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Study Title: A double-blind, randomised, placebo-controlled titrated dose pilot
study of sertraline in people with refractory breathlessness
Brief description of the study: Breathlessness continues to be a major clinical

problem for many people with advanced progressive illnesses such as cancer, endstage cardiac failure or chronic obstructive pulmonary disease, even when they are
receiving the best treatment for the underlying disease. Although there are some
interventions that may offer benefit (sustained release low dose morphine, oxygen
therapy), there is still a need for a wider range of interventions to meet the needs of
people with refractory breathlessness.
Study design: This is a phase II study of sertraline (titrated to a mid-range dose) or
placebo for people with breathlessness despite optimal treatment of the underlying
causes of this breathlessness. Their involvement will be for 28 days. Participants will
take a capsule every morning, which will contain either sertraline or placebo. Active
medication will be titrated from 25mg daily to 100mg daily in the first 7 days of study
if tolerated. During these 28 days participants will be carefully monitored by study
staff, on a regular basis. People who derive benefit from their study medication will
be able to continue on their medication in a double-blind way until data collection is
complete. During this time, assessments of breathlessness and adverse effects will be
assessed regularly.
Objectives: To establish feasibility of the study design and inform adequate power
calculations for a definitive study of this intervention in the same sites at a later date.
It is estimated that to achieve these objectives, data at day 28 is needed on 10
participants for this pilot study.
Assessments: The primary assessment is a twice daily diary card filled out by
participants. There will be measures at 3 time points (1 day prior to d1, d9 d28) for
anxiety, depression, quality of life and global impression of change. Potential side
effects will be monitored in the daily diary.
Primary endpoint: Change in a numerical rating scale of average morning and
average evening breathlessness in the last 3 days of treatment (d26, d27, d28) with a
comparison between arms.
Definition of response: For people individually to be considered as having
responded, a 15% reduction in breathlessness at the end of the study compared to
placebo.
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