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Introduction

A hydrocortisone aceponate glucocorticoid diester (HCA)-containing ear spray solution demonstrated similar efficacy compared to an
approved otic formulation containing a prednisolone-miconazole-polymyxin combination in the treatment of erythemato-ceruminous
otitis externa (ECOE) in dogs, in which bacteria and yeast overgrowths were detected on cytology?.

Objective was to assess the tolerance of the ear spray containing only hydrocortisone aceponate glucocorticoid diester (HCA group)
compared to a placebo of NaCl solution (CTRL group), in healthy adult dogs.

Methods

On sixteen healthy adult dogs included, 8 received 0.44ml/ear once a day the HCA ear spray solution (HCA group) and 8 an NaCl
control solution (CTRL group), for 14 consecutive days. Dogs were followed at D-7, DO, D14, and D35 for clinical examinations,
video-endoscopic ear observations (Figure 1), body weight, food consumption, hypothalamo-pituitary-adrenal (HPA) axis function via
ACTH stimulation test, and audition via the Auditory Brain Response (ABR) test, previously validated in dogs?:3 (Figure 2). ABR test
results, food consumption, body weight and ACTH test results underwent a statistical analysis.
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(D14 and D35) in the CTRL and HCA groups. No statistically
significant differences were observed at any frequency, and for
each time point. In conclusion, there was no effect of the HCA
ear spray solution on the dog’s audition (Figures 2 and 3).
ACTH stimulation tests

At each timepoint (Baseline i.e. D-7, D15 and D36) there were
no statistically and biologically significant differences on
plasmatic cortisol levels before the ACTH Test between the two
treatment groups, cortisol levels were within biological ranges
excluding an hypoadrenocorticism syndrome in the 8 dogs
10 - treated with HCA ear solution. All post-ACTH stimulation cortisol
levels were within biological ranges in the treatment (HCA)
group and the NaCl control (CTRL) group, with no biological
significant variation over-time or differences between groups. In
Frequency (Hz) conclusion, two consecutive weeks of the HCA ear spray solution
treatment, with 0.44ml per ear, two ears treated per animal,
had no effect on the adrenal function and the HPA axis.
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Figure 3: Mean LS Mean ABR thresholds at various frequencies from both ears
in Control and HCA-treated groups, 14-days post-treatment.

Conclusion

After 14 consecutive days of treatment at the maximal recommended therapeutic dose, the HCA ear spray solution did
not induce any adverse effects. There was no effect on body weight or food consumption parameters and no ototoxic
effects nor hearing impairment were observed. There was no effect on the HPA axis evaluations, with the observation of
a normal and active adrenergic function, and no induction of iatrogenic hypoadrenocorticism.

The daily topical application of the HCA diester glucocorticoid-containing ear spray solution for up to 14 days in adult dog
ears was very well tolerated.
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