Figure S4 General Methodology to study the steady state behavior of signaling network.
The first step involves experimental quantification of phenotypic response with respect to
an input at steady state. The observed systemic behavior is analyzed using steady model
of the signaling network involved in regulating the phenotype. All the relevant details of
the network were collected from the literature and the network was modeled at steady
state based on the framework reported by Goldbeter and Khoshland. The unknown
parameters were evaluated using parametric sensitivity analysis. The obtained input-
output dose response is compared with experimental observation. Based on the
comparison results, possible hypothesis can be generated to rationalize the experimental
results. The input-output dose response curve, hence obtained reveal the operation and
design of the signaling structure that is necessary to elicit the observed systemic
properties.
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