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Structural modulation in Smoothened receptor (SMO) upon cholesterol binding
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e In the absence of Hh, Ptcl inhibits SMO, which

factors (Fig. a). In the presence of Hh, Ptcl stops simulations (using the MARTINI 2.1 force field with a

inhibiting SMO and allows it to accumulate into the 20 fs time step) of SMO in two model membranes. « The Interaction of membrane cholesterols with
P14P enriched primary cilium. - Physiologically relevant multi-component membranes  Preferential  sites in  both  TMD and CRD,
e SMO is now able to transmit the signal downstream, to mimic the primary cilium. respectively.
resulting in the transcription of target genes by Gli . Tgols and software: GPCR I-TASSER, CHARMM- ¢ SMO adopt multiple conformational states by
(Fig. b). sowworr ] S [looumon ] S GUI, GROMACS 2019 version, VMD. changing CRD and ICD conformation.
- Basic structural analysis: root-mean-square deviation SMO and membrane cholesterol interaction
N '\—-1‘ (RMSD), root mean square fluctuation (RMSF),
A Lo— radius of gyration, and solvent accessible surface
Prel Xy \E area (SASA) and helical tilt

« Additional analysis: Dynamic cross-correlation maps
(DCCM), Principal component analysis (PCA),
Contact analysis.
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