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Figure W1. Genetic instability in p21 ~/~p53*/~ MSCs. (A) G-banded karyotypes representative of the indicated MSCs. (B) Percentages of
metaphases containing the indicated number of chromosomes. At least 50 metaphases of each MSC type were counted. (C) Cell cycle
analysis of the indicated MSCs. 2N DNA content peak according to the G; population of wild-type MSCs and corresponding to 4N and
8N DNA content peaks are pointed.



Tp21p53/MT
ERRR aab A4d AREA AR
B
8s  Aaa aadg fasp 284
b8 od0 sal ded Al ON 4N 8N
ABD ME Asd Aas i1 l l l
Tp21p53/LT
Tp21p53-LT
(i 53 288 s9a0 sas
i 2 : i 5 Tp21p53/MT
CLE T B6BS anda ni_a% faRte Wild type
108 fade 2AR socs AResEs
3008 06000 s0e woas 88 ce

Figure W2. Genetic instability in Tp21p53 tumor cells. (A) G-banded karyotypes representative of the indicated tumor cell lines. (B) Cell
cycle analysis. 2N DNA content peak according to the G; population of wild-type MSCs and corresponding to 4N and 8N DNA content
peaks are pointed.

Summary of transforming events in p21-/-p53+/- MSCs cultures

in vitro culture periods

Short term Medium term Long term
(0-15 pass.) (16-35 pass.) (36-60 pass.)
Wild type - senescence No progression of cultures after senescence
p21-/-p53+/+ - senescence No progression of cultures after senescence/apoptosis
- apoptosis
p21-/-p53+/- - increased chromosome instability - senescence bypass - reduction of Sca-1 expression
- increased levels of c-myc - immortalization - complete loss of p53 and p16
- reduction of p53 and p16 levels - loss of serum dep. induced senescence
- in vivo tumorogenicity - increased in vivo tumorogenicity

Figure W3. Summary of transforming events in p21~/"p53*/~ MSCs cultures.



