
Supplementary Fig. S7A

AKT

HER2

P-AKT 
(S473)                           

β-tubulin 

EGFR

P-EGFR
(Y-1068)

P-HER2
(Y1248)

60 kDa

60 kDa

160 kDa

160 kDa

50 kDa

160 kDa

160 kDa

Lapatinib 
(1 µM) 0 1 2 4 0 1 2 4 (h)88

BT474  BT474 LapR

Supplementary Figure S7A
Original blots for the cropped/composite Fig. 1A

1



Cyclin B1

β-tubulin 

SIRT6

SIRT2

p27Kip1

SIRT1
110 kDa

60 kDa

40 kDa

30 kDa

40 kDa

50 kDa

EP300

Ac-FOXO3
(K242/K245)

P-FOXO3 
(T32)

FOXM1

Ac-p53
(K382)

p53

FOXO3

50 kDa

80 kDa

260 kDa

80 kDa

80 kDa

50 kDa

110 kDa

Lapatinib (1 µM) 0 1 2 4 0 1 2 4 (h)88

BT474  BT474 LapR

Lapatinib (1 µM) 0 1 2 4 0 1 2 4 (h)88

BT474  BT474 LapR

Supplementary Fig. S7B

Supplementary Figure S7B
Original blots for the cropped/composite Fig. 1B 2



MEFs WT
Lapatinib: 

(1 µM, 24 h)

MEFs foxo1/3/4-/-

FOXO3

b tubulin

p27Kip1

EP300

80 kDa

260 kDa

30 kDa

50 kDa

- + - +

80 kDaFOXO1

HER2 160 kDa

FOXO3

EP300

FOXO1

80 kDa

260 kDa

80 kDa

b tubulin

p27Kip1

HER2

30 kDa

50 kDa

160 kDa

MEFs WT
Lapatinib: 

(1 µM, 24 h)

MEFs foxo1/3/4-/-

- + - +
MEFs WT

Lapatinib: 
(1 µM, 24 h)

MEFs foxo1/3/4-/-

- + - +

Supplementary Fig. S7C

Supplementary Figure S7C
Original blots for the cropped/composite Fig. 2B 3



b tubulin

p130

SIRT1

SIRT6

p16INK4a

50 kDa

110 kDa

110 kDa

40 kDa

15 kDa

H3K27Ac

EP300

FOXO3

Ac-FOXO3 
(K242/245)

Bim

p27Kip1

80 kDa

260 kDa

80 kDa

110 kDa

30 kDa

20 kDa

20 kDa

BT474  BT474 LapR

EP30
0

pcDNA3.1

EP30
0 r

HAT

pcDNA3.1

EP300
EP300 r

HAT

BT474  BT474 LapR

EP30
0

pcDNA3.1

EP30
0 r

HAT

pcDNA3.1

EP300
EP300 r

HAT

Supplementary Figure S7D
Original blots for the cropped/composite Fig. 4A

Supplementary Fig. S7D

4



WB:FOXO3

WB: Acetyl-
Lysine

WB:Ac-FOXO3 
(242/245)

WB:EP300

IP: FOXO3

WB: FOXO3

WB: EP300

IP: EP300

IP: FOXO3

IP: FOXO3

IP: FOXO3

IP: EP300

80 kDa

110 kDa

260 kDa

80 kDa

110 kDa

80 kDa

110 kDa

80 kDa

110 kDa

260 kDa

BT474  

pcDNA3.1
EP300

EP300 rHAT

Input IP: FOXO3 IP: Control

+ --
+
+

-
--
- +

+
-
--
-

+ --
+
+

-
--
-

+ --

Supplementary Figure S7E
Original blots for the cropped/composite Fig. 4B

Supplementary Fig. S7E

5



WB:Ac-FOXO3 
(242/245)

IP: Acetyl-Lysine

WB: Acetyl-
Lysine

WB:FOXO3

IP: Acetyl-Lysine

IP: Acetyl-Lysine

110 kDa

110 kDa

110 kDa

80 kDa

80 kDa

80 kDa

BT474  

pcDNA3.1
EP300

EP300 rHAT
FOXO3

Input

+-
--
-

+ --
+
+

-
--
-

+ --
IP: Ac-Lysine

+ --
+
+

-
--
-

+
+++++ +++ +

IP: Control

Supplementary Figure S7F
Original blots for the cropped/composite Fig. 4C

Supplementary Fig. S7F

EP300

b tubulin

260 kDa

50 kDa

BT474

siN
SC

si
EP

30
0

Supplementary Figure S7G
Original blots for the 
cropped/composite Fig. 5B

Supplementary Fig. S7G

6



P-FOXO3 
(T32)

EP300

Ac-FOXO3
(K242/K245)

FOXO3

SIRT1

110 kDa

80 kDa

260 kDa

80 kDa

110 kDa

80 kDa

Ac-p53 
(K382)

p27Kip1

b-tubulin 

p53

Bim

50 kDa

30 kDa

20 kDa

50 kDa

50 kDa

Lapatinib (8h)

siNSC
siSIRT1

BT474  BT474 LapR

+
+

-
--
-
+
+

-+ + -
+
+

-
--
-
+
+

-+ + -

Lapatinib (8h)

siNSC
siSIRT1

BT474  BT474 LapR

+
+

-
--
-
+
+

-+ + -
+
+

-
--
-
+
+

-+ + -

Supplementary Figure S7H
Original blots for the cropped/composite Fig. 6A

Supplementary Fig. S7H

7



Ac-FOXO3
(K242/K245)

P-FOXO3 
(T32)

EP300

FOXO3

SIRT6

80 kDa

80 kDa

260 kDa

40 kDa

110 kDa

80 kDa

Ac-p53 
(K382)

p27Kip1

p53

Bim

b-tubulin 

30 kDa

20 kDa

50 kDa

50 kDa

50 kDa

Lapatinib (8h)
siSIRT6

BT474  BT474 LapR

+
+

-
--
-
+
+

-+ + -
+
+

-
--
-
+
+

-+ + -
Lapatinib (8h)

siSIRT6

BT474  BT474 LapR

+
+

-
--
-
+
+

-+ + -
+
+

-
--
-
+
+

-+ + -

Supplementary Figure S7I
Original blots for the cropped/composite Fig. 6B

Supplementary Fig. S7I

8



WB: Ac-FOXO3
(K242/K245)

WB: FOXO3

WB: Ac-Lysine

80 kDa

110 kDa

80 kDa

110 kDa

80 kDa

110 kDa

siNSC siSIRT1

IgGInput 

IP: F
OXO3

Input 
IgG

IP: F
OXO3

IP: A
c-Lysine

IP: A
c-Lysine

BT474  

Supplementary Figure S7J
Original blots for the cropped/composite Fig. 6C

Supplementary Fig. S7J

WB: Ac-FOXO3
(K242/K245)

WB: FOXO3

WB: Ac-Lysine

80 kDa

110 kDa

80 kDa

110 kDa

80 kDa

110 kDa

IgGInput 

IP: F
OXO3

Input 
IgG IP: F

OXO3

IP: A
c-Lysine

IP: A
c-Lysine

siNSC siSIRT6

BT474  

9



Ac-FOXO3
(K242/K245)

EP300

FOXO3

p27Kip1

b-tubulin 

Ac-p53
(K382)

p53

260 kDa

110 kDa

50 kDa

50 kDa

30 kDa

50 kDa80 kDa

80 kDa

BT474
Sirtinol
(50 µM)

0 8  24 48 (h)

Supplementary Figure S7K
Original blots for the cropped/composite Fig. 7B

Supplementary Fig. S7K

BT474
Sirtinol
(50 µM)

0 8  24 48 (h)

10



WB: Ac-lysine 

WB: FOXO3

IP:FOXO3

WB: FOXO3 
IP:Ac-lysine

IP:FOXO3

80 kDa

110 kDa

80 kDa

110 kDa

80 kDa

110 kDa

IP:FOXO3

IgGInput 

Sirtinol 50 µM

BT474  BT474 LapR

- + - +

IP:FOXO3

IgGInput 
IP:FOXO3

IgGInput 
IP:FOXO3

IgGInput 

IP:Ac-ly
sine

IgGInput 
IP:Ac-ly

sine

IgGInput 
IP:Ac-ly

sine

IgGInput 
IP:Ac-ly

sine

IgGInput 

Supplementary Figure S7L
Original blots for the cropped/composite Fig. 7C

Supplementary Fig. S7L

11



FOXO3

β-tubulin 

80 kDa

p27
30 kDa

50 kDa

BT474 LapR

pc
DNA3.1

FO
XO3

FOXO3

β-tubulin 

80 kDa

50 kDa

pc
DNA3.1

FO
XO3

MEFs WT
MEFs 
foxo1/3/4-/-

pc
DNA3.1

FO
XO3

Supplementary Fig. S7M
Original blots for the cropped/composite for 
Supplementary Fig S2A

Supplementary Fig. S7M

Supplementary Fig. S7N
Original blots for the cropped/composite for 
Supplementary Fig S2B

Supplementary Fig. S7N

12



EP300

SKBR3 W
T

SK
BR3 L

ap
R

260 kDa

50 kDa

110 kDa

40 kDa

40 kDa

β-tubulin 
SIRT2

SIRT6
SIRT1

SKBR3 W
T

SK
BR3 L

ap
R

HER2

EGFR

160 kDa

160 kDa
FOXO3 80 kDa

Supplementary Fig. S7O
Original blots for the cropped/composite for Supplementary Fig S4A

Supplementary Fig. S7O

13



AKT

HER2

P-AKT 
(S473)                           

P-FOXO3 
(T32)

FOXO3

p27Kip1

SIRT1

β-tubulin 

SIRT6

SIRT2

FOXM1

110 kDa

60 kDa

60 kDa

80 kDa

40 kDa

160 kDa

80 kDa

110 kDa

30 kDa

40 kDa

50 kDa

SKBR3 LapR

Lapatinib 
(1 µM) 0 4 8 24 0 4 8 24 4848

SKBR3
Lapatinib (1 µM) 0 4 8 24 0 4 8 24 4848

SKBR3 SKBR3 LapR

Supplementary Fig. S7P
Original blots for the cropped/composite for 
Supplementary Fig S4A

Supplementary Fig. S7P

14



EP300

β-tubulin 

260kDa

50 kDa

EP300

β-tubulin 

260 kDa

50 kDa

SKBR3 WT

pc
DNA3.1

EP30
0

EP30
0 D

HAT

SKBR3 LapR

pc
DNA3.1

EP30
0

EP30
0 D

HAT

Supplementary Fig. S7Q
Original blots for the cropped/composite for Supplementary Fig S4B

Supplementary Fig. S7Q

15




