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INTRODUCTION

Emerging evidence implicates endocannabinoids in
a wide variety of physiological and pathophysiologi-
cal processes. To date, most cannabinoid drugs
used therapeutically are derived from cannabis and
produce their effects by activation of cannabinoid
receptors. However, the psychoactivity of these
compounds has prevented their widespread ac-
ceptance in clinical practice. Newly developed can-
nabinoids may hold the promise of the development
of useful and safe drugs. This study aimed to in-
vestigate the pharmacological characteristics of a
novel derivative of THC, DPG-4.

METHODS

DPG-4 was evaluated for CB1/CB2 receptor af-
finity and activity using radioligand binding and
functional studies. Specific behavioral and neuro-
chemical indices were examined in order to assess
cannabinoid activity. Behavioral paradigms such as
open field test, bar test and intracranial self-stimu-
lation were used with the aim to compare the profile
of DPG-4 to that of WIN 55,212-2. Dopaminergic
activity, in discrete rat brain regions such as the

striatum nucleus accumbens and prefrontal cortex,
was also examined following acute administration
of DPG-4 and WIN 55,212-2.

RESULTS

DPG-4, displayed low nanomolar affinities for
CB1/CB2 receptors and increased the basal
[®*S]GTPgS binding with an ECs value similar to
that found for WIN 55,212-2. Preliminary data using
the aforementioned behavioral paradigms show a
specific behavioral profile reminiscent of a CB1
agonist. The neurochemical findings further support
the agonist nature of DPG-4 for the CB1 receptor.

CONCLUSIONS
These data support that DPG-4 has high affinity
and acts as an agonist for the CB1 receptor. Stud-
ies are in progress in order to elucidate the struc-
ture-activity relationship that might be useful in the
development of substances with promising thera-
peutic value
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