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Code of the model in .ginml file format used for the GINsim 3.0.0b

software.

1 <?xml version="1.0" encoding="UTF-8"?>
2 <!DOCTIYPE gxl SYSTEM "http://gin.univ-mrs. fr /GINsim/GINML_2_1.dtd">
3 <gxl>
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<graph id="defaultID" class="regulatory" nodeorder="DNA Damage ATM p38MAPK Mdm2 p53 Wipl

P53_A p53_K miR_34a p21 p53_INP1 Myc Cdc25A cdk46_CycD cdk2_CycE RB E2F1 ANRIL UFC1
EZH2 KLF2 PTEN AKT Sirt_1 HDAC1 PUMA BCL2 BAX Caspase3 Proliferation Senescence
Apoptosis">
<node id="DNA_Damage" maxvalue="1">
<parameter val="1" idActivelnteractions="DNA_Damage:DNA_Damage:1" />
<annotation>
<comment>DNA Damage is an input node marked with an auto-regulation.</comment>
</annotation>
</node>
<node id="ATM" maxvalue="1">
<parameter val="1" idActivelnteractions="DNA_Damage:ATM:1"/>
<parameter val="1" idActivelnteractions="DNA_Damage:ATM:1 HDACI:ATM:1" />
<parameter val="1" idActivelnteractions="DNA_DamageATM:1 E2F1:ATM:1"/>
<parameter val="1" idActivelnteractions="DNA Damage:ATM:1 E2F1:ATM:1 HDACL:ATM:1"/>
<parameter val="1" idActivelnteractions="DNA_Damage:ATM:1 Wipl:ATM:1"/>
<parameter val="1" idActivelnteractions="DNA_Damage:ATM:1 Wipl:ATM:1 E2F1:ATM:1"/>
<parameter val="1" idActivelnteractions="DNA_DamageATM:1 Wipl:ATM:1 E2F1:ATM:1
HDACI:ATM:1" />
</node>
<node id="p38MAPK" maxvalue="1">
<parameter val="1" idActivelnteractions="ATM:p38MAPK:1" />
</node>
<node id="Mdn2" maxvalue="1">
<parameter val="1"/>
<parameter val="1" idActivelnteractions="p53:Mdm2:1"/>
<parameter val="1" idActivelnteractions="p53:Mdm2:1 Wipl:Mdm2:1"/>
</node>
<node id="p53" maxvalue="1">
<parameter val="1" idActivelnteractions="p38MAPK:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1 HDACI1:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1 Mdm2:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1 Mdm2:p53:1 HDAC1:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1 p38MAPK:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1 p38MAPK:p53:1 HDAC1:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1 p38MAPK:p53:1 Mdm2:p53:1"/>
<parameter val="1" idActivelnteractions="ATM:p53:1 p38MAPK:p53:1 Mdm2:p53:1 HDAC1:p53:1"
/>
</node>
<node id="Wipl" maxvalue="1">
<parameter val="1" idActivelnteractions="p53_A:Wipl:1"/>
</node>
<node id="p53_A" maxvalue="1">
<parameter val="1"/>
<parameter val="1" idActivelnteractions="p53:p53_A:1"/>
<parameter val="1" idActivelnteractions="p53:p53_A:1 p53_INP1:p53_A:1"/>
</node>
<node id="p53_K" maxvalue="1">
<parameter val="1" idActivelnteractions="p53:p53_K:1"/>
<parameter val="1" idActivelnteractions="p53:p53_K:1 Sirt_1:p53_K:1"/>
<parameter val="1" idActivelnteractions="p53:p53_K:1 Wipl:p53_K:1"/>
</node>
<node id="miR_34a" maxvalue="1">
<parameter val="1" idActivelnteractions="p53:miR_34a:1"/>
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<parameter val="1" idActivelnteractions="ATM:miR_34a:1"/>
<parameter val="1" idActivelnteractions="ATM:miR_34a:1 p53:miR_34a:1"/>

idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActiveInteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActiveInteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:

</node>

<node id="p21" maxvalue="1">
<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"

Caspase3:p21:1"/>

<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"

idActivelnteractions="p53_A:p21:
idActiveInteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:

Caspase3:p21:1"/>

<parameter val="1"
<parameter val="1"
">
<parameter val="1"
<parameter val="1"

idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:

idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:

Caspase3:p21:1"/>

<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"

idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:

Caspase3:p21:1"/>

<parameter val="1" idActiveInteractions="p53_A:p21:

<parameter val="1" idActivelnteractions="p53_A:p21:
">

<parameter val="1" idActivelnteractions="p53_A:p21:

<parameter val="1" idActivelnteractions="p53_A:p21:
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:

<parameter val="1" idActivelnteractions="p53_A:p21:
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:
>

<parameter val="1" idActivelnteractions="p53_A:p21:
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:

<parameter val="1" idActivelnteractions="p53_A:p21:
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:
HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p53_A:p21:
HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"

idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:
idActivelnteractions="p53_A:p21:

Caspase3:p21:1"/>
<parameter val="1" idActivelnteractions="p53_A:p21:
<parameter val="1" idActivelnteractions="p53_A:p21:
/>
<parameter val="1" idActivelnteractions="p53_A:p21:
<parameter val="1" idActivelnteractions="p53_A:p21:
Caspase3:p21:1"/>
<parameter val="1" idActivelnteractions="p53_A:p21:
<parameter val="1" idActivelnteractions="p53_A:p21:

1"/>
Caspase3:p21:1"/>
HDAC1:p21:1" />

HDACI1:p21:1 Caspase3:p21:1"/>
AKT:p21:1"/>

AKT:p21:1 Caspase3:p21:1"/>
AKT:p21:1 HDACI1:p21:1"/>
AKT:p21:1 HDACI:p21:1

—

—

KLF2:p21:
KLF2:p21:
KLF2:p21:
KLF2:p21:

KLF2:p21:
KLF2:p21:

KLF2:p21:
KLF2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:

EZH2:p21:
EZH2:p21:

EZH2:p21:
EZH2:p21:

EZH2:p21:
EZH2:p21:

EZH2:p21:
EZH2:p21:

EZH2:p21:
EZH2:p21:

EZH2:p21:
EZH2:p21:
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:

—

1
1
1
1
1
1

1
1

—

1
1

1
1

1
1

1

1

1
1

1

1

">
Caspase3:p21:1"/>
HDAC1:p21:1"/>
HDAC1:p21:1

AKT:p21:1"/>
AKT:p21:1 Caspase3:p21:1

AKT:p21:1 HDACI1:p21:1"/>
AKT:p21:1 HDACI1:p21:1

">
Caspase3:p21:1"/>
HDACI1:p21:1" />
HDAC1:p21:1

AKT:p21:1"/>
AKT:p21:1 Caspase3:p21:1

AKT:p21:1 HDACI1:p21:1"/>
AKT:p21:1 HDACI1:p21:1

KLF2:p21:1"/>
KLF2:p21:1

KLF2:p21:1 HDACI1:p21:1"/
KLF2:p21:1 HDACI1:p21:1

KLF2:p21:1
KLF2:p21:1

AKT:p21:1"/>
AKT:p21:1

KLF2:p21:1 AKT:p21:1

KLF2:p21:1 AKT:p21:1
/>

Caspase3:p21:1"/>
HDAC1:p21:1" />
HDAC1:p21:1

AKT:p21:1"/>
AKT:p21:1 Caspase3:p21:1"

AKT:p21:1 HDAC1:p21:1"/>
AKT:p21:1 HDAC1:p21:1

KLF2:p21:1"/>
KLF2:p21:1 Caspase3:p21:1
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">

<parameter val="1" idActivelnteractions="p53_A:p21:1

<parameter val="1" idActivelnteractions="p53_A:p21:1
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1

<parameter val="1" idActivelnteractions="p53_A:p21:1
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1
HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p53_A:p21:1
HDAC1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1

<parameter val="1" idActivelnteractions="p53_A:p21:1
">

<parameter val="1" idActivelnteractions="p53_A:p21:1

<parameter val="1" idActivelnteractions="p53_A:p21:1
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1

<parameter val="1" idActivelnteractions="p53_A:p21:1
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1
HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p53_A:p21:1
HDAC1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1

<parameter val="1" idActivelnteractions="p53_A:p21:1
Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1
HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p53_A:p21:1
HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1
AKT:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1
AKT:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1

AKT:p21:1 HDAC1:p21:1"/>
<parameter val="1" idActivelnteractions="p53_A:p21:1
AKT:p21:1 HDACI1:p21:1 Caspase3:p21:1"/>
<parameter

<parameter val="1" idActivelnteractions="p38MAPK:p21:
<parameter val="1" idActivelnteractions="p38MAPK:p21:
<parameter val="1" idActivelnteractions="p38MAPK:p21:
<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:
<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

">
<parameter val="1"

Caspase3:p21:1"/>
<parameter val="1"
<parameter val="1"

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

val="1" idActivelnteractions="p38MAPK:p21:

idActivelnteractions="p38MAPK:p21:

idActivelnteractions="p38MAPK:p21:
idActivelnteractions="p38MAPK:p21:

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1

Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1

Myc:p21:1 EZH2:p21:1

1
1
:1
1
1

1
1

1

1

—

1

1

1

KLF2:p21:1
KLF2:p21:1

KLF2:p21:1
KLF2:p21:1

KLF2:p21:1

KLF2:p21:1

EZH2:p21:1
EZH2:p21:1

EZH2:p21:1
EZH2:p21:1

EZH2:p21:1
EZH2:p21:1

EZH2:p21:1
EZH2:p21:1

EZH2:p21:1
EZH2:p21:1
EZH2:p21:1
EZH2:p21:1

EZH2:p21:1

HDAC1:p21:1" />
HDAC1:p21:1

AKT:p21:1"/>
AKT:p21:1

AKT:p21:1

AKT:p21:1

EZH2:p21:1"/>
EZH2:p21:1

Caspase3:p21:1

HDAC1:p21:1" />
HDAC1:p21:1

AKT:p21:1"/>
AKT:p21:1

AKT:p21:1
AKT:p21:1

KLF2:p21:1"/>
KLF2:p21:1

—

KLF2:p21:

—

KLF2:p21:

—

KLF2:p21:

—

KLF2:p21:

—

KLF2:p21:

KLF2:p21:1

KLF2:p21:1"/>
1"/>

p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:
p53_A:p21:

p53_A:p21:

1

1
1

Caspase3:p21:1"/>
HDAC1:p21:1" />
HDAC1:p21:1

AKT:p21:1"/>
AKT:p21:1

AKT:p21:1 HDACI:p21:1
AKT:p21:1 HDACI1:p21:1

KLF2:p21:1"/>
KLF2:p21:1

KLF2:p21:1
KLF2:p21:1
KLF2:p21:1 AKT:p21:1"

KLF2:p21:1 AKT:p21:1
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Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:
<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

">

<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 HDACI:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:
<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

">

<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

1

—

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:

p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:

p53_A:p21:

—_

—_

—

—

—_

—_

—_

—_

—_

—_

—_

—_

—

—

—_

KLF2:p21:
KLF2:p21:

EZH2:p21:
EZH2:p21:

EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:

Myc:p21:1
Myc:p21:

—

Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1
Myc:p21:1

Myc:p21:1

1

1

1
1

—

1

1

1

1

1

1

1

1

1

1

1

1

AKT:p21:1
AKT:p21:1

s

AKT:p21:1"
AKT:p21:1
AKT:p21:1
AKT:p21:1
KLF2:p21:1

KLF2:p21:1

—_

KLF2:p21:

—_

KLF2:p21:

—_

KLF2:p21:

—

KLF2:p21:

—_

KLF2:p21:

—_

KLF2:p21:

/>

HDAC1:p21:1
HDAC1:p21:1
AKT:p21:1"/
AKT:p21:1
AKT:p21:1
AKT:p21:1
KLF2:p21:1"
KLF2:p21:1
KLF2:p21:1
KLF2:p21:1
KLF2:p21:1

KLF2:p21:1
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AKT:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 HDAC1:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDAC1:p21:1" />

<parameter val="1" idActivelnteractions="p38MAPK:p21:

HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 HDACI:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

AKT:p21:1 HDACI:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

KLF2:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

KLF2:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

KLF2:p21:1 HDAC1:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

KLF2:p21:1 HDACI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

KLF2:p21:1 AKT:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:

KLF2:p21:1 AKT:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:1 p53_A:p21:

KLF2:p21:1 AKT:p21:1 HDAC1:p21:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:p21:1 p53_A:p21:
KLF2:p21:1 AKT:p21:1 HDAC1:p21:1 Caspase3:p21:1"/>

</node>
<node id="p53_INP1" maxvalue="1">

1

1

1

1

1

1

1

1

1

1

1

1

p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p21:
p53_A:p2l:
p53_A:p21:
p53_A:p21:
p53_A:p21:

p53_A:p21:

<parameter val="1" idActivelnteractions="p53_K:p53_INP1:1"/>
<parameter val="1" idActivelnteractions="p53_A:p53_INP1:1"/>

<parameter val="1" idActivelnteractions="p53_A:p53_INP1:1 p53_K:p53_INP1:1"/>

</node>
<node id="Myc" maxvalue="1">
<parameter val="1"/>

<parameter val="1" idActivelnteractions="E2F1:Myc:1"/>

Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:
Myc:p21:

Myc:p21:

<parameter val="1" idActivelnteractions="miR_34a:Myc:1 E2F1:Myc:1"/>
<parameter val="1" idActivelnteractions="p38MAPK:Myc:1"/>
<parameter val="1" idActivelnteractions="p38MAPK:Myc:1 E2F1:Myc:1"/>

<parameter val="1" idActivelnteractions="p38MAPK:Myc:1 miR_34a:Myc:1"/>
<parameter val="1" idActivelnteractions="p38MAPK:Myc:1 miR_34a:Myc:1 E2F1:Myc:1"/>

</node>
<node id="Cdc25A" maxvalue="1">
<parameter val="1"/>

<parameter val="1" idActivelnteractions="miR_34a:Cdc25A:1"/>
<parameter val="1" idActivelnteractions="p38MAPK:Cdc25A:1"/>
<parameter val="1" idActivelnteractions="ATM:Cdc25A:1" />

<parameter val="1" idActivelnteractions="ATM:Cdc25A:1 miR_34a:Cdc25A:1" />

</node>
<node id="cdk46_CycD" maxvalue="1">

<parameter val="1" idActivelnteractions="Cdc25A:cdk46_CycD:1"/>

</node>

KLF2:p21:
KLF2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:
EZH2:p21:

EZH2:p21:

—_

—

1"

—_

—_

—_

—_

—

—_

—_

—

—

—

—

—_
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<node id="cdk2_CycE" maxvalue="1">
<parameter val="1" idActivelnteractions="Cdc25A:cdk2_CycE:1 E2Fl:cdk2_CycE:1"/>

</node>

<node id="RB" maxvalue="1">
<parameter val="1"/>

</node>
<node id="E2F
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
Sirt_1:
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
Sirt_1:
<parameter
<parameter
Sirt_1:
<parameter
RB:E2F
<parameter
RB:E2F
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
>
<parameter
<parameter
Sirt_1:
<parameter
>
<parameter
Sirt_1:
<parameter
<parameter
<parameter
Sirt_1:
<parameter
<parameter
Sirt_1:
<parameter
/>
<parameter
Sirt_1:

1" maxvalue="1">

val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
E2F1:1
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
E2F1:1
val="1"
val="1"
E2F1:1
val="1"
1:1" />

val="1"

/>

idActivelnteractions="Sirt_1:E2F1:1"/>
idActivelnteractions="Cdc25A:E2F1:1"/>
idActivelnteractions="Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>
idActivelnteractions="Myc:E2F1:1" />
idActiveInteractions="Myc:E2F1:1 Sirt_1:E2F1:1"/>
idActivelnteractions="Myc:E2F1:1 RB:E2F1:1"/>
idActivelnteractions="Myc:E2F1:1 RB:E2F1:1 Sirt_1:E2F1:1"/>
idActivelnteractions="Myc:E2F1:1 Cdc25A:E2F1:1"/>
idActivelnteractions="Myc:E2F1:1 Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>
idActivelnteractions="Myc:E2F1:1 Cdc25A:E2F1:1 RB:E2F1:1"/>
idActivelnteractions="Myc:E2F1:1 Cdc25A:E2F1:1 RB:E2F1:1

">

idActivelnteractions="miR_34a:E2F1:1"/>
idActivelnteractions="miR_34a:E2F1:1 Cdc25A:E2F1:1"/>
idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1"/>
idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1 Sirt_1:E2F1:1"/>
idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1 RB:E2F1:1"/>
idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1 RB:E2F1:1

">

idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1 Cdc25A:E2F1:1"/>
idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1 Cdc25A:E2F1:1
">

idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1 Cdc25A:E2F1:1
idActivelnteractions="miR_34a:E2F1:1 Myc:E2F1:1 Cdc25A:E2F1:1

1:1 Sirt_1:E2F1:1"/>

val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
E2F1:1
val="1"
val="1"
E2F1:1
val="1"
val="1"
val="1"
E2F1:1

val="1"
val="1"
E2F1:1
val="1"
val="1"
E2F1:1

idActiveInteractions="ATM:E2F1:1" />
idActiveInteractions="ATM:E2F1:
idActivelnteractions="ATM:E2F1:
idActiveInteractions="ATM:E2F1:

idActivelnteractions="ATM:E2F1:
idActivelnteractions="ATM:E2F1:
idActiveInteractions="ATM:E2F1:

1

1

1
idActivelnteractions="ATM:E2F1:1 Myc:E2F1:

1

1

1

Myc:E2F1:1
Myc:E2F1:1
Myc:E2F1:1

idActivelnteractions="ATM:E2F1:1 Myc:E2F1:1
idActivelnteractions="ATM:E2F1:1 Myc:E2F1:1

/>

idActivelnteractions="ATM:E2F1:1 Myc:E2F1:1

idActivelnteractions="ATM:E2F1:1 Myc:E2F1:1

"

/>

idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:

1"/>

Sirt_1:E2F1:1"/>
Cdc25A:E2F1:1"/>
Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>

Sirt_1:E2F1:1"/>
RB:E2F1:1"/>
RB:E2F1:1 Sirt_1:E2F1:1"/

Cdc25A:E2F1:1"/>
Cdc25A:E2F1:1

Cdc25A:E2F1:1 RB:E2F1:1"/

Cdc25A:E2F1:1 RB:E2F1:1

idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1
idActiveInteractions="ATM:E2F1:1 miR_34a:E2F1:1

"s

idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1
idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1

/s

idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1

idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1

/s

<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1

1"/>

Cdc25A:E2F1:1"/>
Cdc25A:E2F1:1

Myc:E2F1:1" />
Myc:E2F1:1

Myc:E2F1:1 RB:E2F1:1"
Myc:E2F1:1 RB:E2F1:1

Myc:E2F1:1
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Cdc25A:E2F1:1" />
<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1 Myc:E2F1:1
Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>
<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1 Myc:E2F1:1
Cdc25A:E2F1:1 RB:E2F1:1"/>
<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_34a:E2F1:1 Myc:E2F1:1
Cdc25A:E2F1:1 RB:E2F1:1 Sirt_1:E2F1:1"/>
</node>
<node id="ANRIL" maxvalue="1">
<parameter val="1" idActivelnteractions="E2F1:ANRIL:1"/>
<parameter val="1" idActivelnteractions="Myc:ANRIL:1"/>
<parameter val="1" idActivelnteractions="Myc:ANRIL:1 E2F1:ANRIL:1"/>
</node>
<node id="UFCI" maxvalue="1">
<parameter val="1" idActivelnteractions="E2F1:UFC1:1"/>
</node>
<node id="EZH2" maxvalue="1">
<parameter val="1" idActivelnteractions="Myc:EZH2:1 ANRIL:EZH2:1 UFCL:EZH2:1"/>
</node>
<node id="KLF2" maxvalue="1">
<parameter val="1"/>
</node>
<node id="PTEN" maxvalue="1">
<parameter val="1" idActivelnteractions="p53_K:PTEN:1"/>
</node>
<node id="AKT" maxvalue="1">
<parameter val="1" idActivelnteractions="BCL2:AKT:1"/>
</node>
<node id="Sirt_1" maxvalue="1">
<parameter val="1" idActivelnteractions="E2F1:Sirt_1:1"/>
<parameter val="1" idActivelnteractions="E2F1:Sirt_1:1 HDACI:Sirt_1:1"/>
<parameter val="1" idActivelnteractions="miR_34a:Sirt_1:1 E2F1:Sirt_1:1"/>
</node>
<node id="HDACI" maxvalue="1">
<parameter val="1"/>
<parameter val="1" idActivelnteractions="Sirt_1:HDAC1:1"/>
<parameter val="1" idActivelnteractions="miR_34a:HDACI:1"/>
<parameter val="1" idActivelnteractions="miR_34a:HDACI1:1 Sirt_1:HDACI1:1"/>
<parameter val="1" idActivelnteractions="DNA_Damage:HDACI1:1"/>
</node>
<node id="PUMA" maxvalue="1">
<parameter val="1" idActivelnteractions="p53_K:PUMA:1"/>
</node>
<node id="BCL2" maxvalue="1">
<parameter val="1"/>
</node>
<node id="BAX" maxvalue="1">
<parameter val="1" idActivelnteractions="p53_K:BAX:1"/>
</node>
<node id="Caspase3" maxvalue="1">
<parameter val="1" idActivelnteractions="BAX:Caspase3:1"/>
<parameter val="1" idActivelnteractions="BCL2:Caspase3:1 BAX:Caspase3:1"/>
<parameter val="1" idActivelnteractions="p21:Caspase3:1 BAX:Caspase3:1"/>
</node>
<node id="Proliferation" maxvalue="1">
<parameter val="1" idActivelnteractions="E2F1:Proliferation:1"/>
</node>
<node id="Senescence" maxvalue="1">
<parameter val="1" idActivelnteractions="p21:Senescence:1"/>
</node>
<node id="Apoptosis" maxvalue="1">
<parameter val="1" idActivelnteractions="Caspase3:Apoptosis:1"/>



319 </node>

320 <edge id="DNA_Damage:DNA_Damage:1" from="DNA_Damage" to="DNA Damage" sign="positive"
minvalue="1"/>

321 <edge id="DNA_Damage:ATM:1" from="DNA Damage" to="ATM" sign="positive" minvalue="1"/>

322 <edge id="Wipl:ATM:1" from="Wipl" to="AIM" sign="negative" minvalue="1"/>

323 <edge id="E2F1:ATM:1" from="E2F1" to="AIM" sign="positive" minvalue="1"/>

324 <edge id="HDACLATM:1" from="HDAC1" to="AIM" sign="negative" minvalue="1"/>

325 <edge id="ATM:p38MAPK:1" from="ATM" to="p38MAPK" sign="positive" minvalue="1"/>

326 <edge id="Wipl:p38MAPK:1" from="Wipl" to="p38MAPK" sign="negative" minvalue="1"/>

327 <edge id="ATM:Mdm2:1" from="ATM" to="Mdm2" sign="negative" minvalue="1"/>

328 <edge id="p53:Mdm2:1" from="p53" to="Mdm2" sign="positive" minvalue="1"/>

329 <edge id="Wipl:Mdm2:1" from="Wipl" to="Mdm2" sign="negative" minvalue="1"/>

330 <edge id="ATM:p53:1" from="ATM" to="p53" sign="positive" minvalue="1"/>

331 <edge id="p38MAPK:p53:1" from="p38MAPK" to="p53" sign="positive" minvalue="1"/>

332 <edge id="Mdm2:p53:1" from="Mdm2" to="p53" sign="negative" minvalue="1"/>

333 <edge id="HDACI:p53:1" from="HDAC1" to="p53" sign="negative" minvalue="1"/>

334 <edge id="p53_A:Wipl:1" from="p53_A" to="Wipl" sign="positive" minvalue="1"/>

335 <edge id="p53:p53_A:1" from="p53" to="p53_A" sign="positive" minvalue="1"/>

336 <edge id="p53_K:p53_A:1" from="p53_K" to="p53_A" sign="negative" minvalue="1"/>

337 <edge id="p53_INP1:p53_A:1" from="p53_INP1" to="p53_A" sign="negative" minvalue="1"/>

338 <edge id="Sirt_1:p53_A:1" from="Sirt_1" to="p53_A" sign="negative" minvalue="1"/>

339 <edge id="p53:p53_K:1" from="p53" to="p53_K" sign="positive" minvalue="1"/>

340 <edge id="Wipl:p53_K:1" from="Wipl" to="p53_K" sign="negative" minvalue="1"/>

341 <edge id="p53_A:p53_K:1" from="p53_A" to="p53_K" sign="negative" minvalue="1"/>

342 <edge id="Sirt_1:p53_K:1" from="Sirt_1" to="p53_K" sign="negative" minvalue="1"/>

343 <edge id="ATM:miR_34a:1" from="ATM" to="miR_34a" sign="positive" minvalue="1"/>

344 <edge id="p53:miR_34a:1" from="p53" to="miR 34a" sign="positive" minvalue="1"/>

345 <edge id="ANRIL:miR_34a:1" from="ANRIL" to="miR_34a" sign="negative" minvalue="1"/>

346 <edge id="UFCl:miR_34a:1" from="UFCl" to="miR_34a" sign="negative" minvalue="1"/>

347 <edge id="EZH2:miR_34a:1" from="EZH2" to="miR_34a" sign="negative" minvalue="1"/>

348 <edge id="p38MAPK:p21:1" from="p38MAPK" to="p21" sign="positive" minvalue="1"/>

349 <edge id="p53_A:p21:1" from="p53_A" to="p21" sign="positive" minvalue="1"/>

350 <edge id="Myc:p21:1" from="Myc" to="p21" sign="negative" minvalue="1"/>

351 <edge id="EZH2:p21:1" from="EZH2" to="p21" sign="negative" minvalue="1"/>

352 <edge id="KLF2:p21:1" from="KLF2" to="p21" sign="positive" minvalue="1"/>

353 <edge id="AKT:p21:1" from="AKT" to="p2l1" sign="negative" minvalue="1"/>

354 <edge id="HDACI:p21:1" from="HDAC1" to="p21" sign="negative" minvalue="1"/>

355 <edge id="Caspase3:p21:1" from="Caspase3" to="p2l" sign="negative" minvalue="1"/>

356 <edge id="p53_A:p53_INPI1:1" from="p53_A" to="p53_INP1" sign="positive" minvalue="1"/>

357 <edge id="p53_K:p53_INP1:1" from="p53_K" to="p53_INP1" sign="positive" minvalue="1"/>

358 <edge id="p38MAPK:Myc:1" from="p38MAPK" to="Myc" sign="positive" minvalue="1"/>

359 <edge id="miR_34a:Myc:1" from="miR_34a" to="Myc" sign="negative" minvalue="1"/>

360 <edge id="p21:Myc:1" from="p21" to="Myc" sign="negative" minvalue="1"/>

361 <edge id="RB:Myc:1" from="RB" to="Myc" sign="negative" minvalue="1"/>

362 <edge id="E2F1:Myc:1" from="E2F1" to="Myc" sign="positive" minvalue="1"/>

363 <edge id="ATM:Cdc25A:1" from="ATM" to="Cdc25A" sign="negative" minvalue="1"/>

364 <edge id="p38MAPK:Cdc25A:1" from="p38MAPK" to="Cdc25A" sign="negative" minvalue="1"/>

365 <edge id="miR_34a:Cdc25A:1" from="miR_34a" to="Cdc25A" sign="negative" minvalue="1"/>

366 <edge id="miR_34a:cdk46_CycD:1" from="miR_34a" to="cdk46_CycD" sign="negative" minvalue="1
">

367 <edge id="p2l:cdk46_CycD:1" from="p21" to="cdk46_CycD" sign="negative" minvalue="1"/>

368 <edge id="Cdc25A:cdk46_CycD:1" from="Cdc25A" to="cdk46_CycD" sign="positive" minvalue="1"/
>

369 <edge id="miR_34a:cdk2_CycE:1" from="miR_34a" to="cdk2_CycE" sign="negative" minvalue="1"/
>

370 <edge id="p21:cdk2_CycE:1" from="p21" to="cdk2_CycE" sign="negative" minvalue="1"/>

371 <edge id="Cdc25A:cdk2_CycE:1" from="Cdc25A" to="cdk2_CycE" sign="positive" minvalue="1"/>

372 <edge id="E2Fl:cdk2_CycE:1" from="E2F1" to="cdk2_CycE" sign="positive" minvalue="1"/>

373 <edge id="cdk46_CycD:RB:1" from="cdk46_CycD" to="RB" sign="negative" minvalue="1"/>

374 <edge id="cdk2_CycE:RB:1" from="cdk2_CycE" to="RB" sign="negative" minvalue="1"/>

375 <edge id="ATM:E2F1:1" from="ATM" to="E2F1" sign="positive" minvalue="1"/>

376 <edge id="miR_34a:E2F1:1" from="miR_34a" to="E2F1" sign="negative" minvalue="1"/>
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<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge
<edge

>

<edge

id="Myc:E2F1:1" from="Myc" to="E2F1" sign="positive" minvalue="1"/>
id="Cdc25A:E2F1:1" from="Cdc25A" to="E2F1" sign="positive" minvalue="1"/>
id="RB:E2F1:1" from="RB" to="E2F1" sign="negative" minvalue="1"/>
id="Sirt_1:E2F1:1" from="Sirt_1" to="E2F1" sign="negative" minvalue="1"/>
id="Myc:ANRIL:1" from="Myc" to="ANRIL" sign="positive" minvalue="1"/>
id="E2F1:ANRIL:1" from="E2F1" to="ANRIL" sign="positive" minvalue="1"/>
id="E2F1:UFC1:1" from="E2F1" to="UFCl" sign="positive" minvalue="1"/>
id="ATM:EZH2:1" from="ATM" to="EZH2" sign="negative" minvalue="1"/>
id="Myc:EZH2:1" from="Myc" to="EZH2" sign="positive" minvalue="1"/>
id="ANRIL:EZH2:1" from="ANRIL" to="EZH2" sign="positive" minvalue="1"/>
id="UFC1:EZH2:1" from="UFC1" to="EZH2" sign="positive" minvalue="1"/>
id="Myc:KLF2:1" from="Myc" to="KLF2" sign="negative" minvalue="1"/>
id="EZH2:KLF2:1" from="EZH2" to="KLF2" sign="negative" minvalue="1"/>
id="p53_K:PTEN:1" from="p53_K" to="PTEN" sign="positive" minvalue="1"/>
id="EZH2:PTEN:1" from="EZH2" to="PTEN" sign="negative" minvalue="1"/>
id="PTEN:AKT:1" from="PTEN" to="AKT" sign="negative" minvalue="1"/>
id="BCL2:AKT:1" from="BCL2" to="AKT" sign="positive" minvalue="1"/>
id="miR_34a:Sirt_1:1" from="miR_34a" to="Sirt_1" sign="negative" minvalue="1"/>
id="E2F1:Sirt_1:1" from="E2F1" to="Sirt_1" sign="positive" minvalue="1"/>
id="HDACI1:Sirt_1:1" from="HDACI" to="Sirt_1" sign="negative" minvalue="1"/>
id="DNA_Damage:HDACI:1" from="DNA_Damage" to="HDACI" sign="negative" minvalue="1"/>
id="miR_34a:HDAC1:1" from="miR_34a" to="HDACl" sign="negative" minvalue="1"/>
id="Sirt_1:HDAC1:1" from="Sirt_1" to="HDACl" sign="negative" minvalue="1"/>
id="p53_K:PUMA:1" from="p53_K" to="PUMA" sign="positive" minvalue="1"/>
id="miR_34a:BCL2:1" from="miR_34a" to="BCL2" sign="negative" minvalue="1"/>
id="PUMA:BCL2:1" from="PUMA" to="BCL2" sign="negative" minvalue="1"/>
id="p53_K:BAX:1" from="p53_K" to="BAX" sign="positive" minvalue="1"/>
id="BCL2:BAX:1" from="BCL2" to="BAX" sign="negative" minvalue="1"/>
id="p21:Caspase3:1" from="p21" to="Caspase3" sign="negative" minvalue="1"/>
id="BCL2:Caspase3:1" from="BCL2" to="Caspase3" sign="negative" minvalue="1"/>
id="BAX:Caspase3:1" from="BAX" to="Caspase3" sign="positive" minvalue="1"/>
id="p53:Proliferation:1" from="p53" to="Proliferation" sign="negative" minvalue="1"/

id="E2F1:Proliferation:1" from="E2F1" to="Proliferation" sign="positive" minvalue="1

"

<edge
<edge
<edge

id="p21:Senescence:1" from="p21" to="Senescence" sign="positive" minvalue="1"/>
id="E2F1:Senescence:1" from="E2F1" to="Senescence" sign="negative" minvalue="1"/>
id="Caspase3:Apoptosis:1" from="Caspase3" to="Apoptosis" sign="positive" minvalue="1

s

</graph>

a4 </ gxl>
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