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AnhR and 3-catenin converge on CYP1A1 promoter
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AhR and 3-catenin converge on CY
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How are 2 signals integrated?
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1D data

relative luciferase activity [RLU]

w

N

—_—

Active Sites

A/A/A i
/ i

A _
?6134%5——3—8—8 _
Cvonnd ol il
109 101 102
TCDD [nM]

BIIA



1D data shows cooperativity of binding sites
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Modeling approach
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Interpretation of resulting model parameters
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Interpretation of resulting model parameters
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How are 2 signals integrated?
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P1A1 expression modulated by B3-catenin & TCDD
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2D data shows interplay of 3-catenin & TCDD
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P model unable to describe 3-catenin integration
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Pl model unable to describe 3-catenin integration
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Modeling approach
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Modeling approach — adding TF formation
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Pl + TFF model capture dual signal integration
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Conclusions

» Cooperativity of CYP1A1 promoter binding sites

» Dual signal integration on CYP1A1 promoter
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Conclusions

» Cooperativity of CYP1A1 promoter binding sites

» 2 strongest binding sites control recruitment of RNAP

» second DRE is most important cooperation partner

» Dual signal integration on CYP1A1 promoter

» simple promoter logic not sufficient to capture effect of
3-catenin on CYP1A1 expression

» additional transcription factor formation necessary
» combined models capture dual signal integration
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