We herein describe the results of a phase lla clinical trial that evaluated the ability of CX1739 to overcome the
respiratory depression induced by the powerful, yet short-acting opioid, remifentanil in two models of opioid use: a.
REMI-Bolus evaluated respiratory parameters in an opioid overdose model, using a bolus of remifentanil (1 mcg/
kg) to achieve significant respiratory depression; b. REMI-Infusion evaluated respiratory, pain, and pupilometry
parameters using aninfusion of remifentanil at a steady state blood concentration of 2 ng/mlto achieve approximately
40 - 50% respiratory depression as a model of sub-acute, post-surgical intravenous opioid treatment as well as
chronic oral opioid treatment for chronic pain. The results of the REMI-Bolus analysis demonstrate that CX1739
does not prevent the rapid respiratory depression that occurs after intravenous, bolus injection of remifentanil.
The results of the REMI-Infusion analysis demonstrate that, compared to placebo, an acute dose of CX1739 (300
mg or 900 mg) significantly reduces OIRD under steady-state opioid concentrations. The remifentanil effects on
analgesia, pupilometry and bispectral index were not altered. Administration of CX1739 at an acute dose up to 900
mg was safe and comparable to placebo.



