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 NMDA receptor GIuN2B subunit is important in plasticity and
neurodegeneration, making it a potential drug target in neurological
and psychiatric disorders.

« 3 candidate GIuN2B ligands compared in 2 rhesus macaques.
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Metabolism and plasma binding deX
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Tissue distribution and kinetics
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Volume of distribution
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0.25 mg/kg Co-101,244 Yale

GIluN2B Blocking
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GIluN2B Blocking

0.25 mg/kg Co-101,244
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o1 Drug Effects

o1 drug effects on binding in rodent studies may reflect:
* Binding of o1-targeting drugs at the GIuNZ2B site.
* Binding of GIuNZ2B radiotracers at the o1 site.

* Modulation of GIuN2B sites by o1 receptors.
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o1 Drug Effects

A o1 receptor antagonist
administered with or after
a GIuN2B antagonist
doesn’t cause additional
binding reductions.

(R)-18F-OF-
Me-NB1
GIluN2B: Co0-101,244 (0.25 mg/kq) 77%
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Comparing Binding Parameters et
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Summary

* (R)-'3F-OF-Me-NB1, (S)-'8F-OF-NB1, and (R)-'"C-NR2B-Me show
promise for specific labeling of GIUNZB.

* (S)-8F-OF-NB1 and (R)-'"C-NR2B-Me have BP\p values of 2-3 and
may be good candidates for evaluation in humans.

* 01 receptor modulation may affect binding at the GIuN2B site.

* Displaceable binding in the cerebellum suggests off-target binding
may still be a concern.

(R)-8F-OF-Me-NB1: poster #1622 (Zheng)
(S)-18F-OF-NB1: SS01 #4 (Ahmed)
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