Supplemental Text & Figures

Supplemental Figure S1, related to Figure 2: CAR ligands do not significantly affect 9c
(9cRA) binding to CAR:RXR. Steady-state fluorescence quenching measured at 340 nm upon
titrating 9¢ into 250 nM CAR:RXR (m), CAR(TCPOBOP):RXR ( A) and CAR(meclizine):RXR.

Supplemental Figure S2, related to Figure 2: Emission spectra of 1.0 uM CAR:RXR,
CAR:(W282F)RXR and CAR:(W305F)RXR. (A). The majority steady-state fluorescence
quenching within the CAR:RXR heterodimer arises from W305. Mutation of W305 results in an
almost complete loss of fluorescence signal. The W282F mutant still retains approximately 75%
of its fluorescence at the emission maximum of 340 nm. (B). Titration of TCPOBOP into
CAR:(W282F)RXR shows that there is a dose-dependent quenching of RXR W305 fluorescence.

Supplemental Figure S3, related to Figure 3: Comparison of changes in HDX rates in
regions of ligandedCAR and RXR vs. unligandedCAR:RXR. (A). Comparison of differences
in deuterium exchange for CAR from CAR(TCPOBOP):RXR and CAR(meclizine)RXR
compared to unliganded receptor. (B). Comparison of differences in deuterium exchange for
RXR from CAR(TCPOBOP):RXR and CAR(meclizine)RXR compared to unliganded receptor.
Increasing protections from deuterium exchange compared to unliganded receptor are
represented as color gradient from light to dark blue. Gray indicates no significant change in
exchange between ligand bound and unliganded receptor.
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