A computational model of Bcl-2 regulated apoptosis: bistability
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» Determining the mechanism that two of these proteins

Measure sensitivity
according to [5]

Figure: Apoptotic cells » Bcl-2 family proteins have three roles: anti-apoptotic,
(left), healthy cells (right) pro-apoptotic effector and pro-apoptotis activator.
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In solution concentrations as a function of exponent of activator production rate.
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» Suggests bistability more robust in the presence of
direct activation — as in [2]

This work shows how direct activation of Bak by BH3-only stimulus is necessary for the

regulation of MOMP

The understanding of dynamical mechanisms such as bistability within the Bcl-2 family

» Where available, binding affinities determined through BlAcore measurements, other o | _ _
is important to help the design of targeted anti-cancer drug therapies.

kinetic parameters obtained through a non-linear least squares fit between simulated
and measured protein concentrations.
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Figure: Interactions modelled
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