ENA-001, a Novel BK-channel Blocker, Enhances Hypoxic Ventilatory Sensitivity
and Alleviates Propofol-induced Respiratory Effects in Healthy Volunteers

BACKGROUND METHODS

Procedural sedation carries an elevated risk of respiratory depression and blockage
of the airway due to drug interference with ventilatory control. It is not possible to
predict the onset, duration, or severity of deleterious respiratory events due to a
number of contributing factors, including individual differences in drug sensitivity,
pulmonary and central nervous system dysfunction, underlying disease (e.g.,

This was a randomized, double-blinded, placebo-controlled, three-period crossover phase 1b study, the effect of two intravenous doses of ENA-001 on propofol-induced
respiratory depression was investigated in 14 healthy volunteers. In each period, ENA-001 or placebo was intravenously infused continuously for 270 minutes
(ENA-001 low dose 33.3 pg-kg-''min-* for 10 min followed by a continuous infusion of 6.7 pg-kg--min-! for 260 min; ENA-001 high dose 33.3 pg-kg-""min-1 for 20 min 60
followed by a continuous infusion of 18.3 pug-kg="-min-1 for 250 min). During each period, the loading dose of ENA-001 or placebo was followed by three back-to-back ™0 ¢ 1T 1
blocks in which participants received |V propofol dosages or placebo over 70 minutes in a predetermined order (open label): placebo — propofol low dose — propofol

Figure 1: Overview of study design
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The primary endpoint of the study was the acute hypoxic ventilatory response (AHR) defined as (minute ventilation (Vi) in hypoxia — Ve in normoxia)/(SpO, in hormoxia
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RESULTS
Table 1: Demography

ENA-001 is being developed as an agnostic respiratory stimulant for the treatment
of postoperative respiratory depression. ENA-001 is a fast acting and short-duration
intravenous (V) agent acting partially by blocking the BKca2+ (Maxi K channels) in
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Figure 2: Summary graphs of the minute ventilation, SpO2 and AHR per treatment
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the carotid body to stimulate respiration. It has been previously reported that Characteristic (N=14) Vertical blue shading indicates the hypoxic runs at normocapnia, red shading at hypercapnia. - Mean (SD) End Tidal CO2 (mmHg) Bispectral Index Value (BIS)
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LSM: Least Squares Mean




