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mm ﬂ qurur contury ounnkl advances, cnnew re-
of knowl-
oﬂgo mmng cancer to be a dlum moMﬂs dy-

Review

evolve progressively from normaley via a series of pre-
malignant states into invasive cancors (Foulds, 1954).

These cbssrvations have been rendered more con-
trete by a large body of work ndicating that the ge-
nomas of tumor cels are invariably aftersd st mubtiple
sites, havi

te as point mutations and as cbvious as changes In
g-, Kinzler and

1996). Transformation of cultured celis s itsolf a

= changes before they acquire

competence, while their human counterparts are mare
difficult to transform ﬂ'lmn ot al, 1998). Tranagonic
modets of

sot in the dls:o\ml\' 01 lnuu'llnns that produce onco-
‘genas with dominant gain of function and tumor sup-

that in mice invalves multiple
rato-Bmiting stops (Bergers ot al, 1998, seo Oncogens,
1999, A. DeFinho and T. E. Jacks, volme 13[38], pp.
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