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* Respiratory depression is a possible life-threatening complication following opioid
administration, mediated via Mu-opioid receptor (MOP) activation.
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ol * The delayed onset of respiratory effects is a noteworthy clinical benefit of
Purpose . | . . .
i ' — ' ] Cebranopado| presents a |onger cebranopadol, allowing for the gradual accumulation of arterial CO2,

Our comprehensive investigation involving 30 subjects aimed to address key questions Cebranopadol concentration (pg/ml) t t _ t . t thereby mitigating the full manifestation of respiratory depression.
| ime to impact on respiratory  Thischaractristic f ebranapadel both ives the bocy tme fo adust s
respiratory depression within the Ventilatory Response to Hypercapnia (VRH) model . e parameters Compared tO breathln.g aqd 9IVes healthcare prov@erg a more extendeq tlrr.le.frame for
context > 80 - appropriate interventions, strengthening its overall safety in clinical use.

: % Cebmmcgcebgoo y oxycodone « Taken together, the results of this and previous clinical studies, as well as
Methods _§ 60 - \ / Ceb1000meg results from preclinical models, provide evidence to support the likelihood a
Subjects: 30 healthy volunteers qc-o’ : Oxy 3omg ~ ceiling of respiratory depression. exists in humans. However, the§e data
Design: double blind, 4 way partial crossover, 2 week minimum washout period %40'. A P Cebranopadol featu red lead us to conclude further studies are needed to fully characterize the
 placebo, cebranopadol 600ug, 800ug, or 1000ug, and oxycodone 30mg or 60mg 2 o] o eoms p ro | on g ed an al g es | C effeCtS ceiling of respiratory effects cebranopadol may exhibit.
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« Pharmacokinetic venous blood samples

Analysis: A population PK/PD model in NONMEM. For the pharmacodynamic models Safety attenuate MOP related side-effects
the following parameters were used; the Ved5, the pupil diameter, and the electrical

pain tolerance threshold. This model allowed us to compare the respiratory effects of INC I U d 1N 9 €S p Irato ry d ep ression
cebranopadol to oxycodone at equi-analgesic plasma concentrations. Oxygen Saturation Decrease Apnea Respiratory Depression
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