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Body: INTRODUCTION: CHF6001 is a novel inhaled PDE4 inhibitor designed to improve efficacy and
tolerability versus orally administered compounds of that class. The potent anti-inflammatory activity of
CHF6001 has been proven in different animal models of airways inflammation. OBJECTIVE: To investigate
the safety, tolerability and pharmacokinetics of inhaled CHF 6001 after single and multiple dosing in healthy
volunteers. METHODS: Seven single doses of CHF6001 (20ug to 2000ug) were administered using a dry
powder inhaler according to an escalation, alternate crossover design to 20 healthy volunteers. Five dose
levels (100ug to 1600ug) were administered once-daily for 7 days according to a sequential dose escalation
parallel group design to 54 healthy volunteers. RESULTS: CHF6001 was well tolerated after single
administration of doses up to 2000ug and after repeated administration of doses up to 1600ug. No serious
or severe adverse events were reported. No dose-related trend in the incidence of adverse events and no
relevant adverse cardiovascular or gastrointestinal effects were observed. Systemic exposure to CHF6001
increased approximately dose proportionally. Steady state was reached after 7 days of treatment consistent
with the elimination half- life of approximately 30h. CONCLUSIONS: CHF6001 was safe and well tolerated
up to the highest doses after both single and repeated administration in healthy volunteers with an absence
of gastrointestinal adverse effects related to the drug. Pharmacokinetic analysis supports once-a-day dosing
of CHF6001.
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