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Figure S1. Replacement of the endogenous Tamalin with Norbin does not rescue the ligand-
mediated endocytosis of mGluR1. (A) Representative images of surface and internalized myc-
mGluR1, 30 min post 100 uM R,S-DHPG application in control cells, shTam expressing cells, shTam
and wild-type Norbin expressing cells. (B) Quantitation of 100 uM R,S-DHPG induced endocytosis
of myc-mGluR1 suggested that, knockdown of the endogenous Tamalin led to the inhibition of the
endocytosis of myc-mGluR1 and replacement of the endogenous Tamalin with full-length Norbin did
not rescue the normal endocytosis of the receptor (n values: control = 22, control + DHPG = 23,
shTam + DHPG = 25, shTam:Norbin + DHPG = 16). All the results represented as means + SEM.
Scale bar = 10 um. *** indicates p < 0.001.
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Figure S2. Knockdown of the endogenous Tamalin leads to the inhibition in the ligand-mediated
endocytosis of mGluRS. (A) Representative images showing surface expression of myc-mGIluRS in
control cells, shTam and shTam:Tam expressing cells. (B) Quantitation of myc-mGIluRS5 surface
expression suggested that knockdown of the endogenous Tamalin and expression of the Tamalin
replacement construct had no effect on the surface localization of myc-mGIuRS (n values: control =
31, shTam = 33, shTam:Tam = 30). (C) Representative images showing inhibition in the R,S-DHPG-
mediated myc-mGIluRS5 endocytosis upon knockdown of the endogenous Tamalin and rescue of the
endocytosis on expression of the Tamalin replacement construct. (D) Quantitation also suggested that
knockdown of the endogenous Tamalin led to the inhibition in the ligand-mediated endocytosis of
myc-mGluRS which was rescued by the expression of the Tamalin replacement construct (n values:
control = 31, control + DHPG = 32, shTam + DHPG = 32, shTam:Tam + DHPG = 32). All the results
represented as means £ SEM. Scale bar = 10 pm. *** indicates p < 0.001 and n.s indicates p > 0.05.
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Figure S3. S-SCAM plays critical role in the ligand-mediated internalization of mGluRS. (A, B)
Representative cells (A) and quantitation (B) suggested that acute knockdown of the endogenous S-
SCAM had no effect on the surface expression of myc-mGluRS5 (n values: control = 21, si-S-SCAM =
21, si-control = 21). (C, D) Representative images (C) and quantitation of the endocytosis index (D)
suggested that knockdown of the endogenous S-SCAM led to the inhibition in the R,S-DHPG-
mediated internalization of myc-mGIluRS5, whereas, in control cells and si-control transfected cells the
receptor endocytosed normally (n values: control = 21, control + DHPG = 21, si-S-SCAM + DHPG =
20, si-control + DHPG = 20). All the results represented as means + SEM. Scale bar = 10 um. **#*
indicates p < 0.001 and n.s indicates p > 0.05.
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Figure S4: Knockdown of the endogenous Tamalin in primary hippocampal neurons.
Representative images showing knockdown of the endogenous Tamalin by shTam in primary
hippocampal neurons. Scale bar = 10 um.
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Figure SS. Schematic of various Tamalin constructs.
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