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APR-246

therapeutics
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no S A Actions p53mut - dependent
p53mut - independent

HEMATOLOGIC

target indication treatment line preclinical phase one phase two phase three

TP53 Mutant MDS

TP53 Mutant AML

SOLID TUMOR

target indication treatment line preclinical phase one phase two phase three




p53 reactivation
and its activity
in breast cancer
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Table 1| TP53 mutation frequency and most common mutations in different tumour types

Tumour type TP53 mutation
frequency (%)

Ovarian serous carcinoma 94.6

Lung squamous cell carcinoma 79.3

Head and neck squamous cell carcinoma 69.8

Glioblastoma 283

Pan-cancer* 42.0

Most common TP53 mutations*

R273H=Y220C>R2480>R175H
R158L>R175G>V157F=R213X=T125T
R175H=R273H=R213X=R282W>R248W
R2480>R175H>R273H=R282W
R175H>R273H>R248Q=R248W>R213X>Y220C
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XCT expression
In breast cancer
cell lines
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MTT Assay
Human cell lines
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MTT Assay
Human cell lines
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MTT Assay
Mouse cell lines
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MTT Assay
Mouse cell lines
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Tumorspheres
Formation
Human cell lines
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Tumorspheres
Formation
Mouse cell lines
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ROS
FACS assay
Human cell lines
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ROS
FACS assay
Mouse cell lines
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Vaccination
protocol
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In Vivo
BALB/c mice
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Conclusions

Conclusions

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

« Combinatorial treatment of APR-246 and XxCT 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
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