+H+H+

++

+

o]
o AN
o]
HN /|
r;l/ SN el
0.
B

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

+H++

+++

4+t

++

+

++

NA

NA

NA
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

oM

OH F
(R)-8-(1-((6-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

+H++

+++

+H+

++

++

OH F
(S)-8-(1-((6-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

++

NA

NA

NA
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

+H++

+++

++++

+H++

++++

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yh)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

++

CI)H F
(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((2-(8-fluoro-1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-

+H++

++

+H+H+

++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-4H-chromen-4-one

OH
(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((2-(1-hydroxy-3,4-dihydro-1H-
benzo[c][1,2]oxaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

+H+

-+

++

++

(R)-2-(4,4-dimethylpiperidin- 1-yl)-8-
(1-((2-(1-hydroxy-3,4-dihydro- 1 H-
benzo|[c][1,2]oxaborinin-7-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

+++

++++

++

++

OH F
(R)-8-(1-((6-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-

+H++

+++

++++

+++

++
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ADP-Glo DR ICsg

In-Cell HTRF ICso (nM)

(nM) 6.0h 10.0%FBS Avg
Name 4.0h pre-inc Avg
PRRK pAKT_S | pAKT_ | pAKT_S
H1047R PBK wt | 473 T- S473 473
47D MCF7 | SKBR3
yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one
NZ SNl
05 + + ++ ++ ++
6H F
(S)-8-(1-((6-chloro-2-( 8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one
-+ ++ +H++ ++++ ++
*B
OH
(R)-8-(1-({2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one
++ ++ ++ ++ +
371

SUBSTITUTE SHEET (RULE 26)




FIGWO 2024/192309

PCT/US2024/020036

Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(S)-8-(1-((2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(6-azaspiro[2.5]octan-6-
yD-4H-chromen-4-one

+H++

++

o+

+H++

+++

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(6-azaspiro[2.5]octan-6-
yl)-4H-chromen-4-one

++

++

++

++

+H++

++++

+++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzol[c][1,2]oxaborol-5-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(6-azaspiro[2.5]octan-6-
yl)-4H-chromen-4-one

Ef

B
OH O
(R)-2-(4 ,4-dimethylpiperidin- 1-yl)-8-
(1-((2-(1-hydroxy-8-methoxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-3,6-dimethyl-
4H-chromen-4-one

+H++

++

o+

+++

++

OH F
(R)-8-(1-((2-(8-fluoro-1-hydroxy- 1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

+H++

++

++++

++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

OH F
(S)-8-(1-((2-(8-fluoro-1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

++

++

++

++

6H Cl
(R)-8-(1-((6-chloro-2-(8-chloro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-2-(4.,4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

+H++

++

+++H+

++

++

CI)H Cl
(R)-8-(1-((2-(8-chloro-1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yD)pyridin-3-yl)amino)ethyl)-2-(4.4-

+H++

++

4+t

++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S | pAKT_ | pAKT_S
473T- | S473 473
47D | MCF7 | SKBR3

dimethylpiperidin-1-yl)-3,6-
dimethyl-4H- chromen-él--one

g
o

tert-butyl 4-(8-(1-((6-chloro-2-(1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-4-ox0-4H-chromen-2-
yl)piperazine-1- carboxylate

e

++

A ++ ++

X
i

8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperazin-1-yl)-4H-
chromen-4-one

++++

++

+++ ++ ++

N/

o AN
[¢]

j@Hrfl

OH

+++

++

++++ ++ ++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(4-methylpiperazin-1-yl)-
4H-chromen-4-one

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(4-methylpiperazin-1-yl)-
4H-chromen-4-one

++

++

++

++

2-(4.4-dimethylpiperidin-1-y1)-8-(1-
((6-fluoro-2-(1-hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-4H-chromen-4-one

+H++

++

4+t

++

+++

+H++

++

++++

++++

++++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(R)-2-(4,4-dimethylpiperidin-1-yl)-8-
(1-((6-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-

yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-4H-chromen-4-one

OH
(S)-2-(4,4-dimethylpiperidin-1-yl)-8-
(1-((6-fluoro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-4H-chromen-4-one

++

++

++

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yD)pyridin-3-yl)amino)ethyl)-2-(4.4-
difluoropiperidin-1-yl)-3,6-dimethyl-
4H-chromen-4-one

+H++

++

+HH+

+H++

+Ht+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-(4,4-
difluoropiperidin-1-yl)-3,6-dimethyl-
4H-chromen-4-one

++

++

++

OH Cl
(R)-8-(1-((6-chloro-2-(8-chloro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

+H++

++

++++

++

++

OH CI
(S)-8-(1-((6-chloro-2-(8-chloro-1-
hydroxy-1H-

++

++

++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

N
cl
8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-(4.4-
difluoropiperidin-1-yl)-3,6-dimethyl-
4H-chromen-4-one

+H++

++

4+t

+++

++

OH
(R)-8-(1-((6-chloro-2-(5-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-2-(4,4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

++++

++

++++

++

+++

++++

++

++++

+++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(R)-8-(1-((6-chloro-2-(1-hydroxy-5-
methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-2-(4.4-
dimethylpiperidin-1-yl1)-3,6-
dimethyl-4H-chromen-4-one

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++++

++++

++++

++++

++++

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++

++

++

++

+H++

+++

+HH+

+H++

et
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(R)-8-(1-((6-chloro-2-(1-hydroxy-
1.3-dihydrobenzo[c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

N 7
Cl
(S)-8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzo[c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+++

++

4+t

++

+

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yl)pyridin-3-yl)amino)ethyl)-2-(4.4-
difluoropiperidin-1-yl)-6-fluoro-3-
methyl-4H-chromen-4-one

+H++

++

4+t

+++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

OLF

-‘\\

HN 2
N

N7 N el

0.

i

OH

(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-(4,4-
difluoropiperidin-1-yl)-6-fluoro-3-
methyl-4H-chromen-4-one

++

++

++

++

++

o}
ng(
CI)H (o} N
Ho® HN OV
F
(R)-(2'~((1-(2-(4,4-dimethylpiperidin-
1-yl)-3,6-dimethyl-4-oxo-4H-

chromen-8-yl)ethyl)amino)-3-fluoro-
[1,1'-biphenyl]-4-yl)boronic acid

+HH+

+HH

+++

++

OH CI
(R)-8-(1-((2-(8-chloro-1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

+H+H+

++

Rt

++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_

S473
MCF7

pAKT_S
473
SKBR3

(S)-8-(1-((2-(8-chloro-1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

++

++

++

++

++

[o}

5 Lo,

N/

(R)-(4-(6- chloro 3-((1-(2-(4,4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4-oxo-4H-chromen-8-
yl)ethyl)amino)pyridin-2-
yl)phenyl)boronic acid

+H++

++

4+t

+++

+++

OH

(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-2-(4.4-
dimethylpiperidin-1-yl)-6-fluoro-3-
methyl-4H-chromen-4-one

+H++

++

+H+H+

+++

+
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

o

HN
N ‘4
|
0.
?
OH

(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-(4,4-
dimethylpiperidin-1-yl)-6-fluoro-3-
methyl-4H-chromen-4-one

SN
\Y

4

o |

N~ ClI

++

++

++

++

++

0
HQ \g\r:/({)v
B
| HN
0
N

N ~
Cl
(R)-8-(1-((6-chloro-2-(1-hydroxy-4-
methyl-1,3-
dihydrobenzolc][1,2]oxaborol-5-

yl)pyridin-3-yl)amino)ethyl)-2-(4.4-

dimethylpiperidin-1-yl)-3,6-

dimethyl-4H-chromen-4-one

+H++

++

+++H+

+++

++

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-5-
methoxy-1H-
benzo[d][1,2,6]oxazaborinin-6-

+H++

++

++++

+++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S | pAKT_ | pAKT_S
473T- | S473 473
47D | MCF7 | SKBR3

yl)pyridin-3-yl)amino)ethyl)-2-(4.4-
dimethylpiperidin-1-yl1)-3,6-
dimethyl-4H-chromen-4-one

N
Cl
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1,3-dihydrobenzolc][1,2]oxaborol-5-
yD)pyridin-3-yl)amino)ethyl)-2-(4.4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

+H+

++

+HH +++ 4+

N A

(R)-(4-(6-chloro-3-((1-(2-(4,4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4-oxo-4H-chromen-§8-
yDethyl)amino)pyridin-2-yl)-2-
fluorophenyl)boronic acid

+H++

++++ ++++ ++

OH
(R)-8-(1-((6-chloro-2-(5-chloro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-2-(4.4-

+H++

++

+HH+ ++ ++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

(AN

o]

HN O
NZ cl
L)

OH F
(R)-8-(1-((4-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-2-isopropyl-
3,6-dimethyl-4H-chromen-4-one

+H+

+++

o+

+++

++

NZ cl
0
(l)H F
(S)-8-(1-((4-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-2-isopropyl-

+++

++

++

++

3,6-dimethyl-4H-chromen-4-one
0

N Z
cl
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1,3-dihydrobenzol[c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-3,6-

+H++

++

4+t

+HH+

+H++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

HO

1

B -
; HN™ ™
o]
I \
N ~#
cl

(S)-8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzo[c][1,2]oxaborol-5-
yhpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-

chromen-4-one

+H++

++++

++

++

o]

wo F 0 N
\
B HN
0
N
N ~
cl

(R)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yD)pyridin-3-yl)amino)ethyl)-2-(4.4-
dimethylpiperidin-1-yl)-3,6-
dimethyl-4H-chromen-4-one

+H++

++

++++

+++

++

F
F

\

B

%

8-(1-((6-chloro-2-(1-hydroxy-1,3-

dihydrobenzo|[c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-2-(4,4-
dimethylpiperidin-1-yl)-3-methyl-6-
(trifluoromethyl)-4H-chromen-4-one

F (0]
HO m@v
G HN
0
[ X
N~
Cl

+++

o+

++

++

53/71

SUBSTITUTE SHEET (RULE 26)




FIGWO 2024/192309

PCT/US2024/020036

Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-(4,4-
dimethylpiperidin-1-yl)-3-methyl-6-
(trifluoromethyl)-4H-chromen-4-one

+H++

++

++++

+++

+++

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-(4.4-
dimethylpiperidin-1-yl)-3-methyl-6-

NA

NA

++

++

++

(trifluoromethyl)-4H-chromen-4-one
(o]

|
Ho o N’\
‘B HN k/O
X
Nz
cl
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1,3-dihydrobenzo|[c][1,2]oxaborol-5-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

+H+

+++

+HH

+HH+

+++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

NTY
B W S

[e]

N ~#

(8)-8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzo[c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-3,6-

dimethyl-2-morpholino-4H-chromen-

4-one

NA

NA

+H+

++

++

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-

yl)pyridin-3-yl)amino)ethyl)-2-
cyclopropyl-3,6-dimethyl-4H-
chromen-4-one

+HH+

Thit

Rt

Thbt

bt

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
cyclopropyl-3,6-dimethyl-4H-
chromen-4-one

NA

NA

++

++

++

55/71

SUBSTITUTE SHEET (RULE 26)




FIGWO 2024/192309

PCT/US2024/020036

Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

o}

O

0
HN
0\
B X
! |
cl

(R)-8-(1-((6-chloro-2-(1-hydroxy-
1,3-dihydrobenzo[c][1,2]oxaborol-6-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

+H++

+H+

+H++

+HH+

++

o]

HN™ ™
o\
B N
! |
cl

(S)-8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzo|[c][1,2]oxaborol-6-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-

chromen-4-one

NA

NA

++

++

+

|
(NP
0
HN 7 |
~
l;l/ N™ "CI
0.
B
OH

(R)-8-(1-((6-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
(dimethylamino)-3,6-dimethyl-4H-
chromen-4-one

+H++

++

4+t

+++

+
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In-Cell HTRF ICso (nM)
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_

S473
MCF7

pAKT_S
473
SKBR3

HN /|
N
NZ N “cl
o.
?

H
(S)-8-(1-((6-chloro-2-(1-hydroxy- 1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
(dimethylamino)-3,6-dimethyl-4H-
chromen-4- one

NA

NA

++

++

++

5

N/

m,O

cl
(R)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzol[c][1,2]oxaborol-5-
yh)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

+H++

++

++++

+H++

+H++

0

H F

(o]
A
B

cl
(S)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-(piperidin-1-yl)-4H-
chromen-4-one

NA

NA

++++

++

++
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Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

[o]

HO o
B HN
o
7
Nz
cl

(R)-8-(1-((6-chloro-2-(1-hydroxy-
1,3-dihydrobenzo[c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
cyclopropyl-3,6-dimethyl-4H-
chromen-4-one

+H++

+H+

+H++

+HH+

+H++

HO

1

B -
G HN™
0
| X
N A
Cl

(S)-8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzo|[c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
cyclopropyl-3,6-dimethyl-4H-
chromen-4-one

NA

NA

++

++

+

|
(NP LN
0
HN
rﬂOq
o\?
OH

(R)-8-(1-((4-chloro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-2-
(dimethylamino)-3,6-dimethyl-4H-
chromen-4-one

+H++

+4++

4+t

+HH+

+

58/71

SUBSTITUTE SHEET (RULE 26)




FIGWO 2024/192309

PCT/US2024/020036

Name
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(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(S)-8-(1-((4-chloro-2-(1-hydroxy- 1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-2-
(dimethylamino)-3,6-dimethyl-4H-
chromen-4-one

NA

NA

++

++

++

OH F
(R)-8-(1-((6-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+H++

+H+

-+

-+

+++

OH F
(8)-8-(1-((6-chloro-2-(8-fluoro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yDpyridin-3-yl)amino)ethyl)-2-

NA

NA

+++

++

+
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

isopropyl-3,6-dimethyl-4H-chromen-
4-one

0

|
HO F 0" N
‘B HN Q
A
N A
Cl
(R)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yD)pyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

+H++

+++

+H++

+H++

-+

N
Cl
(S)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-3,6-
dimethyl-2-morpholino-4H-chromen-
4-one

NA

NA

++

++

++

N~

cl
(R)-(2-(aminomethyl)-4-(6-chloro-3-
((1-(2-(4,4-dimethylpiperidin-1-yl)-
3,6-dimethyl-4-oxo0-4H-chromen-8-

+H+

++

o+

+++

++
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PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

yl)ethyl)amino)pyridin-2-
yl)phenyl)boronic acid

o]

~
o

HN
S
N~
cl
(R)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+H++

+H++

+H++

+H++

-+

N~
cl
(S)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yDpyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

NA

NA

++

++

++

(R)-8-(1-((4-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-

+H++

+++

+HH+

+++

++
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In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

yl)phenyl)amino)ethyl)-2-isopropyl-
3,6-dimethyl-4H-chromen-4-one

Cl

(S)-8-(1-((4-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yl)phenyl)amino)ethyl)-2-isopropyl-

NA

NA

++

++

++

3,6-dimethyl-4H-chromen-4-one
0

N
cl
(R)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-

dihydrobenzo[c][1,2]oxaborol-5-
yD)pyridin-3-yl)amino)ethyl)-2-(4,4-
difluoropiperidin-1-yl)-3,6-dimethyl-

4H-chromen-4-one

ot

o+

ot

ot

ot

N 7
cl
(S)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yD)pyridin-3-yl)amino)ethyl)-2-(4,4-

NA

NA

++

++

++
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

difluoropiperidin-1-yl)-3,6-dimethyl-
4H-chromen-4-one

[o]

HN
B x
HO N.

Cl
(R)-8-(1-{(6-chloro-2-(1-hydroxy-
1,3-dihydrobenzo[c][1,2]oxaborol-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+H++

+H++

++++

++++

+++

N~
Cl
(8)-8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzol[c][1,2]oxaborol-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

NA

NA

++

++

0

al
(4-(6-chloro-3-((1-(2-isopropyl-3,6-
dimethyl-4-oxo0-4H-chromen-8-
yl)ethyl)amino)pyridin-2-yl)-2-
formylphenyl)boronic acid

+H++

++

-+t

+++

-+
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(nM)
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In-Cell HTRF ICso (nM)
6.0h 10.0%FBS Avg

PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

OH
(R)-8-(1-((6-chloro-2-(1-hydroxy-5-
methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++++

++

++++

++++

+++

OH
(S)-8-(1-((6-chloro-2-(1-hydroxy-5-
methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++

++

HO  F Nz
cl
(R)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo[c][1,2]oxaborol-6-
yDpyridin-3-yl)amino)ethyl)-2-

+H+

++

-+

+H+

+++
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H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

isopropyl-3,6-dimethyl-4H-chromen-
4-one

HO  F N~
Cl
(S)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++

[o]

HN
B SN
HO N
Cl
(R)-8-(1-((6-chloro-2-(1-hydroxy-
1,3-dihydrobenzo[c][1,2]oxaborol-6-
yl)pyridin-3-yl)amino)ethyl)-2-
cyclopropyl-3.6-dimethyl-4H-
chromen-4-one

+H++

+++

++++

++++

++++

cl
(S)-8-(1-((6-chloro-2-(1-hydroxy-1,3-
dihydrobenzo|[c][1,2]oxaborol-6-
yl)pyridin-3-yl)amino)ethyl)-2-
cyclopropyl-3,6-dimethyl-4H-
chromen-4-one

++
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In-Cell HTRF ICso (nM)
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
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N~
ci
(R)-8-(1-((6-chloro-2-(1-hydroxy-4-
methyl-1,3-
dihydrobenzo[c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+H++

+++

++++

+H++

+H++

N~
Cl
(S)-8-(1-((6-chloro-2-(1-hydroxy-4-
methyl-1,3-
dihydrobenzolc][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

(o}

HO o
HN

~
o~

| N
N~
cl
(R)-8-(1-((6-chloro-2-(1-hydroxy-7-
methyl-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+H+

++

+H++

-+

+++
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

N~
cl
(S)-8-(1-((6-chloro-2-(1-hydroxy-7-
methyl-1,3-
dihydrobenzo[c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++

o]

wo O (o

“m-
w

HN
| N
N ~
Cl
(R)-8-(1-((6-chloro-2-(7-chloro-1-
hydroxy-1,3-
dihydrobenzolc][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+H++

+++

+H++

-+

+++

N~
cl
(S)-8-(1-((6-chloro-2-(7-chloro-1-
hydroxy-1,3-
dihydrobenzo|c][1,2]oxaborol-5-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+++

+H++
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

HN 7
NY
v N

0.
B

(I)H Cl
(R)-8-(1-((6-chloro-2-(8-chloro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

Cl

++++

+++

++++

+++

++

OH
(S)-8-(1-((2-chloro-4-(1-hydroxy-5-
methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyrimidin-5-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++++

++

++++

++

++

OH
(R)-8-(1-((2-chloro-4-(1-hydroxy-5-
methyl-1H-
benzo[d][1,2,6]oxazaborinin-6-
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H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
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yl)pyrimidin-5-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

(I)H Cl
(S)-8-(1-((6-chloro-2-(8-chloro-1-
hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++

(R)-8-(1-((6-chloro-2-(1-hydroxy-5-
(methyl-d3)-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

++++

+++

++++

++++

+++

(S)-8-(1-((6-chloro-2-(1-hydroxy-5-
(methyl-d3)-1H-

++

69/71

SUBSTITUTE SHEET (RULE 26)




FIGWO 2024/192309

PCT/US2024/020036

Name

ADP-Glo DR ICs
(nM)
4.0h pre-inc Avg

In-Cell HTRF ICso (nM)
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PI3K
H1047R

PI3K wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

benzo[d][1,2,6]oxazaborinin-6-
yl)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

OH
(R)-8-(1-((6-chloro-2-(5-chloro-1-
hydroxy- 1H-
benzo[d][1,2,6]oxazaborinin-6-
yD)pyridin-3-yl)amino)ethyl)-2-
isopropyl-3,6-dimethyl-4H-chromen-
4-one

+H++

+4++

4+t

+HH+

+++

oo

OH
(R)-8-(1-(2-(1-hydroxy-1H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenoxy)ethyl)-3,6-dimethyl-2-
(piperidin- 1-yl)-4H-chromen-4-one

IRRRE

++

[t

++

++

NA

NA
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PIBK
H1047R

PIBK wt

pAKT_S
473 T-
47D

pAKT_
S473
MCF7

pAKT_S
473
SKBR3

(S)-8-(1-(2-(1-hydroxy- 1 H-
benzo[d][1,2,6]oxazaborinin-6-
yl)phenoxy)ethyl)-3,6-dimethyl-2-
(piperidin-1-yl)-4H-chromen-4-one

(R)-8-(1-((3.,4-difluoro-2-(1-hydroxy-
1H-benzo[d][1,2,6]oxazaborinin-6-
yl)phenyl)amino)ethyl)-6-methyl-2-
(piperidin- 1-yl)-4H-chromen-4-one
)

e

++

SRR

++

)
HN
B SN
W E N z
Cl
(R)-8-(1-((6-chloro-2-(7-fluoro-1-
hydroxy-1,3-
dihydrobenzo[c][1,2]oxaborol-6-
yl)pyridin-3-yl)amino)ethyl)-2-
cyclopropyl-3,6-dimethyl-4H-
chromen-4-one

bt

++

+H++

ThE

+++
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