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Description

MDL-29951 is a novel glycine antagonist of NMDA receptor activation, with Ki of 0.14 uM for [3H]glycine

binding in vitro and in vivo.

IC5¢ & Target

Ki: 0.14 uM

In Vitro

MDL 100,748 and MDL 29,951 are approximately 2000-fold selective for the glycine binding site relative to
the glutamate recognition sites!'l. MDL-29951 is found to inhibit the human F16Bpase under these
conditions (ICsp=2.5 pM). MDL-29951 inhibits the human liver (IC5,=2.5 pM), porcine kidney (IC5,=1.0 uM),
and rabbit liver (IC5,=0.21 pM) isoforms of the enzyme, but is significantly less potent against the rat liver
isoform (ICs5=11 pM)P. The MDL29951-activated receptor exhibits other activities associated with
GPCR-mediated signaling, including G protein-dependent activation of extracellular signal-regulated
kinase 1 and 2 (ERK1/2) and recruitment of B-arrestin. As with recombinant cell systems, MDL29951
promotes Ca?* signaling responses and inhibition of cyclic adenosine monophosphate (cAMP)
accumulation in rat oligodendrocyte precursor cells during the period of peak GPR17 abundance. Effects of

MDL29951 are markedly reduced in cells with low GPR17 abundance and are blocked by pranlukast.

Solvent&Solubility

In Vitro:
DMSO : 250 mg/mL (165.50 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 3.3101 mL 16.5503 mL 33.1005 mL
Stock Solutions 5mM 0.6620 mL 3.3101 mL 6.6201 mL
10 mM 0.3310 mL 1.6550 mL 3.3101 mL
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In Vivo:
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VISR I IR ): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (8.28 mM); Clear solution

HeJ7 S AERAY 2 2.5 mg/mL (8.28 mM, LRI AR AT [T -

PL 1 mL TAE@ A, B 100 L 25.0 mg/mL {334 DMSO fi % hiE| 400 uL PEG300 i, W45k
[ _FR R RPN 50 uL Tween-80, VRAIS); SRE4REIIN 450 pL A3 /K E A% 1 mL.
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2R IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (8.28 mM); Clear solution

M7 R FRAS 2 2.5 mg/mL (8.28 mM, AR A IS AT

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

3AHKF R INAEFE R 10% DMSO  —~90% corn oil
Solubility: = 2.5 mg/mL (8.28 mM); Clear solution
ET7 S AERAS 2 2.5 mg/mL (8.28 mM, HEFIFEASN) MIEIEEI, MTT SRANE TSR A HTE A H LR

956
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Bl mL TAER 6], B 100 pL 25.0 mg/mL [93#5% DMSO fi§ &% 900 L Fkiheh, REe#4.
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Kinase Assay

[BH]JCPP (30.7 Ci/mmol) binding assays are conducted in minivials, incubated for 15 mm at 25°C in 1 mL
of 50 mM Tris-HC1 (pH 7.4) containing 10 nM [*H]JCPP, 200 g of membrane protein and unlabeled ligands
as indicated. Nonspecific binding is defined using 1 mM L-glutamate. Bound ligand is separated by

centrifugation. Specific binding accounted for approximately 80% of total binding. [1]
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