Differentiating the Role of (2R,6 R)-Hydroxynorketamine in Ketamine’s Rewarding Effects
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Introduction
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Figure 2. Experimental Timeline. 6 to 8-week-old male Sprague Dawley rats (n=6) underwent jugular vein catheterization,
Figure 1. Schematic of the DISSECTIV method. followed by FR1 ketamine self-administration. Right-lever presses administered a 1mg/kg ketamine infusion alongside the shine
\H of a cue light, both lasting 4 seconds. Inactive lever presses did not provide drug infusions nor visual cues. 2R,6R-HNK-CRM
vaccination began 1 week after the final self-administration session and blood samples were taken after each of the three
Ketamine (racemic) (2R,6R)-Hydroxynorketamine vaccinations. Following the final vaccination, rats performed ketamine self-administration again.

Conclusions and Future Work
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Results may be due to cross-reactivity of our 2R,6R-HNK vaccine
with ketamine. We will quantify drug concentrations in the central
nervous system and serum by LC-MS analysis.
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We are currently developing monoclonal antibodies that more
specifically bind to 2R,6R-HNK. In the future we hope to run self-
administration studies using monoclonal antibodies in place of
vaccination to control for variable immune responses and achieve
higher specificity.
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Figure 3. Ketamine Self-administration Pre- and Post- 2R,6R-HNK Vaccination (A) Rats learned to self-administer ketamine pre-vaccination. We observed an interaction

between time and active lever presses per hour with significant differences between day 1 and day 10-15 (p = 0.0215-<0.0001). (B) Rats decreased active lever pressing Funding:
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