Noetzel, Rook, Vinson, Cho, Days, Zhou, Rodriguez, Lavreysen, Stauffer, Niswender, Xiang, Daniels, Lindsley, Weaver, and Conn. Functional impact of allosteric agonist activity of selective positive allosteric modulators of mGlu5 in regulating CNS

function. Molecular Pharmacology.

A

120~ VU0360172 140, VU0361747
S ' = S 120-
Q [} -
+ 80 £ 100
£ € 80~
S 60+ S
= 3 60-
O 40- m Control o m Control
c A 3nM 40 A 100 nM
8 20- ® 10nM @ ® 300 nM
o %) -
] A 30 nM e 20 A 1M
o 0 o 100 nM o 0- © 10uM
9 8 T 6 5 4 9 5
C Log[glutamate] M D Log[glutamate] M
\ 227
120- VU0092273 190y /10240382
8 3
g 100+ e 100-
3 o
g 80+ = 80-
£
S 60- S 60~
3 5 Control
o - o i m Contro
c 0 m Control = 40 A 100 nM
S 20- A 30nM S 20- ® 300 nM
= e 100 nM = A 1M
o 0- A 300 nM o 0- O 10uM
9 8 7 k 5 9 8 7 % 5

Log[glutamate] M Log[glutamate] M

Supplemental Figure 4. Similar to the results observed in the low mGlu5 expressing cell line, mGlu5 allosteric modulators induce a leftward shift in the
concentration-response curve to glutamate in the high expression mGlu5 cell line. Progressive fold shift values were determined by treating cells with increasing
fixed concentrations of PAMs followed by the addition of a CRC to glutamate. The calcium response was measured and normalized to a maximally effective
concentration of glutamate (10 uM). A) VU0360172, B) VU0361747, C) VU0092273, and D) VU0240382. Data represents the mean + SEM of 3-5 independent
experiments performed in duplicate.



