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Summary
Although it has long been widely accepted that dopamine receptor types D1 and D2
form heteromers in the striatum, the presence of such heteromers has recently been
challenged in a recent article appearing in Molecular Phsychiatry (Frederick et al., Mol
Psychiatry 2015; 20:1373‐1385). Using a number of in vitro and ex vivo techniques,
together with behavioral analysis in mice, these authors failed to find any conclusive
evidence supporting the presence of these heteromers, despite the large body of
literature supporting the opposite. Indeed and most importantly, the so‐called in situ
proximity ligation assay (PLA) was used to provide the final morphological proof of the
lack of D1/D2 heteromers. However, they have followed a somewhat unconventional
PLA technique. In this regard, we strongly believe that the selected PLA protocol has
prevented these authors to accurately detect D1/D2 heteromers. Here we will be using
what we think is the most appropriate variant procedure of the PLA technique to
accurately demonstrate the presence of D1/D2 receptor heteromers across different
striatal territories of Macaca fascicularis, together with putative physiological
regulation after nigrostriatal dopamine denervation and dopamine repletion.
Experiments will be carried out in control macaques as well as in MPTP‐treated
macaques (with and without levodopa‐induced dyskinesia).
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