
Vorinostat (μmol/L)

Zero 0.625 1.25 2.5 5.0 10 20

H
N

3
0

(
W

t
p

5
3

)

H
N

3
1

(
M

u
t
p

5
3

)

0 .0

0 .5

1 .0

0 .0 1 0 .1 1 1 0 1 0 0

V o r in o s t a t  c o n c  ( m o l/L )

S
u

r
v

iv
a

l 
f
r

a
c

t
io

n
H N 3 1

H N 3 0

A) B) 

C) D) 

E) F) 

G) H) 

Supplementary Figure S1



HN5 (Mutp53)

V
o

ri
n

o
s

ta
t

(µ
m

o
l/

L
)

A
Z

D
1

7
7

5

(µ
m

o
l/

L
)

Zero 105.02.51.250.625

Zero 1.00.250.1250.0625 0.5

(drug combination ratio; 10:1)

0.625 + 0.0625Zero 1.25 + 0.125 2.5 + 0.25 5.0 + 0.5 10 + 1.0

V
o

ri
n

o
s

ta
t

+

A
Z

D
1

7
7

5

(µ
m

o
l/

L
)

C) D)

E) F)

G) H)

Supplementary Figure S2

A) B)

OSC-19 (Mutp53)

V
o

ri
n

o
s

ta
t

(µ
m

o
l/

L
)

A
Z

D
1

7
7

5

(µ
m

o
l/

L
)

Zero 105.02.51.250.625

Zero 1.00.250.1250.0625 0.5

(drug combination ratio; 10:1)

0.625 + 0.0625Zero 1.25 + 0.125 2.5 + 0.25 5.0 + 0.5 10 + 1.0

V
o

ri
n

o
s

ta
t

+

A
Z

D
1

7
7

5

(µ
m

o
l/

L
)

Detroit562 (Mutp53)

V
o

ri
n

o
s

ta
t

(µ
m

o
l/

L
)

A
Z

D
1

7
7

5

(µ
m

o
l/

L
)

Zero 105.02.51.250.625

Zero 1.00.250.1250.0625 0.5

(drug combination ratio; 10:1)

0.625 + 0.0625Zero 1.25 + 0.125 2.5 + 0.25 5.0 + 0.5 10 + 1.0

V
o

ri
n

o
s

ta
t

+

A
Z

D
1

7
7

5

(µ
m

o
l/

L
)



Supplementary Figure S3.

A)

B) Vorinostat + AZD1775
EdU labeling EdU labelingDIC DIC

Vorinostat + AZD1775
DIC EdU labeling



Supplementary Figure S4

A)

C)

P
er

ce
nt

ag
e 

of
 c

el
ls

0

20

40

60

80

100

G1

S

G2/M

Sub G1

48 hour

Untreated Vorinostat Vorinostat + AZD1775AZD1775

B)

Untr
ea

ted

AZD17
75

Vori
no

sta
t

Vori
no

sta
t +

 AZD17
75

Untreated Vorinostat Vorinostat + AZD1775AZD1775



Supplementary Figure S5

A)

B)

C)

D)

E) F)



Group
TC

G
A

−B
A

−6
87

1
TC

G
A

−C
R

−7
39

9
TC

G
A

−B
B

−4
22

4
TC

G
A

−C
Q

−A
4C

I
TC

G
A

−B
B

−7
86

4
TC

G
A

−C
V

−6
94

8
TC

G
A

−B
A

−4
07

8
TC

G
A

−B
B

−8
60

1
TC

G
A

−I
Q

−A
61

H
TC

G
A

−C
V

−7
41

8
TC

G
A

−D
Q

−7
58

9
TC

G
A

−C
R

−7
37

4
TC

G
A

−Q
K

−A
8Z

7
TC

G
A

−B
B

−7
86

2
TC

G
A

−C
R

−7
39

8
TC

G
A

−C
V

−6
93

6
TC

G
A

−C
V

−7
43

2
TC

G
A

−P
3−

A
6T

2
TC

G
A

−C
Q

−A
4C

B
TC

G
A

−D
6−

A
4Z

9
TC

G
A

−B
A

−5
14

9
TC

G
A

−C
N

−5
36

4
TC

G
A

−F
7−

82
98

TC
G

A
−C

V
−7

10
2

TC
G

A
−D

6−
85

68
TC

G
A

−C
V

−7
24

7
TC

G
A

−H
7−

85
02

TC
G

A
−C

N
−6

01
8

TC
G

A
−C

R
−6

47
8

TC
G

A
−C

N
−4

72
3

TC
G

A
−C

Q
−5

32
6

TC
G

A
−U

F−
A

71
9

TC
G

A
−B

A
−6

87
3

TC
G

A
−D

6−
68

23
TC

G
A

−C
V

−5
43

2
TC

G
A

−C
V

−6
00

3
TC

G
A

−C
V

−6
95

0
TC

G
A

−D
Q

−7
58

8
TC

G
A

−C
N

−A
63

U
TC

G
A

−B
B

−7
87

0
TC

G
A

−I
Q

−A
61

G
TC

G
A

−C
V

−5
96

6
TC

G
A

−F
7−

A
62

4
TC

G
A

−Q
K

−A
6I

G
TC

G
A

−C
V

−5
43

6
TC

G
A

−C
N

−5
36

3
TC

G
A

−C
N

−5
36

5
TC

G
A

−B
B

−A
5H

Y
TC

G
A

−H
7−

85
01

TC
G

A
−C

R
−7

38
3

TC
G

A
−C

V
−6

94
2

TC
G

A
−H

D
−A

63
3

TC
G

A
−F

7−
A

61
W

TC
G

A
−H

D
−7

91
7

TC
G

A
−I

Q
−A

61
E

TC
G

A
−B

A
−4

07
4

TC
G

A
−B

A
−4

07
5

TC
G

A
−M

Z−
A

7D
7

TC
G

A
−B

A
−A

6D
E

TC
G

A
−F

7−
A

62
3

TC
G

A
−C

N
−A

6V
3

TC
G

A
−C

N
−6

99
6

TC
G

A
−H

D
−7

22
9

TC
G

A
−C

R
−7

37
3

TC
G

A
−C

V
−7

43
4

TC
G

A
−D

6−
85

69
TC

G
A

−C
V

−6
95

6
TC

G
A

−C
V

−7
42

8
TC

G
A

−C
R

−6
49

3
TC

G
A

−C
X

−7
08

6
TC

G
A

−C
R

−7
40

2
TC

G
A

−C
N

−4
73

0
TC

G
A

−B
A

−A
4I

F
TC

G
A

−C
V

−7
40

9
TC

G
A

−C
Q

−5
32

9
TC

G
A

−C
Q

−6
21

9
TC

G
A

−F
7−

A
61

S
TC

G
A

−F
7−

A
62

0
TC

G
A

−U
F−

A
7J

T
TC

G
A

−B
A

−A
6D

D
TC

G
A

−T
2−

A
6W

X
TC

G
A

−C
Q

−A
4C

D
TC

G
A

−C
V

−A
6J

Z
TC

G
A

−U
F−

A
7J

O
TC

G
A

−C
N

−6
99

5
TC

G
A

−C
N

−A
49

B
TC

G
A

−C
V

−6
44

1
TC

G
A

−Q
K

−A
6V

C
TC

G
A

−T
3−

A
92

N
TC

G
A

−P
3−

A
6S

X
TC

G
A

−C
V

−5
97

7
TC

G
A

−B
A

−6
87

2
TC

G
A

−U
F−

A
7J

V
TC

G
A

−C
N

−A
6V

1
TC

G
A

−C
X

−A
4A

Q
TC

G
A

−D
6−

A
6E

M
TC

G
A

−D
6−

A
6E

N
TC

G
A

−H
D

−A
6I

0
TC

G
A

−B
A

−A
6D

L
TC

G
A

−C
N

−A
63

W
TC

G
A

−F
7−

A
61

V
TC

G
A

−C
N

−A
63

T
TC

G
A

−C
V

−7
08

9
TC

G
A

−C
V

−7
18

0
TC

G
A

−P
3−

A
5Q

6
TC

G
A

−C
R

−5
24

7
TC

G
A

−D
6−

A
74

Q
TC

G
A

−B
A

−5
15

2
TC

G
A

−R
S

−A
6T

O
TC

G
A

−I
Q

−A
6S

H
TC

G
A

−F
7−

A
62

2
TC

G
A

−C
Q

−5
33

3
TC

G
A

−C
V

−A
45

T
TC

G
A

−M
T−

A
67

D
TC

G
A

−B
B

−A
6U

O
TC

G
A

−C
V

−5
44

1
TC

G
A

−C
V

−A
46

0
TC

G
A

−B
A

−A
4I

I
TC

G
A

−U
F−

A
7J

A
TC

G
A

−B
A

−6
87

0
TC

G
A

−U
F−

A
7J

H
TC

G
A

−C
Q

−A
4C

A
TC

G
A

−C
V

−7
41

5
TC

G
A

−C
V

−7
43

3
TC

G
A

−C
V

−6
94

5
TC

G
A

−P
3−

A
6T

7
TC

G
A

−C
V

−A
6K

2
TC

G
A

−T
N

−A
7H

J
TC

G
A

−M
T−

A
51

W
TC

G
A

−H
D

−8
63

4
TC

G
A

−I
Q

−7
63

0
TC

G
A

−D
6−

65
15

TC
G

A
−C

N
−4

73
4

TC
G

A
−C

N
−5

36
9

TC
G

A
−C

Q
−5

33
1

TC
G

A
−C

N
−4

74
0

TC
G

A
−C

V
−7

25
2

TC
G

A
−C

R
−6

48
4

TC
G

A
−C

Q
−5

32
7

TC
G

A
−C

V
−7

42
7

TC
G

A
−C

Q
−5

33
4

TC
G

A
−C

V
−7

09
9

TC
G

A
−C

Q
−7

06
8

TC
G

A
−C

V
−7

41
0

TC
G

A
−B

A
−5

55
8

TC
G

A
−C

V
−7

09
1

TC
G

A
−C

R
−7

37
7

TC
G

A
−C

N
−5

36
6

TC
G

A
−C

Q
−A

4C
6

TC
G

A
−C

R
−6

49
1

TC
G

A
−C

V
−7

09
5

TC
G

A
−C

R
−7

36
5

TC
G

A
−U

F−
A

7J
C

TC
G

A
−C

R
−7

37
9

TC
G

A
−D

Q
−7

59
2

TC
G

A
−C

N
−4

73
1

TC
G

A
−C

R
−6

47
7

TC
G

A
−C

V
−7

17
8

TC
G

A
−D

6−
68

25
TC

G
A

−H
D

−7
75

3
TC

G
A

−C
N

−5
35

9
TC

G
A

−C
R

−7
38

0
TC

G
A

−C
V

−7
41

6
TC

G
A

−C
V

−7
25

5
TC

G
A

−C
V

−6
95

9
TC

G
A

−C
V

−7
09

0
TC

G
A

−C
N

−6
02

0
TC

G
A

−C
V

−7
42

3
TC

G
A

−C
V

−7
23

6
TC

G
A

−W
A

−A
7H

4
TC

G
A

−P
3−

A
5Q

A
TC

G
A

−D
Q

−5
63

1
TC

G
A

−C
N

−4
72

5
TC

G
A

−C
N

−5
35

5
TC

G
A

−C
Q

−A
4C

G
TC

G
A

−C
V

−7
56

8
TC

G
A

−D
6−

68
26

TC
G

A
−C

N
−5

37
0

TC
G

A
−C

R
−7

38
2

TC
G

A
−H

D
−A

4C
1

TC
G

A
−C

N
−4

72
7

TC
G

A
−U

F−
A

71
D

TC
G

A
−D

6−
A

6E
O

TC
G

A
−D

Q
−7

59
5

TC
G

A
−C

V
−7

43
8

TC
G

A
−C

X
−7

21
9

TC
G

A
−D

6−
65

17
TC

G
A

−C
Q

−5
33

0
TC

G
A

−C
Q

−A
4C

7
TC

G
A

−C
V

−6
96

0
TC

G
A

−B
A

−6
86

8
TC

G
A

−P
3−

A
6T

8
TC

G
A

−D
6−

68
27

TC
G

A
−C

N
−4

73
5

TC
G

A
−C

V
−5

43
1

TC
G

A
−Q

K
−A

A
3J

TC
G

A
−C

N
−4

73
9

TC
G

A
−C

Q
−A

4C
9

TC
G

A
−C

N
−6

01
2

TC
G

A
−C

V
−5

43
0

TC
G

A
−F

7−
78

48
TC

G
A

−U
F−

A
71

E
TC

G
A

−C
R

−7
39

0
TC

G
A

−D
Q

−5
62

9
TC

G
A

−C
V

−7
42

2
TC

G
A

−C
N

−6
01

0
TC

G
A

−C
N

−6
99

7
TC

G
A

−C
V

−7
26

1
TC

G
A

−C
N

−6
02

3
TC

G
A

−C
R

−7
37

0
TC

G
A

−C
V

−7
44

0
TC

G
A

−C
N

−6
02

2
TC

G
A

−C
V

−7
42

9
TC

G
A

−U
F−

A
71

B
TC

G
A

−C
V

−6
94

0
TC

G
A

−C
V

−7
24

5
TC

G
A

−H
D

−A
6H

Z
TC

G
A

−C
N

−6
98

9
TC

G
A

−C
R

−7
37

1
TC

G
A

−B
B

−4
21

7
TC

G
A

−C
X

−7
08

2
TC

G
A

−W
A

−A
7G

Z
TC

G
A

−C
V

−A
45

U
TC

G
A

−T
3−

A
92

M
TC

G
A

−U
F−

A
7J

D
TC

G
A

−B
A

−A
8Y

P
TC

G
A

−Q
K

−A
6V

B
TC

G
A

−B
B

−4
22

7
TC

G
A

−K
U

−A
66

T
TC

G
A

−B
A

−5
55

5
TC

G
A

−C
V

−7
09

7
TC

G
A

−C
N

−5
36

7
TC

G
A

−Q
K

−A
8Z

A
TC

G
A

−C
Q

−5
33

2
TC

G
A

−C
V

−6
93

3
TC

G
A

−C
N

−6
99

2
TC

G
A

−C
V

−6
96

2
TC

G
A

−C
V

−7
24

8
TC

G
A

−C
N

−6
98

8
TC

G
A

−C
V

−6
94

1
TC

G
A

−C
N

−6
02

4
TC

G
A

−C
V

−5
43

4
TC

G
A

−C
V

−5
43

5
TC

G
A

−C
V

−7
43

0
TC

G
A

−C
N

−A
49

A
TC

G
A

−C
Q

−6
22

5
TC

G
A

−U
F−

A
71

A
TC

G
A

−U
F−

A
7J

9
TC

G
A

−C
V

−7
25

4
TC

G
A

−C
V

−7
42

4
TC

G
A

−C
V

−A
45

Z
TC

G
A

−C
V

−A
45

W
TC

G
A

−Q
K

−A
A

3K
TC

G
A

−I
Q

−A
6S

G
TC

G
A

−C
N

−A
64

1
TC

G
A

−K
U

−A
66

S
TC

G
A

−B
A

−7
26

9
TC

G
A

−D
6−

A
6E

S
TC

G
A

−C
V

−6
43

6
TC

G
A

−C
V

−A
6K

1
TC

G
A

−D
6−

A
6E

K
TC

G
A

−T
2−

A
6W

Z
TC

G
A

−U
F−

A
7J

F
TC

G
A

−C
V

−A
45

Q
TC

G
A

−Q
K

−A
6I

I
TC

G
A

−B
A

−A
6D

A
TC

G
A

−D
6−

A
6E

Q
TC

G
A

−C
V

−A
6J

U
TC

G
A

−Q
K

−A
6I

H
TC

G
A

−C
V

−A
6J

E
TC

G
A

−C
V

−A
6J

N
TC

G
A

−D
6−

A
6E

P
TC

G
A

−U
F−

A
7J

S
TC

G
A

−C
V

−A
6J

M
TC

G
A

−Q
K

−A
6I

J
TC

G
A

−B
A

−A
6D

8
TC

G
A

−M
T−

A
7B

N
TC

G
A

−C
Q

−6
22

1
TC

G
A

−C
V

−7
44

6
TC

G
A

−C
N

−4
73

7
TC

G
A

−C
R

−7
39

7
TC

G
A

−C
N

−5
35

8
TC

G
A

−C
R

−7
39

2
TC

G
A

−C
V

−7
10

3
TC

G
A

−C
V

−7
17

7
TC

G
A

−C
V

−7
43

5
TC

G
A

−C
N

−4
72

8
TC

G
A

−C
V

−7
24

2
TC

G
A

−C
V

−7
10

1
TC

G
A

−C
N

−5
36

1
TC

G
A

−C
V

−7
26

3
TC

G
A

−B
B

−8
59

6
TC

G
A

−C
R

−7
38

8
TC

G
A

−C
N

−4
72

9
TC

G
A

−C
V

−7
43

7
TC

G
A

−C
R

−7
36

4
TC

G
A

−C
N

−6
02

1
TC

G
A

−C
R

−7
36

7
TC

G
A

−C
V

−5
97

8
TC

G
A

−C
N

−4
74

2
TC

G
A

−C
R

−7
37

2
TC

G
A

−C
V

−7
23

5
TC

G
A

−C
N

−5
36

0
TC

G
A

−H
D

−8
22

4
TC

G
A

−C
N

−5
35

6
TC

G
A

−C
Q

−A
4C

H
TC

G
A

−C
V

−7
25

0
TC

G
A

−P
3−

A
6T

0
TC

G
A

−C
N

−A
49

7
TC

G
A

−C
V

−7
25

3
TC

G
A

−Q
K

−A
8Z

8
TC

G
A

−B
A

−5
55

6
TC

G
A

−C
Q

−7
06

3
TC

G
A

−C
Q

−5
32

4
TC

G
A

−C
R

−6
49

2
TC

G
A

−C
Q

−6
21

8
TC

G
A

−C
V

−6
93

8
TC

G
A

−C
Q

−5
32

5
TC

G
A

−C
V

−6
95

2
TC

G
A

−C
Q

−7
07

1
TC

G
A

−F
7−

84
89

TC
G

A
−C

R
−7

37
6

TC
G

A
−C

R
−7

39
5

TC
G

A
−C

V
−7

42
5

TC
G

A
−C

V
−A

46
3

TC
G

A
−C

Q
−6

22
3

TC
G

A
−D

6−
65

16
TC

G
A

−B
A

−A
6D

J
TC

G
A

−C
V

−A
6J

O
TC

G
A

−T
2−

A
6X

2
TC

G
A

−B
A

−5
15

1
TC

G
A

−C
V

−A
6J

Y
TC

G
A

−B
B

−7
86

3
TC

G
A

−C
V

−A
45

V
TC

G
A

−C
9−

A
48

0
TC

G
A

−F
7−

A
50

G
TC

G
A

−I
Q

−7
63

2
TC

G
A

−C
Q

−A
4C

E
TC

G
A

−C
V

−A
45

P
TC

G
A

−C
9−

A
47

Z
TC

G
A

−C
V

−A
6K

0
TC

G
A

−C
N

−6
01

1
TC

G
A

−C
N

−6
01

3
TC

G
A

−C
N

−6
99

4
TC

G
A

−B
B

−7
87

1
TC

G
A

−B
A

−4
07

6
TC

G
A

−C
N

−A
49

8
TC

G
A

−C
V

−5
97

9
TC

G
A

−C
Q

−7
06

7
TC

G
A

−C
V

−7
40

7
TC

G
A

−C
Q

−6
22

8
TC

G
A

−C
V

−7
41

4
TC

G
A

−B
B

−A
5H

U
TC

G
A

−C
N

−A
63

V
TC

G
A

−C
V

−A
45

X
TC

G
A

−C
R

−6
47

4
TC

G
A

−C
Q

−6
22

7
TC

G
A

−U
F−

A
7J

K
TC

G
A

−C
Q

−7
07

2
TC

G
A

−C
V

−7
42

1
TC

G
A

−C
N

−4
73

3
TC

G
A

−B
A

−A
6D

I
TC

G
A

−C
V

−5
97

6
TC

G
A

−C
V

−5
44

4
TC

G
A

−H
D

−8
63

5
TC

G
A

−U
F−

A
71

8
TC

G
A

−C
V

−A
45

Y
TC

G
A

−D
6−

A
4Z

B
TC

G
A

−P
3−

A
6T

5
TC

G
A

−Q
K

−A
64

Z
TC

G
A

−C
V

−7
23

8
TC

G
A

−C
V

−A
46

4
TC

G
A

−C
V

−6
95

4
TC

G
A

−C
Q

−6
22

0
TC

G
A

−C
V

−A
46

5
TC

G
A

−F
7−

A
50

J
TC

G
A

−C
Q

−6
22

9
TC

G
A

−M
T−

A
51

X
TC

G
A

−C
V

−5
97

3
TC

G
A

−C
V

−A
6J

T
TC

G
A

−C
V

−A
45

O
TC

G
A

−C
N

−6
01

6
TC

G
A

−C
N

−6
01

9
TC

G
A

−B
A

−A
6D

G
TC

G
A

−I
Q

−7
63

1
TC

G
A

−M
T−

A
67

A
TC

G
A

−C
N

−A
64

2
TC

G
A

−M
T−

A
67

F
TC

G
A

−C
V

−7
41

3
TC

G
A

−4
P

−A
A

8J
TC

G
A

−C
V

−A
6J

D
TC

G
A

−B
B

−7
87

2
TC

G
A

−C
V

−5
43

9
TC

G
A

−C
V

−6
95

5
TC

G
A

−H
7−

77
74

TC
G

A
−D

Q
−5

63
0

TC
G

A
−H

7−
A

6C
4

TC
G

A
−D

Q
−5

62
5

TC
G

A
−Q

K
−A

65
2

TC
G

A
−C

V
−A

46
8

TC
G

A
−K

U
−A

6H
8

TC
G

A
−B

A
−6

86
9

TC
G

A
−C

V
−A

46
1

TC
G

A
−B

B
−A

5H
Z

TC
G

A
−C

Q
−7

06
5

TC
G

A
−I

Q
−A

61
O

TC
G

A
−P

3−
A

6T
4

TC
G

A
−U

F−
A

7J
J

TC
G

A
−B

A
−A

6D
B

TC
G

A
−C

Q
−6

22
2

TC
G

A
−C

V
−A

45
R

TC
G

A
−C

N
−4

72
6

TC
G

A
−C

Q
−7

06
9

TC
G

A
−C

V
−6

95
3

TC
G

A
−C

V
−7

41
1

TC
G

A
−C

N
−4

73
6

TC
G

A
−C

N
−4

73
8

TC
G

A
−C

N
−5

37
3

TC
G

A
−C

N
−6

01
7

TC
G

A
−C

V
−6

94
3

TC
G

A
−C

R
−7

38
9

TC
G

A
−C

R
−7

38
6

TC
G

A
−D

6−
68

24
TC

G
A

−C
N

−4
72

2
TC

G
A

−C
V

−7
18

3
TC

G
A

−C
R

−7
39

3
TC

G
A

−C
R

−7
39

1
TC

G
A

−C
R

−7
39

4
TC

G
A

−C
X

−7
08

5
TC

G
A

−Q
K

−A
8Z

B
TC

G
A

−B
A

−5
55

7
TC

G
A

−H
D

−7
83

1
TC

G
A

−C
V

−6
93

4
TC

G
A

−I
Q

−A
61

J
TC

G
A

−C
R

−6
48

8
TC

G
A

−C
V

−5
97

0
TC

G
A

−C
V

−7
24

3
TC

G
A

−C
Q

−6
22

4
TC

G
A

−C
R

−7
40

1
TC

G
A

−C
V

−6
95

1
TC

G
A

−P
3−

A
6T

3
TC

G
A

−C
N

−6
99

8
TC

G
A

−C
V

−7
10

4
TC

G
A

−Q
K

−A
8Z

9
TC

G
A

−C
V

−5
44

0
TC

G
A

−C
V

−6
93

5
TC

G
A

−C
V

−6
93

7
TC

G
A

−D
Q

−5
62

4
TC

G
A

−F
7−

A
50

I

NCAPG2
BUB1
KIF4A
KIF23
DLGAP5
AURKA
CDCA8
TYMS
CCNA2
CDK1
ZWINT
UBE2C
KIF2C
KIFC1
PKMYT1
PMF1
RFC2
BIRC5
RNASEH2A
CDC6
CHAF1A
SPAG5
AURKB
CDT1
POLA2
CENPN
NCAPG
BCAT1
KLF11
RFC5
TTK
IQGAP3
CENPE
ESPL1
BUB1B
NCAPH
DTL
BRCA1
KIF18B
FBXO6
CHTF18
NFKBIL2
RECQL4
MLF1IP
NDC80
DSN1
GINS1
KIAA0101
MAD2L1
C16orf75
E2F1
CDC45
GINS2
H2AFX
DUT
CDCA5
FEN1
NUSAP1
SMC2
FANCI
PRC1
PLK1
MCM6
RACGAP1
TIMELESS
THOC4
KIF22
RANBP1
RRM2
CCNB1
CDC20
PSMB10
PSMB8
CCND1
CENPF
SMC4
MCM4
NCAPD2
TOP2A
MCM7
PCNA
MCM3
MCM2
MCM5
HIST1H4A
BRCA2
CASC5
CLSPN
C15orf42
MCM10
EXO1
ORC1L
CHAF1B
RAD51
CDKN3
NEK2
NUF2
GTSE1
KIF14
DBF4
RFC3
CHEK1
GINS3
GINS4
DHFR
POLQ
FBXO5
KIF18A
CENPM
CENPH
ORC6L
CENPA
CENPO
BLM
CDC25A
SKA1
ERCC6L
DSCC1
SPC25
SETMAR
ITGB3BP
POLE2
CENPI
SGOL1
CDC25C
CENPK
DNA2
GSG2
SPC24
WNT9A

−2
−1

0
1

2

Group 1 (Low expression)
Group 2 (High expression)

A

B C

0

25

50

75

100

Years

O
ve

ra
ll 

su
rv

iv
al

Group 1 (78 events)     5.65 years (95% CI, 4.36-NA)
Group 2 (126 events)   2.84 years (95% CI, 2.29-4.58)

0 5 10 15

Median overall survival

Univariate analysis
Hazard ratio, 1.32 (95% CI, 0.99-1.75)
P = 0.057

Multivariate analysis
Hazard ratio, 1.30 (95% CI, 0.96-1.76)
P = 0.094

193
255

22
25

4
7

1
1

No. at risk
Group 1
Group 2

0

25

50

75

100

Years

O
ve

ra
ll 

su
rv

iv
al

Group 1 (70 events)
Group 2 (115 events)

0

193
255

1

153
187

2

92
104

3

54
64

4

36
43

5

22
25

Univariate analysis
Hazard ratio, 1.36 (95% CI, 1.01-1.84)
P = 0.040

Multivariate analysis
Hazard ratio, 1.30 (95% CI, 0.95-1.79)
P = 0.104

No. at risk
Group 1
Group 2

Supplementary Figure S6.



pRb (S807/811)

PLK1

FOXM1

EMA/MUC1

β-actin

AZD1775
Vorinostat

- +
- - +

+-
+

48 hour

PCI13-G245D

Total Rb 

Cyclin B1

Total-CDK1

V
or

in
os

ta
t

1
V

or
in

os
ta

t
2

V
or

in
os

ta
t

3
A

ZD
17

75
+

V
or

in
os

ta
t

1
A

ZD
17

75
+

V
or

in
os

ta
t

2
A

ZD
17

75
+

V
or

in
os

ta
t

3
A

ZD
17

75
1

A
ZD

17
75

2
A

ZD
17

75
3

U
nt

re
at

ed
1

U
nt

re
at

ed
2

U
nt

re
at

ed
3

A−Raf
UGT1A
MSH6
Src_pY527
mTOR
Aurora−B
Gys
ACC_pS79
mTOR_pS2448
IRS1
Raptor
Coup−TFII
eIF4G
Mcl−1
4E−BP1_pS65
BAP1
CDK1
SLC1A5
cdc25C
Chk1
Caveolin−1
YAP_pS127
YAP
Wee1
Cyclin−B1
FoxM1
PLK1
Rb_pS807_S811
Shc_pY317
Bid
BRD4
IRF−1
XIAP
ATM
p70−S6K1
EMA
Sox2
NDRG1_pT346
Src
eEF2K
Caspase−3
Syk
4E−BP1
ARID1A
C−Raf
GCN5L2
Notch1
ACC1
Tyro3
FAK_pY397
Akt_pS473
Akt_pT308
Hif−1−alpha
PAR
B−Raf_pS445
c−Met_pY1234_Y1235
Stat3_pY705
HER3
Lck
EGFR_pY1068
HER2_pY1248
Claudin−7
Myt1
Caspase−7−cleaved
c−Myc
FRA−1
Chk1_pS345
H2AX_pS140
Chk1_pS296
Heregulin
HSP27_pS82
Annexin−I
GPBB
DUSP4
Porin
Annexin−VII
Stathmin−1
Mitochondria
PKC−delta_pS664
PKM2
b−Catenin
Rad50
INPP4b
BCL6
Smac
G6PD
PKC−a
MEK2
Glutamate−D1−2
PDGFR−b
E2F1
p27−Kip−1
VEGFR−2
Gab2
PAI−1
PD−L1
Bcl2
CD171
IGFBP2
PKC−a_pS657
VHL
DM−Histone−H3
Glutaminase
E−Cadherin
Cyclin−E1
TAZ
TFAM
Fibronectin
c−Jun_pS73
p53
LC3A−B
Mnk1
b−Actin
Hexokinase−II
eIF4E
14−3−3−zeta
EGFR
Paxillin

G
1/

S
 p

ha
se

 tr
an

si
tio

n
C

el
l c

yc
le

 c
he

ck
po

in
t

P
=

3.
40

E
−0

5 
(9

/1
12

)
P

=
2.

44
E

−0
5 

(1
1/

19
6)

P
ro

te
in

 e
xp

re
ss

io
n

−2
−1

0
1

2

B)

A)

Supplementary Figure S7.

PCI13-G245D

Treatment
Untreated

AZD1775

Vorinostat

Vorinostat + AZD1775

GO accociation
Yes

No

Treatment



Supplementary Figure S8.

Untreated

0

20

40

60

80

Tu
m

or
 V

ol
um

e 
(m

m
3 )

Days
0 10 20 30

Vorinostat

0

20

40

60

80

Tu
m

or
 V

ol
um

e 
(m

m
3 )

Days
0 10 20 30

AZD1775

0

20

40

60

80

Tu
m

or
 V

ol
um

e 
(m

m
3 )

Days
0 10 20 30

Vorinostat + AZD1775

0

20

40

60

80

Tu
m

or
 V

ol
um

e 
(m

m
3 )

Days
0 10 20 30





Days

Re
la

�v
e 

Bo
dy

 W
ei

gh
t (

%
)

80

90

100

110

120 Untreated
AZD1775
Vorinostat
AZD1775+Vorinostat

3020100

Treatment Schedule

AZD1775 (45mg/kg)

Vorinostat (65mg/kg)

1 2 3 4 5 6 7Day

Repeat 4 weeks

A)

B)

Supplementary Figure S10



Cell line Drug combination Drug conc (μM) Drug ratio Fa
CI an Fa 0.5 (ED50), 0.75 (ED75) 

and 0.90 (ED90) respectively
Effect

0.11 + 0.052 2:1 0.50 (50%) 0.34 Synergistic

0.19 + 0.095 2:1 0.75 (75%) 0.22 Synergistic

0.34 + 0.17 2:1 0.90 (90%) 0.14 Synergistic

0.21 + 0.21 1:1 0.50 (50%) 0.90 Synergistic

0.42 + 0.42 1:1 0.75 (75%) 0.66 Synergistic

0.84 + 0.84 1:1 0.90 (90%) 0.49 Synergistic

0.07 + 0.07 1:1 0.50 (50%) 0.30 Synergistic

0.15 + 0.15 1:1 0.75 (75%) 0.23 Synergistic

0.30 + 0.30 1:1 0.90 (90%) 0.19 Synergistic

0.08 + 0.08 1:1 0.50 (50%) 0.38 Synergistic

0.16 + 0.16 1:1 0.75 (75%) 0.29 Synergistic

0.32 + 0.32 1:1 0.90 (90%) 0.23 Synergistic

0.08 + 0.04 2:1 0.50 (50%) 0.32 Synergistic

0.18 + 0.09 2:1 0.75 (75%) 0.23 Synergistic

0.34 + 0.17 2:1 0.90 (90%) 0.17 Synergistic

0.09 + 0.09 1:1 0.50 (50%) 0.55 Synergistic

0.19 + 0.19 1:1 0.75 (75%) 0.44 Synergistic

0.40 + 0.40 1:1 0.90 (90%) 0.35 Synergistic

0.024 + 0.0024 10:1 0.50 (50%) 0.52 Synergistic

0.044 + 0.0044 10:1 0.75 (75%) 0.49 Synergistic

0.080 + 0.0080 10:1 0.90 (90%) 0.47 Synergistic

0.028 + 0.0028 10:1 0.50 (50%) 0.60 Synergistic

0.052 + 0.0052 10:1 0.75 (75%) 0.57 Synergistic

0.096 + 0.0096 10:1 0.90 (90%) 0.55 Synergistic

0.013 + 0.0013 10:1 0.50 (50%) 0.73 Synergistic

0.023 + 0.0023 10:1 0.75 (75%) 0.77 Synergistic

0.042 + 0.0042 10:1 0.90 (90%) 0.82 Synergistic

Supplementary Table S1. CI at Fa of 0.5, 0.75 and 0.9 of vorinostat in combination with AZD1775 in various HNSCC cell lines

PCI13-Wtp53

PCI13-pBabe (null p53)

PCI13-C238F

PCI13-G245D

Vorinostat + AZD1775

Vorinostat + AZD1775

Vorinostat + AZD1775

Vorinostat + AZD1775

Detroit562-Mutp53

HN5-Mutp53

Vorinostat + AZD1775

HN30-Wtp53

CI = Combination indexes; Fa = fraction affected. CI value < 1.0 indicates synergistic interaction.

Vorinostat + AZD1775

Vorinostat + AZD1775

Vorinostat + AZD1775

Vorinostat + AZD1775

HN31-Mutp53

OSC-19 (null p53)




