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R&D Model Yielding Costs to Successfully 
Discover a Single New Molecular Entity 
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The Quick Win, Fast Fail Drug Development 
Paradigm 



Identification of the mGlu2/3 
receptor as a valid target for the 
treatment of schizophrenia 
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5-HT = serotonergic; Musc = muscarinergic; D1, D4, D2 = dopaminergic; H1 = histaminergic; mGlu2/3 = metabotropic 

glutamate receptors 2 and 3 (group II) 

Existing Antipsychotics Act Predominantly 
Via Biogenic Amine Mechanisms 
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DG = Deoxy-D-Glucose; IP = intraperitoneal; IV = intravenous; Ket = Ketamine; LCGU = local cerebral glucose utilization 

Lilly Data on File; B.Kinon presented at 7th International Meeting on Metabotropic Glutamate Receptors, Taormina, 2- 7 October 2011. 

Dose-Dependent Reversal of Ketamine-Evoked 
LCGU by the mGlu2/3 Agonist LY404039 in Rat 
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Fell et al. J Pharmacol Exp Ther 2009;331:1126-36. 

D2 = dopamine 2;  KO =  knockout; mGlu2/3 = metabotropic glutamate receptors 2 and 3; PCP = phencyclidine;  Veh = Vehicle  

  *p<.05 vs. Veh/AMP 

Reversal of PCP-Induced Hyperlocomotion 
in D2 and mGlu2/3 Receptor KO Mice 


