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(b)

Hypo~ia

Figure 1: Schematic representation of the mechanism for hypoxia-induced cell-cycle arrest.
(a) The original mechanism proposed by .Q!Q:~~~.,!~1). (b) Our simplified version for
modelling purposes. RBP stands for the phosphorylated form of the RB protein.
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Figure 2: Numerical solutions of the system Eqs. (5)-(6) for different values of the oxygen
tension P: (a) P = 1, (b) P = 0.025, (c) P = 0.02. Solid lines correspond to x and dashed
lines to y. The parameter values used in this simulations are shown in Table 1.
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Figure 3: Numerical solutions of the system Eqs. Eqs (4)-(6) and (9)-(10) fo£ different va}oes
of the oxygen tension P: (a) P = 1, (b) P = 0.1, (c) P = 0.01. So~ lJaes cO!'re5f)ODd to x 8Bcl
dashed lines to y. The parameter values used in this siDMllatiOl'tS are strcYWn i!B Tabte 1.
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Figure 4: Division time as a function of the oxygen tension, P. (a): normal cells, (b): C8lllCer
cells. Note the vertical asymptote in (b) at P ~ O.M5, whicl1 is the critical vaJ!1ie of the oxygen
tension for the transition to quiescence in cancer ceUs. The p8r~er valliues l!Ised i'll this
simulations are shown in Table 1.

concentration of p27 increases as ks/ k~ increases. Also, the divj$iioo time is - m-
creasing functIon of ks/~. However in this case we do not observe any diverge]j)jCe
in TD, which confirms that quiescence cannot be induced in thjs m~l.






