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Fig. S4 Cryo-EM processing of the mGlu2—mGlu3 and mGlu2-mGlu4 heterodimers and
mGlu4 homodimer. a Representative cryo-EM images from three independent experiments
with similar results, except for two independent experiments for the mGlu2-mGlu3-NAMS563

complex. b—i Processing results, including two-dimensional averages, cryo-EM maps colored

according to local resolution (in A), gold-standard Fourier shell correlation (FSC) curves, and



cross-validations of models to cryo-EM density maps (from left to right). b The mGlu2-mGlu3
heterodimer in the presence of LY341495 in dimerization modes I (top) and II (bottom). ¢ The
mGlu2-mGlu3 heterodimer in the presence of LY341495 and NAMS563 in dimerization modes
I (top) and II (bottom). d The mGlu2—mGlu3 heterodimer in the presence of LY341495,
NAMS63, and LY2389575 in dimerization modes I (top) and IIl (bottom). e The
mGlu2-mGlu3 heterodimer in the presence of glutamate, JNJ-40411813, and CaCl: in the Rco
(top) and Acc (bottom) conformational states. f The mGlu2-mGlu3 heterodimer in the
presence of NAMS563. g The Gji-bound mGlu2—mGlu3 heterodimer. h The Gii-free (top) and

-bound (bottom) mGlu2—mGlu4 heterodimers. i The Gi3-bound mGlu4 homodimer.



