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INTRODUCTION

Abstract

Background and Objective: The possibility of combination therapy with atomoxetine
(ATO) and oxybutynin (OXY) has been suggested for obstructive sleep apnoea (OSA).
However, the effectiveness of this treatment remains uninvestigated in Japanese OSA
patients. Therefore, we performed a randomized, crossover, phase II, single-centre pro-
spective trial to examine the effects of ATO-OXY therapy in Japanese OSA patients.
Methods: In total, 17 OSA patients participated in this study. The effects of one night
of 80-mg ATO plus 5-mg OXY administration were compared with those of no medi-
cation administered before sleep. The primary and secondary outcomes comprised the
apnoea-hypopnoea index (AHI) and nadir SpO,, SpO, drop time and sleep architec-
ture, respectively. The safety endpoints included drug side effects and adverse events.
Results: The values of AHI, nadir SpO,, 3% oxygen desaturation index (ODI), 4%
OD]I, and SpO, drop time of <90% did not significantly differ between patients receiv-
ing ATO-OXY administration and no medication. Sleep architecture exhibited a sig-
nificant change: ATO-OXY increased sleep stage N1 (p < 0.0001) and decreased stage
N2 (p = 0.03), rapid eye movement (p < 0.0001) and sleep efficiency (p = 0.02). How-
ever, the subanalysis demonstrated an obvious decrease in AHI in five responder
patients. Total sleep time and basal sleep efficiency tended to be lower in the
responders compared with nonresponders (p = 0.065). No patients experienced severe
adverse events or side effects.

Conclusion: Overall, ATO-OXY therapy does not reduce AHI in Japanese OSA
patients, although AHI was decreased in a proportion of patients. Future studies for
identifying treatment response group characteristics are warranted.
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and a lower respiratory arousal threshold (waking up with
slight airway narrowing).”” Since various OSA-associated

Obstructive sleep apnoea (OSA) is a common disorder that
involves repeated hypopnoeas and apnoeas caused by the nar-
rowing or obstruction of the upper airway during sleep."”
Recent findings have revealed multifactorial pathophysiology,
including a collapsible pharyngeal airway (anatomical factors),
elevated loop gain (unstable respiratory control), the dilator
muscles in the upper airway with poor response during sleep

mechanisms induce progressive atherosclerosis formation and
exacerbate the risk of cerebrovascular and ischemic heart
diseases,™ the incidence of fatal and nonfatal cardiovascular
events is considerably increased in individuals with severe
untreated OSA compared with those without OSA.”>” However,
despite the multifactorial mechanisms and clinical importance
of OSA, few treatment options are available.
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