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Low cAMP = 0.001
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Supplementary Figure S1: PCA at low levels of cAMP (no PDEs inhibition). Steady-state
(left) and sensitivity (right) PCA of the network control analysis dataset presented in section
“Signalling pathway analysis identified PI3K/Akt and PDEs as potential targets for treatment of
BCC” at low cAMP. Hierarchical clustering dendrograms (bottom panels) on the PCA loadings
(upper panels).
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Intermediate cAMP = 0.1
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Supplementary Figure S2: PCA at intermediate levels of cAMP (mild PDEs inhibition).
Steady-state (left) and sensitivity (right) PCA of the network control analysis dataset presented
in section “Signalling pathway analysis identified PI3K/Akt and PDEs as potential targets for
treatment of BCC” at intermediate cAMP. Hierarchical clustering dendrograms (bottom panels)
on the PCA loadings (upper panels).
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High cAMP = 10

Supplementary Figure S3: PCA at high levels of cAMP (strong PDEs inhibition). Steady-
state (left) and sensitivity (right) PCA of the network control analysis dataset presented in sec-
tion “Signalling pathway analysis identified PI3K/Akt and PDEs as potential targets for treat-
ment of BCC” at high cAMP. Hierarchical clustering dendrograms (bottom panels) on the PCA
loadings (upper panels).
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Parameter Name Signalling Pathway Analysis∗ Network Control Analysis∗
β(SMO) 10−3 - 10−1(100) 10−4 −10+1(1.2)
β(PTCH) 10−3 - 10−1(100) 10−3

β(SHH) 10−3 - 10−1(100) 10−3

β(Gbg) 10−3 - 10−1(100) 10−3

β(GaiGT P) 10−3 - 10−1(100) 10−3

β(cAMP) 10−3 - 10−1(100) 10−3

β(SUFU) 10−3 - 10−1(100) 10−3

β(PI3K) 10−3 - 10−1(100) 10−4 −10+1(1.2)
β(Akt) 10−3 - 10−1(100) 10−3

β(GSK3b) 10−3 - 10−1(100) 10−3

β(PKA) 10−3 - 10−1(100) 10−3

β(Gli) 10−3 - 10−1(100) 10−3

β(TumPro) 10−3 - 10−3(1) 10−3

Supplementary Table 1: Model parametrization. Activity units are arbitrary and in the context
of signalling proteins roughly translate to the order of 1µM1. Values for the network end-points
can only be appreciated by comparison.
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