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Research progress of selective mGluR1 antagonists
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Abstract: As an important member of metabotropic glutamate receptors (mGluR), metabotropic glutamate

receptor 1 (mGluR1) plays an important role in the signal transduction of central nervous system. Selective

mGIluR1 antagonists can block the signaling pathway activated by mGluR1 and exert a series of physiological

actions including analgesia, antianxiety, antidepression, efc.

selective mGluR1 antagonists have become a hot research focus.

Currently, the discovery and modification of

This paper reviews the structural catalogs of

selective mGluR 1 antagonists and their structure-activity relationships in the last decade.
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Figure 1 The structure of mGluR1™
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Figure 2 Overview of mGluR1 activation and downstream
signaling
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Figure 3 The basic structure of triazafluorenone compounds®
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Table 1 The activities and characteristic parameters of compounds 1-21. “In vitro metabolic stability expressed as a percentage of

converted parent compound (30 pmol-L™") after 30 min

Compd. Ic:no/irl:llci-lr‘ Icsmn/frlrtlc}}l-sr' Bralrr;/::zsma AUC LogDrs  Metstab* /nmfll-L*‘ logh logP /S;fﬂﬂﬁfyl
1 3£09 442 + 93 0.34 +0.08
2 1£0.5 >10 000 2.70 £ 0.4
3 22 > 1000 8 434 nhmol-L™'
4 2.1 >3 000 965 ngh-mL ™"
5 9.8+0.88 820 = 170 >4.0
6 26+054 4300+ 1600 3.1
7 58+049 6200520 2.1
8 2.6+0.12
9 3.6£0.68 1500170
10 210 >10 000
11 5.1+2.0 7000 = 1900 40
12 16+5.8 >10 000
13 8.6+0.9 > 10 000
14 3 4.0
15 9 33
16 94 43
17 0.55 77
18 167
19 127+ 6 > 100 000 2.70 42
20 50+6.5 > 10 000
21 13+2.4 >10 000
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