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Body: Background: Dextromethorphan (DEX) is known to be an efficacious anti-tussive agent. A novel DEX
gel formulation (Arnold D®: Proctor & Gamble), with supra-oesophageal absorption, has been developed for
fast relief from cough. Aim: To evaluate the time to onset of action of 22mg DEX gel (equivalent to 30mg
DEX) compared to standard 50mg oral DEX in a normal volunteer citric acid aerosol (CAA) induced cough
model. Method: Healthy subjects aged 18-65 years with a cough count between 7-20 coughs following five
inhalations over 5 min. of 10% citric acid at screening were recruited. Subjects were administered oral DEX
50mg and at a subsequent visit at least 5 days later, DEX 22mg gel. Cough frequency was measured at
baseline and at t = 15 min, 1, 2, 4 and 6 hours post dose. Results: 42 (20 male) subjects were enrolled onto
the study. At 15 minutes post dose there was a significant (p=0.001) difference in the mean (±SDEV) %
reduction in cough from baseline of 32.1 (±4.99) with DEX gel vs 12.8 (±2.8) with oral DEX. Over the 6 hour
time period (AUC6hrs) there was a significantly (P=0.02) greater % change in cough/hr following DEX gel
AUC6hrs = -188.7 compared to oral DEX 50 mg; AUC6hrs=-114.2. There were no major safety issues.
Conclusion: In the evoked cough model, DEX gel has a faster onset of action compared to oral DEX and
was more effective over the 6 hour time period despite there being a lower concentration of DEX in the gel
preparation. A lack of blinding due to different routes of administration may contribute to this effect. A buccal
route of delivery with this formulation holds promise for this and other indications where rapidity of onset is
required. This study was supported by unrestricted grant aid from P+G.
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