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Supplementary Figure 5: Proliferation heat maps. 1st row: Steady-state (Proliferation). 2nd

row: Sensitivity (Proliferation, FLT3). 3rd row: Sensitivity (Proliferation, CDK6). The red star
indicates the point where sufficient inhibition of FLT3 (10-fold inhibition from the maximum)
and CDK6 (15-fold inhibition from the maximum) can drive the system to a controllable region
of intermediate steady-state levels of both proliferation and apoptosis.
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Supplementary Figure 6: Apoptosis heat maps. 1st row: Steady-state (Apoptosis). 2nd row:
Sensitivity (Apoptosis, FLT3). 3rd row: Sensitivity (Apoptosis, CDK6). The red star indi-
cates the point where sufficient inhibition of FLT3 (10-fold inhibition from the maximum) and
CDK6 (15-fold inhibition from the maximum) can drive the system to a controllable region of
intermediate steady-state levels of both proliferation and apoptosis.
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Low PI3K = 0.001

Steady-State Sensitivity
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Supplementary Figure 7: PCA at low levels of PI3K. Steady-state (left) and sensitivity (right)
PCA of the fine-grained simulation dataset at low PI3K (β(PI3K) = 0.001) corresponding to
the red sensitivity surfaces in Figure 2. Hierarchical clustering dendrograms (bottom panels) on
the PCA loadings (upper panels).
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High PI3K = 0.1

Steady-State Sensitivity
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Supplementary Figure 8: PCA at intermediate levels of PI3K. Steady-state (left) and sensi-
tivity (right) PCA of the fine-grained simulation dataset at intermediate PI3K (β(PI3K) = 0.1)
corresponding to the green sensitivity surfaces in Figure 2. Hierarchical clustering dendrograms
(bottom panels) on the PCA loadings (upper panels).
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Very High PI3K = 10

Steady-State Sensitivity
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Supplementary Figure 9: PCA at high levels of PI3K. Steady-state (left) and sensitivity (right)
PCA of the fine-grained simulation dataset at high PI3K (β(PI3K) = 10) corresponding to the
blue sensitivity surfaces in Figure 2. Hierarchical clustering dendrograms (bottom panels) on
the PCA loadings (upper panels).
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Parameter Name Coarse-grained Simulations∗ Fine-grained Simulations∗
β(FLT 3) 10−3 - 10−1(100) 10−3 −10+1(1.2)
β(FLT 3L) 10−3 - 10−1(100) 10−3

β(SHC assembly) 10−3 - 10−1(100) 10−3

β(AXL) 10−3 - 10−1(100) 10−3

β(HCK) 10−3 - 10−1(100) 10−3

β(RUNX1) 10−3 - 10−1(100) 10−3

β(CDK6) 10−3 - 10−1(100) 10−3 −10+1(1.2)
β(PI3K) 10−3 - 10−1(100) 10−3 −10+1(100)
β(PDK1) 10−3 - 10−1(100) 10−3

β(AKT ) 10−3 - 10−1(100) 10−3

β(mTOR) 10−3 - 10−1(100) 10−3

β(BCL2BAD) 10−3 - 10−1(100) 10−3

β(S6K) 10−3 - 10−1(100) 10−3

β(4EBP1) 10−3 - 10−1(100) 10−3

β(RAS) 10−3 - 10−1(100) 10−3

β(RAF) 10−3 - 10−1(100) 10−3

β(MEK ERK) 10−3 - 10−1(100) 10−3

β(P38) 10−3 - 10−1(100) 10−3

β(RSK) 10−3 - 10−1(100) 10−3

β(ELK) 10−3 - 10−1(100) 10−3

β(STAT ) 10−3 - 10−1(100) 10−3

β(CREB) 10−3 - 10−1(100) 10−3

β(Proli f eration) 10−3 - 10−3(1) 10−3

β(Apoptosis) 10−1 - 10−1(1) 10−1

* Range of Variation (Fold-Variation Step)

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