SUPPLE

NTARY INFORMATION

doi:10.1038/nature22394

Supplementary Table 1 | Observed intermolecular interactions within the GLP-1:GLP-1R
TMD interface. Superscripts refer to the Wootten residue numbering system in which the single
most conserved residue among class B GPCRs is designated X.50, where X is the
transmembrane helix number. References regarding mutagenesis studies for each residue are

listed.
Residue in GLP-1 Residue in GLP-1R Reference
' R299"H 1-3
7 W306>% 1-3
Y1454 3.4
R190%% 4-8
Gl 1.38874%° 49,10
$392747 6,10,11
Thrll R2995CH2 1-3
Y1454 3.4
Phel2
F38574% 2,9,11,12
Thrl3 K 19767 5,7,8,13-15
W297 Fet2 1,3
St alnSerls | oy |
R299 FCL2 1-3
L2017 9,16
Leu20 M2042.74b 4
Q211 FH 4
fre3t H212 FCH! 4
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Supplementary Table 2 | Data collection and refinement statistics.

Data collection/processing

Voltage (kV) 300
Magnification 50,000
Defocus (um) -1.5t0-3.0
Pixel size (A) 1.0
Total electron dose (¢/A%) 90
Exposure time (s) 10
Number of images 17,332
Number of frames per image 50
Initial particle number 2,675,742
Particle number for 3D classification 620,626
Final particle number 139299
Resolution (core/global) (A) 3.9/4.1
Map sharpened B-factor (A% -350
Model refinement

Non-hydrogen atoms 9099
R. M. S. Deviations

Bond length (A) 0.008

Bond angle (°) 1.099
Ramachandran plot

Favored (%) 53

Allowed (%) 4.4

Outlier (%) 0.3
Rotamer outliers (%) 0.2
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