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Figure S1. Effects of trypsin and heat treatments of a membrane protein
fraction on the lapatinib interaction.

Two uM of lapatinib were added to the membrane protein fraction from A431 or CHO
cells, followed by injected into SEC-MS of the mixture. The elution profiles of lapatinib
(m/z 581.143) were compared when pre-treated membrane protein fractions were

used.
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Figure S2. Detection of interaction between the membrane protein
fraction from M2R-expressing Sf9 cells and the M2R antagonist, atropine.

(A) Concentration dependence of the atropine interaction. 3.4 nM to 3.4 uM of
atropine were added to the membrane protein fraction from M2R-expressing Sf9, then,
the interaction between atropine and membrane proteins was analyzed. Membrane
proteins were solubilized without the addition of atropine.

(B) Concentration dependence of the atropine interaction. Same as (A) except for that
membrane proteins were solubilized with the addition of atropine.
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Figure S3. The outline of the SEC-MS method to study the interaction
between membrane proteins and LMW compound mixtures.

Membrane protein fractions are obtained from cells cultured on 10 cm-dish, to which a
mixture of LMW compounds is added. The formed ligand-receptor complexes are
separated from the unbound LMW compounds by SEC, and then the ligands in the
complex are dissociated online, and are measured by mass spectrometry.



