Supplementary Table S1: Mechanisms of mutant p53 GoF and their physiological effects

Mechanism

Interacting partners

Effects

Interaction with other
TFs; regulation of
transcription

mut-p53

N/ NN/

/4

NF-Y [1,2], Sp-1 [3-
5], PML [6]. C-Myc,
Bcl-x1[7], ETS [8]

Altered gene
expression and
changes in cell

phenotypes leading
to proliferation and
invasion

Interaction with
family members p63
and p73; inhibition of

transactivation

‘mut-p53,

%

o

/NN N/ N/ 4

p63/p73 [9-12]

Decrease in growth
inhibition leading to
invasion, metastasis,
migration, and
chemoresistance

Formation of co-
aggregates with wt-
p53 and p63/ p73;
inhibition of
transactivation

/.

TIPS

@
/A4

Co-tetramers with
wt p53 [13] and/or
super-tetramers
with wt
p53/p63/p73[14]

Abrogation of wild
type activity,
increased dominant
negative effects,
inhibited binding to
target gene
promoters and
subsequent
transactivation, NF-
kf3 pathway and Ras
activation

Interaction with

several proteins;
alteration of functions

Direct recruitment to
DNA, binding to
sequence-specific

DNA elements such as
non-B DNA
conformations or AT-
rich regions; alteration
of gene expression

| mut-p53

PML [15], Pin1[16],
MRE11 [17],
TOP1[18]

Disruption of DDR
pathways, genomic
instability, enhancing
overall oncogenic
activity of mut-p53

NP

Putatively MYC,
FOS, Bcl-X1, PCNA,
E2F, NFKB, TERT,
VEGEF, etc [19]

Enhanced
proliferation,
invasion and

angiogenesis, and
inhibition of
apoptosis




Chromatin SWI/SNF [20], Enhanced expression
remodelling and g ,QJ;) a MLL1, MLL2, MOZ of genes contained
chromatin accessibility P\ § /f 4 L [21] within specific
e Etﬁ regions of the
chromatin
Cytoplasmic role Shunting Glucose Regulation of
mut-p53 transporter GLUT1 glucose uptake by
to the plasma cancer cells,
membrane [22] supporting rapid
proliferation
Cytoplasm  Plasma (Warburg Effect)
membrane

Regulation of miRNA

mut-p53 —’l miRNA

miR-16-1, miR-143,
and miR-205 [23],
miR-128-2 [24],
miR-130b [25], miR-
155 [26], miR-27a
[27], DICER1 [28]

Transcriptional and
post-transcriptional
regulation of
multiple miRNAs,
suppression of
apoptosis, increased

EM and
chemoresistance

TF: Transcription factor
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