
cdc7

pMCM2 (S40/41)

pRNA II (S2/5)

RNA II

MCM2

CDK9

Tubulin

CDK4

Mock siKPool sicdc7 siCDK9
(-) DM

SO
La

p 
3.

16
µM

(-) DM
SO

La
p 

3.
16

µM
(-) DM

SO
La

p 
3.

16
µM

(-) DM
SO

La
p 

3.
16

µM

Hs578T BT549
Mock siKPool sicdc7 siCDK9

(-) DM
SO

La
p 

3.
16

µM
(-) DM

SO
La

p 
3.

16
µM

(-) DM
SO

La
p 

3.
16

µM
(-) DM

SO
La

p 
3.

16
µM

SKBR7
Mock siKPool sicdc7 siCDK9

(-) DM
SO

La
p 

3.
16

µM
(-) DM

SO
La

p 
3.

16
µM

(-) DM
SO

La
p 

3.
16

µM
(-) DM

SO
La

p 
3.

16
µM

b c

e

a

Hs578T

Moc
k

Moc
k

 
+

 
La

p

siK
po

ol

siK
po

ol
 

+

 
La

p

siG
APDH

siG
AP

DH

 
+

 
La

p
sic

dc
7

sic
dc

7

 
+

 
La

p

siC
DK9

siC
DK9 + La

p
0

20

40

60

80

100

120

%
 

pr
ol

ife
ra

tio
n

 
(r

el
at

iv
e

 
to

 
si

K
po

ol
)

ns ns

 

BT549

Moc
k

Moc
k

 
+

 
La

p

siK
po

ol

siK
po

ol
 

+

 
La

p

siG
APDH

siG
APDH

+ La
p

sic
dc

7

sic
dc

7 + La
p

siC
DK9

siC
DK9 + La

p
0

20

40

60

80

100

120

%

 

pr
ol

ife
ra

tio
n

 

(r
el

at
iv

e

 

to

 

si
K

po
ol

)

ns ns

      

SKBR7

 
  

    
Moc

k

Moc
k

 
+

 
La

p

siK
po

ol

siK
po

ol
+ La

p

siG
APDH

siG
AP

DH
+ La

p
sic

dc
7

sic
dc

7 + La
p

siC
DK9

si C
DK9 + La

p
0

20

40

60

80

100

120

140

160

%

 

pr
ol

ife
ra

tio
n

 

(r
el

at
iv

e

 

to

 

si
K

po
ol

)

* **

Moc
k

siK
po

ol

siC
DC7

siC
DK9

siK
po

ol+
siC

DC7

siK
po

ol+
siC

DK9

siC
DC7+

siC
DK9

Moc
k+

PHA
0

50

100

150

%
Pr

ol
ife

ra
tio

n
(re

la
tiv

e
to

si
Kp

oo
l)

DMSO
Lapatinib 3.16 uM

GAPDH
(ct

rl)

GSK3b
CDK2

CDK1
CDK5

MK2
PLK

1
0

50

100

150

%
pr

ol
ife

ra
tio

n
(re

la
tiv

e
to

G
AP

D
H

) siRNA only
siRNA + lapatinib 3.16 µM

Off-targets PHA-767491

PHA-767491 
targets

Kinase inhibition 
(IC50)

CDC7 10 nM

CDK9 34 nM

GSK3b 220 nM

CDK2 240 nM

CDK1 (CDC2) 250 nM

CDK5 460 nM
MK2 
(MAPKAPK2) 470 nM

PLK1 980 nM

d

0

50

100

Hs578T

%
pr

ol
ife

ra
tio

n
(re

la
tiv

e
to

D
M

SO
)

50

100

SKBR7

%
pr

ol
ife

ra
tio

n
(re

la
tiv

e
to

D
M

SO
)

+ - + - + - +
- + + - - + +
- - - + + + +

+ - + - + - +
- + + - - + +
- - - + + + +

Lapatinib 3.16 µM
TAK-931 0.1 µM

BAY-1143572 0.316 µM
 

0


