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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 <!DOCIYPE gxl SYSTEM "http://gin.univ-mrs. fr /GINsim/GINML 2 1.dtd">

3 <gxl>

4+ <graph id="defaultID" class="regulatory" nodeorder="DNA Damage ATM Mdm2 p53 Wipl p53_A p53_K

miR_34a miR_16 miR_449a Inc_XIST p21 p53INP1 c_Myc YY1 C_Met Cdc25A CDK46_CycD

CDK2_CycE RB E2F1 Sirt_1 HDACI BMI1 PUMA BCL2 BAX Caspase3 Poliferation Senescence
Apoptosis">

5 <node id="DNA Damage" maxvalue="1">

6 <parameter val="1" idActivelnteractions="DNA_Damage:DNA Damage:1" />

7 <annotation>

8 <comment>DNA Damage is an input node marked with an auto-regulation.</comment>

9 </annotation>

10 </node>

11 <node id="ATM" maxvalue="1">

12 <parameter val="1" idActivelnteractions="DNA Damage:ATM:1" />

13 <parameter val="1" idActivelnteractions="DNA Damage:ATM:1 HDACL:ATM:1"/>

14 <parameter val="1" idActivelnteractions="DNA Damage:ATM:1 E2F1:ATM:1"/>

15 <parameter val="1" idActivelnteractions="DNA Damage:ATM:1 E2F1:ATM:1 HDACL:ATM:1"/>

16 <parameter val="1" idActivelnteractions="DNA Damage:ATM:1 Wipl:ATM:1" />

17 <parameter val="1" idActivelnteractions="DNA Damage:ATM:1 Wipl:ATM:1 E2F1:ATM:1"/>

18 <parameter val="1" idActivelnteractions="DNA_Damage:ATM:1 Wipl:ATM:1 E2F1:ATM:1
HDACL:ATM:1" />

19 </node>

20 <node id="Mdm2" maxvalue="1">

21 <parameter val="1"/>

22 <parameter val="1" idActivelnteractions="YY1:Mdm2:1"/>

23 <parameter val="1" idActivelnteractions="Wipl:Mdm2:1 YY1:Mdm2:1"/>

24 <parameter val="1" idActivelnteractions="p53:Mdm2:1"/>

25 <parameter val="1" idActivelnteractions="p53:Mdm2:1 YY1:Mdm2:1"/>

26 <parameter val="1" idActivelnteractions="p53:Mdm2:1 Wipl:Mdm2:1"/>

27 <parameter val="1" idActivelnteractions="p53:Mdmz2:1 Wipl:Mdm2:1 YY1:Mdm2:1"/>

28 </node>

29 <node id="p53" maxvalue="1">

30 <parameter val="1"/>

31 <parameter val="1" idActivelnteractions="ATM:p53:1"/>

32 <parameter val="1" idActivelnteractions="ATM:p53:1 Sirt_1:p53:1"/>

33 </node>

34 <node id="Wipl" maxvalue="1">

35 <parameter val="1" idActivelnteractions="p53_A:Wipl:1"/>

36 </node>

37 <node id="p53_A" maxvalue="1">

38 <parameter val="1"/>

39 <parameter val="1" idActivelnteractions="p53:p53_A:1"/>

40 <parameter val="1" idActivelnteractions="p53:p53_A:1 p53INP1:p53_A:1"/>

1 </node>

42 <node id="p53_K" maxvalue="1">

43 <parameter val="1" idActivelnteractions="p53:p53_K:1"/>

a4 <parameter val="1" idActivelnteractions="p53:p53_K:1 Sirt_1:p53_K:1"/>

45 <parameter val="1" idActivelnteractions="p53:p53_K:1 Wipl:p53_K:1"/>

46 </node>

47 <node id="miR_34a" maxvalue="1">

48 <parameter val="1" idActivelnteractions="p53:miR_34a:1"/>

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

50 <parameter val="1" idActivelnteractions="ATM:miR_34a:1 p53:miR_34a:1"/>

51 </node>

52 <node id="miR_16" maxvalue="1">

53 <parameter val="1" idActivelnteractions="p53:miR_16:1"/>

54 <parameter val="1" idActivelnteractions="ATM:miR_16:1"/>
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<parameter val="1" idActivelnteractions="ATM:miR_16:1 p53:miR_16:1"/>

</node>

<node id="miR_449a" maxvalue="1">
<parameter val="1" idActivelnteractions="DNA_Damage:miR_449a:1" />

</node>

<node id="Inc_XIST" maxvalue="1">
idActiveInteractions="YY1:lnc_XIST:1"/>
idActivelnteractions="miR_449a:Inc_XIST:1 YYIl:lnc_XIST:1"/>
idActivelnteractions="miR_16:Inc_XIST:1 YY1l:lnc_XIST:1"/>
idActivelnteractions="miR_16:Inc_XIST:1 miR_449a:Inc_XIST:1
YY1:Inc_XIST:1"/>
<parameter val="1" idActivelnteractions="miR_34a:lnc_XIST:1 YY1l:lnc_XIST:1"/>
<parameter val="1" idActivelnteractions="miR_34a:Inc_XIST:1 miR_449a:Inc_XIST:1
YY1l:lnc_XIST:1"/>
<parameter val="1" idActivelnteractions="miR_34a:Inc_XIST:1 miR_16:Inc_XIST:1
YY1l:lnc_XIST:1"/>

<parameter
<parameter
<parameter
<parameter

</node>

val="1"
val="1"
val="1"
val="1"

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

<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
">
<parameter
<parameter
<parameter
<parameter

val="1"/>

val="1" idActivelnteractions="BMI1:p21:1"/
val="1" idActivelnteractions="HDACI:p21:1"
val="1" idActivelnteractions="HDACI1:p21:1
val="1" idActivelnteractions="YY1l:p21:1"/>
val="1" idActivelnteractions="YY1:p21:1
val="1" idActivelnteractions="YY1:p21:1
val="1" idActivelnteractions="YY1:p21:1
val="1" idActivelnteractions="c_Myc:p21:1"
val="1" idActivelnteractions="c_Myc:p21:1
val="1" idActivelnteractions="c_Myc:p21:1
val="1" idActivelnteractions="c_Myc:p21:1
val="1" idActivelnteractions="c_Myc:p21:1
val="1" idActivelnteractions="c_Myc:p21:1
val="1" idActivelnteractions="c_Myc:p21:1
val="1" idActivelnteractions="c_Myc:p21:1
val="1" idActivelnteractions="Inc_XIST:p21
val="1" idActivelnteractions="Inc_XIST:p21:1
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:
val="1" idActivelnteractions="Inc_XIST:p21:

BMI1:p21:1"/>

<parameter

<parameter
">

<parameter

HDAC1:p21:1" />

<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter
<parameter

val="1"
val="1"
val="1"

val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"
val="1"

idActivelnteractions="Inc_XIST:p21:
idActivelnteractions="Inc_XIST:p21:1

idActivelnteractions="Inc_XIST:p21:

idActivelnteractions="p53_A:p21:1"
idActivelnteractions="p53_A:p21:1
idActivelnteractions="p53_A:p21:1
idActivelnteractions="p53_A:p21:1
idActivelnteractions="p53_A:p21:1
idActivelnteractions="p53_A:p21:1
idActivelnteractions="p53_A:p21:1
idActivelnteractions="p53_A:p21:1

Caspase3:p21:1"/>

>
/>
BMI1:p21:1"/>

BMI1:p21:1"/>
HDAC1:p21:1" />
HDAC1:p21:1 BMI1:p21:1"/>

/>

BMI1:p21:1"/>

HDAC1:p21:1" />

HDAC1:p21:1 BMI1:p21:1"/>
YY1:p21:1"/>

YY1l:p21:1 BMIl:p21:1"/>

YY1:p21:1 HDAC1:p21:1"/>

YY1:p21:1 HDAC1:p21:1 BMI1:p21:1"/>
1>

BMI1:p21:1"/>

1 HDACI1:p21:1"/>

1 HDACI1:p21:1 BMI1:p21:1"/>

1 YY1:p21:1"/>

1 YYI1:p21:1 BMIl:p21:1"/>

1 YY1:p21:1 HDACI1:p21:1"/>

1 YY1:p21:1 HDACI1:p21:1 BMI1:p21:1

1"/>
BMI1:p21:1"/>
HDAC1:p21:1" />
HDAC1:p21:1

1 c_Myc:p2l:
1 c_Myc:p21:1
1 c_Myc:p21:1
1 c_Myc:p21:1

1 c_Myc:p21:1
c_Myc:p21:1

YY1:p21:1"/>
YY1:p21:1 BMI1:p21:1
1 c_Myc:p21:1 YY1:p21:1

/>

Caspase3:p21:1"/>
BMI1:p21:1"/>

BMI1:p21:1 Caspase3:p21:1"/>
HDAC1:p21:1" />

HDAC1:p21:1 Caspase3:p21:1"/>
HDAC1:p21:1 BMI1:p21:1"/>
HDAC1:p21:1 BMI1:p21:1
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<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:
">

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

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:
<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:

BMI1:p21:1"/>

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

BMI1:p21:1 Caspase3:p21:1"/>
<parameter val="1"
<parameter val="1"
<parameter val="1"
<parameter val="1"

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:

BMI1:p21:1"/>

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

BMI1:p21:1 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:

S

<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:

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

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

HDAC1:p21:1 BMI1:p21:1"/>

idActivelnteractions="p53_A:p21:

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

idActivelnteractions="p53_A:p21:

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

—

—

1

1

—

1

1

1

1

1

1

1

1

1

1

1

YY1:p21:1"/>
YY1:p21:1
YY1:p21:1
YY1:p21:1

YY1:p21:1
YY1:p21:1

YY1:p21:1
YY1:p21:1

c_Myc:p21:1"
c_Myc:p21:1
c_Myc:p21:1
c_Myc:p21:1

c_Myc:p21:1
c_Myc:p21:1

c_Myc:p21:1
c_Myc:p21:1

c_Myc:p21:1
c_Myc:p21:1

c_Myc:p21:1
c_Myc:p21:1

c_Myc:p21:1
c_Myc:p21:1
c_Myc:p21:1
c_Myc:p21:1
Inc_XIST:p21:
Inc_XIST:p21:
Inc_XIST:p21

Inc_XIST:p21:

Inc_XIST:p21:

/>

Caspase3:p21:1"/>
BMI1:p21:1"/>
BMI1:p21:1 Caspase3:p21:1

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

HDAC1:p21:1 BMIl:p21:1"/>
HDACI1:p21:1 BMI1:p21:1

Caspase3:p21:1"/>
BMI1:p21:1"/>

YY1:p21:1
YY1:p21:1

YY1:p21:1
YY1:p21:1
YY1:p21:1

YY1:p21:1

BMI1:p21:1

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

HDAC1:p21:1 BMI1:p21:1"
HDACI1:p21:1 BMI1:p21:1

YY1:p21:1"/>
YY1:p21:1

BMI1:p21:1"/>
BMI1:p21:1

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

HDAC1:p21:1

1"/>

1
11
1

Inc_XIST:p21:1

Inc_XIST:p21:

Inc_XIST:p21:

Inc_XIST:p21:1
Inc_XIST:p21:1

Inc_XIST:p21:
Inc_XIST:p21:
Inc_XIST:p21:
Inc_XIST:p21:

Inc_XIST:p21:

Caspase3:p21:1"/>
BMI1:p21:1"/>
BMI1:p21:1

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

HDAC1:p21:1
HDAC1:p21:1

YY1:p21:1"/>
YY1:p21:1

YY1:p21:1 BMI1:p21:1
YY1:p21:1 BMI1:p21:1
YY1:p21:1
YY1:p21:1

YY1:p21:1
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<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 YYIl:p21:1
HDAC1:p21:1 BMI1:p21:1 Caspase3:p21:1"/>

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

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

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
BMI1:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
BMI1:p21:1 Caspase3:p21:1"/>

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

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

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
HDAC1:p21:1 BMI1:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
HDAC1:p21:1 BMI1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
YY1:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
YY1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
YY1:p21:1 BMIl:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
YY1:p21:1 BMIl:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
YY1:p21:1 HDAC1:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
YY1:p21:1 HDAC1:p21:1 Caspase3:p21:1"/>

<parameter val="1" idActivelnteractions="p53_A:p21:1 Inc_XIST:p21:1 c_Myc:p21:1
YY1:p21:1 HDAC1:p21:1 BMI1:p21:1"/>

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

YY1:p21:1 HDACI:p21:1 BMI1:p21:1 Caspase3:p21:1"/>

</node>
<node id="p53INP1" maxvalue="1">

<parameter val="1" idActivelnteractions="p53_K:p53INP1:1"/>
<parameter val="1" idActivelnteractions="p53_A:p53INP1:1"/>
<parameter val="1" idActivelnteractions="p53_A:p53INP1:1 p53_K:p53INP1:1"/>

</node>
<node id="c_Myc" maxvalue="1">
<parameter val="1"/>
<parameter val="1" idActivelnteractions="E2Fl:c_Myc:1"/>
<parameter val="1" idActivelnteractions="C_Met:c_Myc:1"/>
<parameter val="1" idActivelnteractions="C_Met:c_Myc:1 E2F1l:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_449a:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_449a:c_Myc:1 E2Fl:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_449a:c_Myc:1 C_Met:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_449a:c_Myc:1 C_Met:c_Myc:1 E2Fl:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_34a:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_34a:c_Myc:1 E2Fl:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_34a:c_Myc:1 C_Met:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_34a:c_Myc:1 C_Met:c_Myc:1 E2Fl:c_Myc:1"/>
<parameter val="1" idActivelnteractions="miR_34a:c_Myc:1 miR_449a:c_Myc:1 E2F1l:c_Myc:1"/
>
<parameter val="1" idActivelnteractions="miR_34a:c_Myc:1 miR_449a:c_Myc:1 C_Met:c_Myc:1"
/>
<parameter val="1" idActivelnteractions="miR_34a:c_Myc:1 miR_449a:c_Myc:1 C_Met:c_Myc:1

E2F1:c_Myc:1"/>

</node>

<node id="YY1" maxvalue="1">
<parameter val="1" idActivelnteractions="c_Myc:YY1:1"/>
<parameter val="1" idActivelnteractions="c_Myc:YY1:1 RB:YY1:1"/>



191 <parameter val="1" idActivelnteractions="miR_34a:YY1:1 c_Myc:YY1:1"/>
192 </node>

193 <node id="C_Met" maxvalue="1">

194 <parameter val="1" idActivelnteractions="c_Myc:C_Met:1"/>

195 </node>

196 <node id="Cdc25A" maxvalue="1">

197 <parameter val="1"/>

198 </node>

199 <node id="CDK46_CycD" maxvalue="1">

200 <parameter val="1" idActivelnteractions="Cdc25A:CDK46_CycD:1"/>

201 </node>

202 <node id="CDK2_CycE" maxvalue="1">

203 <parameter val="1" idActivelnteractions="Cdc25A:CDK2_CycE:1 E2F1:CDK2_CycE:1"/>

204 </node>

205 <node id="RB" maxvalue="1">

206 <parameter val="1"/>

207 </node>

208 <node id="E2F1" maxvalue="1">

209 <parameter val="1"/>

210 <parameter val="1" idActivelnteractions="Sirt_1:E2F1:1"/>

211 <parameter val="1" idActiveInteractions="Cdc25A:E2F1:1"/>

212 <parameter val="1" idActivelnteractions="Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>

213 <parameter val="1" idActivelnteractions="miR 449a:E2F1:1"/>

214 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 Sirt_1:E2F1:1"/>

215 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 Cdc25A:E2F1:1"/>

216 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>

217 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1"/>

218 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1 Sirt_1:E2F1:1"/>

219 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1 RB:E2F1:1"/>

220 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1 RB:E2F1:1 Sirt_1:E2F1:1"/>

221 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1 Cdc25A:E2F1:1"/>

222 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1 Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>

223 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1 Cdc25A:E2F1:1 RB:E2F1:1"/>

224 <parameter val="1" idActivelnteractions="c_Myc:E2F1:1 Cdc25A:E2F1:1 RB:E2F1:1
Sirt_1:E2F1:1"/>

225 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c¢_Myc:E2F1:1"/>

226 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c¢_Myc:E2F1:1 Sirt_1:E2F1:1"/>

227 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c¢_Myc:E2F1:1 RB:E2F1:1"/>

228 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c_Myc:E2F1:1 RB:E2F1:1
Sirt_1:E2F1:1"/>

229 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c¢_Myc:E2F1:1 Cdc25A:E2F1:1"/>

230 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c_Myc:E2F1:1 Cdc25A:E2F1:1
Sirt_1:E2F1:1"/>

231 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c¢_Myc:E2F1:1 Cdc25A:E2F1:1
RB:E2F1:1"/>

232 <parameter val="1" idActivelnteractions="miR_449a:E2F1:1 c¢_Myc:E2F1:1 Cdc25A:E2F1:1
RB:E2F1:1 Sirt_1:E2F1:1"/>

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

234 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 Sirt_1:E2F1:1"/>

235 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 Cdc25A:E2F1:1"/>

236 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>

237 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c_Myc:E2F1:1"/>

238 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c¢_Myc:E2F1:1 Sirt_1:E2F1:1"/>

239 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c_Myc:E2F1:1 RB:E2F1:1"/>

240 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c_Myc:E2F1:1 RB:E2F1:1
Sirt_1:E2F1:1"/>

241 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c_Myc:E2F1:1 Cdc25A:E2F1:1"/>

242 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c_Myc:E2F1:1 Cdc25A:E2F1:1
Sirt_1:E2F1:1"/>

243 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c_Myc:E2F1:1 Cdc25A:E2F1:1
RB:E2F1:1"/>

244 <parameter val="1" idActivelnteractions="miR_34a:E2F1:1 c_Myc:E2F1:1 Cdc25A:E2F1:1
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267
268

269

270

271
272

273

274

275

276

277

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

<parameter val="1" idActivelnteractions="miR_34a:E2F1:1
<parameter val="1" idActivelnteractions="miR_34a:E2F1:1
<parameter val="1" idActivelnteractions="miR_34a:E2F1:1 miR_449a:E2F1:
<parameter val="1" idActivelnteractions="miR_34a:E2F1:1
Sirt_1:E2F1:1"/>
<parameter val="1" idActivelnteractions="miR_34a:E2F1:1
RB:E2F1:1"/>
<parameter val="1" idActivelnteractions="miR_34a:E2F1:1
RB:E2F1:1 Sirt_1:E2F1:1"/>
<parameter val="1" idActivelnteractions="miR_34a:E2F1:1

Cdc25A:E2F1:1

">

miR_449a:E2F1:1"/>

miR_449a:E2F1:1 Cdc25A:E2F1:1"/>
1 ¢c_Myc:E2F1:1"/>
miR_449a:E2F1:1 c_Myc:E2F1:1

miR_449a:E2F1:1 c_Myc:E2F1:1

miR_449a:E2F1:1 c_Myc:E2F1:1

miR_449a:E2F1:1 c_Myc:E2F1:1

<parameter val="1" idActivelnteractions="miR_34a:E2F1:1 miR_449a:E2F1:1 c¢_Myc:E2F1:1
Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="miR_34a:E2F1:1 miR_449a:E2F1:1 c¢_Myc:E2F1:1
Cdc25A:E2F1:1 RB:E2F1:1"/>

<parameter val="1" idActivelnteractions="miR_34a:E2F1:1 miR_449a:E2F1:1 c_Myc:E2F1:1
Cdc25A:E2F1:1 RB:E2F1:1 Sirt_1:E2F1:1"/>

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

<parameter val="1" idActivelnteractions="ATM:E2F1:1 Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 Cdc25A:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_449a:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_449a:E2F1:1 Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_449a:E2F1:1 Cdc25A:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 miR_449a:E2F1:1 Cdc25A:E2F1:1
Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c_Myc:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c¢_Myc:E2F1:1 Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c¢_Myc:E2F1:1 RB:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c_Myc:E2F1:1 RB:E2F1:1 Sirt_1:E2F1:1
">

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c¢_Myc:E2F1:1 Cdc25A:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c¢_Myc:E2F1:1 Cdc25A:E2F1:1
Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c¢_Myc:E2F1:1 Cdc25A:E2F1:1 RB:E2F1:1
">

<parameter val="1" idActivelnteractions="ATM:E2F1:1 c_Myc:E2F1:1 Cdc25A:E2F1:1 RB:E2F1:1

Sirt_1:E2F1:1"/>

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

<parameter val="1" idActivelnteractions="ATM:E2F1:
Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:
RB:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:
RB:E2F1:1 Sirt_1:E2F1:1"/>

<parameter val="1" idActivelnteractions="ATM:E2F1:
Cdc25A:E2F1:1" />

miR_449a:E2F1:1 c_Myc:E2F1:1"/>
miR_449a:E2F1:1 c_Myc:E2F1:

—_

miR_449a:E2F1:1 c_Myc:E2F1:1

—_

miR_449a:E2F1:1 c_Myc:E2F1:

—_

miR_449a:E2F1:1 c_Myc:E2F1:

<parameter

val="1"

Cdc25A:E2F1:1

<parameter

val="1"

Cdc25A:E2F1:1

<parameter

val="1"

Cdc25A:E2F1:1

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

idActivelnteractions="ATM:E2F1:
Sirt_1:E2F1:1"/>
idActivelnteractions="ATM:E2F1:
RB:E2F1:1"/>
idActiveInteractions="ATM:E2F1:
RB:E2F1:1 Sirt_1:E2F1:1"/>

Sirt_1:E2F1:1"/>
<parameter val="1" idActivelnteractions="ATM:E2F1:
<parameter val="1" idActivelnteractions="ATM:E2F1:
Sirt_1:E2F1:1"/>

—

1 miR_449a:E2F1:1 c_Myc:E2F1:

—

1 miR_449a:E2F1:1 c_Myc:E2F1:
1 miR_449a:E2F1:1 c_Myc:E2F1:1

miR_34a:E2F1:1"/>
miR_34a:E2F1:1 Sirt_1:E2F1:1"/>
miR_34a:E2F1:1 Cdc25A:E2F1:1"/>
miR_34a:E2F1:1 Cdc25A:E2F1:1

1 miR_34a:E2F1:1
1 miR_34a:E2F1:1

c_Myc:E2F1:1" />
c_Myc:E2F1:1
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298

299

301
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313
314

323
324
325

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

RB:E2F1:1"/>

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

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

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

Cdc25A:E2F1:1" />

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

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

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

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

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

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

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

Cdc25A:E2F1:1" />

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

Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>
<parameter val="1"
c_Myc:E2F1:1" />
<parameter val="1"
c_Myc:E2F1:1 Sirt_1:E2F1:1"/>
<parameter val="1"
c_Myc:E2F1:1 RB:E2F1:1"/>
<parameter val="1"
c_Myc:E2F1:1 RB:E2F1:1 Sirt_1:E2F1:1"/>
<parameter val="1"
c_Myc:E2F1:1 Cdc25A:E2F1:1"/>
<parameter val="1"
c_Myc:E2F1:1 Cdc25A:E2F1:1 Sirt_1:E2F1:1"/>
<parameter
c_Myc:E2F1:1 Cdc25A:E2F1:1 RB:E2F1:1"/>
<parameter

idActiveInteractions="ATM:E2F1:

idActivelnteractions="ATM:E2F1:

idActivelnteractions="ATM:E2F1:

idActivelnteractions="ATM:E2F1:

idActivelnteractions="ATM:E2F1:

idActivelnteractions="ATM:E2F1:

miR_34a:E2F1:
miR_34a:E2F1:
miR_34a:E2F1:
miR_34a:E2F1:
miR_34a:E2F1:
miR_34a:E2F1:

miR_34a:E2F1:
miR_34a:E2F1:

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

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

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

1

1

1

1

1

1

1

1

c_Myc:E2F1:1
c_Myc:E2F1:1
c_Myc:E2F1:1
c_Myc:E2F1:1
c_Myc:E2F1:1
c_Myc:E2F1:1

miR_449a:E2F1:
miR_449a:E2F1:

miR_449a:E2F1:
miR_449a:E2F1:
miR_449a:E2F1:
miR_449a:E2F1:
miR_449a:E2F1:
miR_449a:E2F1:
miR_449a:E2F1:
miR_449a:E2F1:

miR_449a:E2F1:

idActiveInteractions="miR_449a:Sirt_1:1 E2F1:Sirt_1:1"/>

E2F1:Sirt_1:1"/>
E2F1:Sirt_1:1 HDAC1:Sirt_1:1"/

</node>
<node id="Sirt_1" maxvalue="1">
<parameter val="1"/>
<parameter val="1" idActivelnteractions="E2F1:Sirt_1:1"/>
<parameter val="1" idActivelnteractions="E2F1:Sirt_1:1 HDACI1:Sirt_1:1"/>
<parameter val="1"
<parameter val="1"
/>
<parameter val="1" idActivelnteractions="miR_34a:Sirt_1:1
<parameter val="1" idActivelnteractions="miR_34a:Sirt_1:1
>
<parameter val="1" idActivelnteractions="miR_34a:Sirt_1:1

E2F1:Sirt_1:1"/>

<parameter val="1" idActivelnteractions="miR_34a:Sirt_1:1

E2F1:Sirt_1:1 HDAC1:Sirt_1:1"/>

</node>
<node id="HDACl]" maxvalue="1">
<parameter val="1"/>
<parameter val="1" idActivelnteractions="Sirt_1:HDAC1:1"/>
<parameter val="1" idActivelnteractions="miR_449a:HDACI1:1"/>
<parameter val="1"
<parameter val="1" idActivelnteractions="miR_34a:HDACI1:1"/>
<parameter val="1"
<parameter
<parameter val="1"
">
<parameter val="1" idActiveInteractions="DNA Damage:HDACI1:1"/>
<parameter val="1
<parameter val="1"

miR_449a:Sirt_1:1

miR_449a:Sirt_1:1

idActivelnteractions="miR_449a:HDACI1:1 Sirt_1:HDAC1:1"/>

idActivelnteractions="miR_34a:HDACI:1 Sirt_1:HDACI1:1"/>
val="1" idActivelnteractions="miR_34a:HDACI1:1 miR_449a:HDACI1:1" />
idActivelnteractions="miR_34a:HDACI1:1 miR_449a:HDACI1:1 Sirt_1:HDACI:1

" idActivelnteractions="DNA Damage:HDACI1:1 Sirt_1:HDACI1:1"/>
idActivelnteractions="DNA Damage:HDACl:1 miR_449a:HDAC1:1"/>

1
1

—_

—_

—_

—_

—_

—

—

—

—_

idActivelnteractions="miR_449a:Sirt_1:1 E2F1:Sirt_1:1 HDACI:Sirt_1:1"



326

327
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<parameter val="1" idActivelnteractions="DNA_Damage:HDACI1:1 miR_449a:HDACI:1
Sirt_1:HDAC1:1"/>
<parameter val="1" idActivelnteractions="DNA Damage:HDACl:1 miR_34a:HDACI:1"/>
<parameter val="1" idActivelnteractions="DNA Damage:HDAC1:1 miR_34a:HDACI:1
Sirt_1:HDACI1:1"/>
<parameter val="1" idActivelnteractions="DNA Damage:HDACI1:1 miR_34a:HDACI:1
miR_449a:HDAC1:1" />
</node>
<node id="BMI1" maxvalue="1">
<parameter val="1" idActivelnteractions="E2F1:BMI1:1"/>
<parameter val="1" idActivelnteractions="c_Myc:BMI1:1"/>
<parameter val="1" idActivelnteractions="c_Myc:BMI1:1 E2F1:BMI1:1"/>
</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="p21l:Caspase3:1 BAX:Caspase3:1"/>
</node>
<node id="Poliferation" maxvalue="1">
<parameter val="1" idActivelnteractions="CDK2_CycE:Poliferation:1"/>
</node>
<node id="Senescence" maxvalue="1">
<parameter val="1" idActivelnteractions="p2l:Senescence:1"/>
</node>
<node id="Apoptosis" maxvalue="1">
<parameter val="1" idActivelnteractions="Caspase3:Apoptosis:1"/>
</node>
<edge id="DNA_Damage:DNA_Damage:1" from="DNA Damage" to="DNA Damage" sign="positive"
minvalue="1"/>
<edge id="DNA_Damage:ATM:1" from="DNA Damage" to="ATM" sign="positive" minvalue="1"/>
<edge id="Wipl:ATM:1" from="Wipl" to="AIM" sign="negative" minvalue="1"/>
<edge id="E2F1:ATM:1" from="E2F1" to="AIM" sign="positive" minvalue="1"/>
<edge id="HDACLATM:1" from="HDACI" to="ATM" sign="negative" minvalue="1"/>
<edge id="ATM:Mdm2:1" from="ATM" to="Mdm2" sign="negative" minvalue="1"/>
<edge id="p53:Mdm2:1" from="p53" to="Mdm2" sign="positive" minvalue="1"/>
<edge id="Wipl:Mdmz2:1" from="Wipl" to="Mdm2" sign="negative" minvalue="1"/>
<edge id="YY1:Mdm2:1" from="YYl" to="Mdm2" sign="positive" minvalue="1"/>
<edge id="ATM:p53:1" from="ATM" to="p53" sign="positive" minvalue="1"/>
<edge id="Mdm2:p53:1" from="Mdm2" to="p53" sign="negative" minvalue="1"/>
<edge id="YY1:p53:1" from="YY1" to="p53" sign="negative" minvalue="1"/>
<edge id="C_Met:p53:1" from="C_Met" to="p53" sign="negative" minvalue="1"/>
<edge id="Sirt_1:p53:1" from="Sirt_1" to="p53" sign="negative" minvalue="1"/>
<edge id="p53_A:Wipl:1" from="p53_A" to="Wipl" sign="positive" minvalue="1"/>
<edge id="miR_16:Wip1:1" from="miR 16" to="Wipl" sign="negative" minvalue="1"/>
<edge id="p53:p53_A:1" from="p53" to="p53_A" sign="positive" minvalue="1"/>
<edge id="p53_K:p53_A:1" from="p53_K" to="p53_A" sign="negative" minvalue="1"/>
<edge id="p53INP1:p53_A:1" from="p53INP1" to="p53_A" sign="negative" minvalue="1"/>
<edge id="Sirt_1:p53_A:1" from="Sirt_1" to="p53_A" sign="negative" minvalue="1"/>
<edge id="p53:p53_K:1" from="p53" to="p53_K" sign="positive" minvalue="1"/>
<edge id="Wipl:p53_K:1" from="Wipl" to="p53_K" sign="negative" minvalue="1"/>
<edge id="p53_A:p53_K:1" from="p53_A" to="p53_K" sign="negative" minvalue="1"/>
<edge id="Sirt_1:p53_K:1" from="Sirt_1" to="p53_K" sign="negative" minvalue="1"/>
<edge id="ATM:miR_34a:1" from="ATM" to="miR 34a" sign="positive" minvalue="1"/>
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<edge id="p53:miR_34a:1" from="p53" to="miR_34a" sign="positive" minvalue="1"/>

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

<edge id="ATM:miR_16:1" from="ATM" to="miR_16" sign="positive" minvalue="1"/>

<edge id="p53:miR_16:1" from="p53" to="miR_16" sign="positive" minvalue="1"/>

<edge id="Inc_XIST:miR_16:1" from="Inc_XIST" to="miR_16" sign="negative" minvalue="1"/>

<edge id="c_Myc:miR_16:1" from="c_Myc" to="miR_16" sign="negative" minvalue="1"/>

<edge id="HDACIl:miR 16:1" from="HDACI" to="miR 16" sign="negative" minvalue="1"/>

<edge id="DNA_Damage:miR_449a:1" from="DNA Damage" to="miR_449a" sign="positive" minvalue=
"1"/>

<edge id="Inc_XIST:miR_449a:1" from="Inc_XIST" to="miR_449a" sign="negative" minvalue="1"/
>

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

<edge id="miR_16:Inc_XIST:1" from="miR_16" to="Inc_XIST" sign="negative" minvalue="1"/>

<edge id="miR_449a:Ilnc_XIST:1" from="miR 449a" to="Inc_XIST" sign="negative" minvalue="1"/
>

<edge id="YYl:Inc_XIST:1" from="YY1" to="Inc_XIST" sign="positive" minvalue="1"/>

<edge id="p53_A:p21:1" from="p53_A" to="p2l1" sign="positive" minvalue="1"/>

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

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

<edge id="YY1:p21:1" from="YY1" to="p21" sign="negative" minvalue="1"/>

<edge id="HDACI1:p21:1" from="HDAC1" to="p21" sign="negative" minvalue="1"/>

<edge id="BMI1:p21:1" from="BMI1" to="p21" sign="negative" minvalue="1"/>

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

<edge id="p53_A:p53INPI1:1" from="p53_A" to="p53INP1" sign="positive" minvalue="1"/>

<edge id="p53_K:p53INP1:1" from="p53_K" to="p53INP1" sign="positive" minvalue="1"/>

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

<edge id="miR_449a:c_Myc:1" from="miR_449a" to="c_Myc" sign="negative" minvalue="1"/>

<edge id="p21l:c_Myc:1" from="p21" to="c_Myc" sign="negative" minvalue="1"/>

<edge id="C_Met:c_Myc:1" from="C Met" to="c_Myc" sign="positive" minvalue="1"/>

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

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

<edge id="miR_34a:YY1:1" from="miR 34a" to="YY1" sign="negative" minvalue="1"/>

<edge id="c_Myc:YY1:1" from="c_Myc" to="YY1" sign="positive" minvalue="1"/>

<edge id="RB:YY1:1" from="RB" to="YY1" sign="negative" minvalue="1"/>

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

<edge id="miR_449a:C_Met:1" from="miR_449a" to="C_Met" sign="negative" minvalue="1"/>

<edge id="c_Myc:C_Met:1" from="c_Myc" to="C_Met" sign="positive" minvalue="1"/>

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

<edge id="miR 34a:Cdc25A:1" from="miR 34a" to="Cdc25A" sign="negative" minvalue="1"/>

<edge id="miR_16:Cdc25A:1" from="miR_16" to="Cdc25A" sign="negative" minvalue="1"/>

<edge id="miR_449a:Cdc25A:1" from="miR 449a" to="Cdc25A" sign="negative" minvalue="1"/>

<edge id="miR_34a:CDK46_CycD:1" from="miR_34a" to="CDK46_CycD" sign="negative" minvalue="1

">

<edge id="miR_16:CDK46_CycD:1" from="miR_16" to="CDK46_CycD" sign="negative" minvalue="1"/
>

<edge id="miR 449a:CDK46_CycD:1" from="miR 449a" to="CDK46_CycD" sign="negative" minvalue=
s

<edge id="p21:CDK46_CycD:1" from="p21" to="CDK46 CycD" sign="negative" minvalue="1"/>

<edge id="Cdc25A:CDK46_CycD:1" from="Cdc25A" to="CDK46_CycD" sign="positive" minvalue="1"/
>

<edge id="miR_34a:CDK2_CycE:1" from="miR_34a" to="CDK2_CycE" sign="negative" minvalue="1"/
>

<edge id="miR_16:CDK2_CycE:1" from="miR 16" to="CDK2 CycE" sign="negative" minvalue="1"/>

<edge id="miR_449a:CDK2_CycE:1" from="miR_449a" to="CDK2_CycE" sign="negative" minvalue="1
">

<edge id="p21:CDK2_CycE:1" from="p21" to="CDK2 CycE" sign="negative" minvalue="1"/>

<edge id="Cdc25A:CDK2_CycE:1" from="Cdc25A" to="CDK2 CycE" sign="positive" minvalue="1"/>

<edge id="E2F1:CDK2_CycE:1" from="E2F1" to="CDK2 CycE" sign="positive" minvalue="1"/>

<edge id="CDK46_CycD:RB:1" from="CDK46_CycD" to="RB" sign="negative" minvalue="1"/>

<edge id="CDK2_CycE:RB:1" from="CDK2 CycE" to="RB" sign="negative" minvalue="1"/>

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

<edge id="miR_34a:E2F1:1" from="miR 34a" to="E2F1" sign="negative" minvalue="1"/>
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437 <edge

id="miR_449a:E2F1:1" from="miR_449a" to="E2F1" sign="negative" minvalue="1"/>
id="c_Myc:E2F1:1" from="c_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="miR_34a:Sirt_1:1" from="miR_34a" to="Sirt_1" sign="negative" minvalue="1"/>
id="miR_449a:Sirt_1:1" from="miR 449a" to="Sirt_1" sign="negative" minvalue="1"/>
id="E2F1:Sirt_1:1" from="E2F1" to="Sirt_1" sign="positive" minvalue="1"/>
id="HDACI:Sirt_1:1" from="HDAC1" to="Sirt_1" sign="negative" minvalue="1"/>
id="DNA_Damage:HDACI1:1" from="DNA Damage" to="HDAC1" sign="negative" minvalue="1"/>
id="miR_34a:HDACI1:1" from="miR_34a" to="HDAC1" sign="negative" minvalue="1"/>
id="miR_449a:HDACI1:1" from="miR_449a" to="HDACl" sign="negative" minvalue="1"/>
id="Sirt_1:HDAC1:1" from="Sirt_1" to="HDAC1" sign="negative" minvalue="1"/>
id="miR_16:BMI1:1" from="miR 16" to="BMIl" sign="negative" minvalue="1"/>
id="c_Myc:BMI1:1" from="c_Myc" to="BMI1" sign="positive" minvalue="1"/>
id="E2F1:BMI1:1" from="E2F1" to="BMI1" sign="positive" 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="miR_16:BCL2:1" from="miR 16" to="BCL2" sign="negative" minvalue="1"/>
id="miR_449a:BCL2:1" from="miR_449a" to="BCL2" sign="negative" minvalue="1"/>
id="PUMA:BCL2:1" from="PUMA" to="BCI2" 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:Poliferation:1" from="p53" to="Poliferation" sign="negative" minvalue="1"/>
id="CDK2_CycE:Poliferation:1" from="CDK2 CycE" to="Poliferation" sign="positive"

minvalue="1"/>

438 <edge
439 <edge
440 <edge
141 <edge
442 <edge
1443 <edge
444 <edge
445 <edge
446 <edge
447 <edge
448 <edge
449 <edge
150 <edge
451 <edge
452 <edge
453 <edge
454 <edge
455 <edge
456 <edge
457 <edge
458 <edge
459 <edge
460 <edge
161 <edge
462 <edge
463 <edge
464 <edge
165 <edge
466 <edge

id="p21:Senescence:1" from="p21" to="Senescence" sign="positive" minvalue="1"/>
id="CDK2_CycE:Senescence:1" from="CDK2 CycE" to="Senescence" sign="negative"

minvalue="1"/>

467 <edge

48  </graph
169 </ gxl>

id="Caspase3:Apoptosis:1" from="Caspase3" to="Apoptosis" sign="positive" minvalue="1
">
>
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