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ROS
FACS assay

Human cell lines
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FACS assay
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Vaccination
protocol
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In Vivo
4T1 (s.c.) cells
BALB/c mice

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

0

1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

Days

T
u

m
o

u
r 

(m
m

)

pVax

pVax + APR

mxCT

mxCT + APR

*
*

*

***

**

**

****

*



0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

0

1

2

3

4

5

6

7

8

9

10

Days

T
u

m
o

u
r 

(m
m

)

4T1 (p53
null

)

TSA (p53
R270H

)

**
** ***

*

***

Treatment 
APR-246 + mxCT

In Vivo
BALB/c mice

4T
1 

- p
V
ax

TS
A
 - 

pV
ax

 

4T
1 

- m
xC

T +
 A

P
R

TS
A
 - 

m
xC

T +
 A

P
R

0

5

10

15

T
u

m
o

u
r 

(m
m

) ✱✱✱

ns



TSA p53R270H

pVax

pVax
 +

 A
PR

m
xC

T

m
xC

T +
 A

PR

0

5

10

15

20

n
° 

m
e
ta

s
ta

s
is

**
ns

ns
*

**

***

4T1 p53null

pVax

pVax
 +

 A
PR

m
xC

T

m
xC

T +
 A

PR

0

5

10

15

20

25
n

° 
m

e
ta

s
ta

s
is

**

**

ns

ns

*

*

In Vivo
APR-246 + mxCT

Lung
Micrometastasis



Conclusions

• APR-246 has a cytotoxic activity both in p53 mutated cells and p53 wt cells

• Combinatorial treatment of APR-246 and xCT inhibition provide a

synergistic effect

• In vivo, APR-246 in combination with DNA-based vaccination against xCT

has an improved capacity in impairing tumour growth and lung

metastatization, compared with the single treatments, both in a mut-p53

cancer model and p53null model

Conclusions
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