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Progesterone receptor membrane component 1 (PGRMC1) is a haem-containing

protein that interacts with epidermal growth factor receptor (EGFR) and cytochromes P450 to regulate
cancer proliferation and chemoresistance; its structural basis remains unknown. Crystallographic
analyses revealed that PGRMC1 forms a stable dimer through stacking interactions of two protruding
haem molecules. The haem iron is five-coordinated by Tyr113. Haem-mediated PGRMC1l dimerization is
required for interactions with EGFR and cytochromes P450, cancer proliferation and chemoresistance
against anti-cancer drugs. This study demonstrates protein dimerization via haem-haem stacking,
which has not been seen in eukaryotes, and provides insights into its functional significance in
cancer-.
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