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Dyspnea at End of Life

Dyspnea is the most common symptom in advanced COPD and has numerous contributors and exacerbators in
“the physical, psychological, interpersonal and spiritual dimensions.”? In advanced COPD, the disease is no
longer in a modifiable state and despite maximizing inhalational therapies and non-pharmacologic methods, the
dyspnea experience is often refractory. In addition to COPD, some of the common causes of dyspnea seen at
end of life include, but are not limited to, heart failure, anemia, pain, anxiety, and extreme temperatures.?

Oral & Parenteral Opioid Use for Dyspnea

Opioids, when added to standard therapy, have been shown to reduce the sensation of dyspnea. This therapy is
well supported, in oral and parental form, alongside a multidisciplinary approach to gain control of this symptom
when refractory to other measures.»??®

Although appreciated that opioids produce respiratory depression as an adverse effect, the precise mechanism
of how they manage breathlessness remains unclear. Opioids may diminish the chemoreceptor response to
hypercapnia and hypoxia, or they may cause vasodilation, resulting in decreased dyspnea due to the resulting
reduction in preload and pulmonary congestion. Additionally, opioids can facilitate a decrease in anxiety and the
subjective sensation of dyspnea without reducing respiratory rate or oxygen saturation.’

Many clinicians use opioids as drugs of choice for dyspnea at end of life. Typically, in opioid naive patients, the
opioid is started at a low dose, such as oral morphine up to 5mg or parenteral morphine up to 2mg. These doses
will usually provide relief for most patients. Patients on chronic opioids may need higher doses.?

Nebulized Opioid Use for Dyspnea

Much of the support for nebulized opioid use is anecdotal. Clinician experience varies, and it is important to
recognize that, although there are a variety of small trials, case series and expert opinions in the literature, there
remains no randomized, controlled studies to support this practice.

Specifically, no randomized controlled studies have demonstrated greater efficacy, or less side effects,
comparing nebulized morphine to oral or parental morphine.? The one study that attempted this comparison
used a limited sample size and did not have enough power to show a significant difference.! Some experts have
hypothesized that nebulized opioids do not act systemically and opioids must reach systemic blood levels to
reduce dyspnea.!! Additionally, non-controlled trials have “consistently demonstrated a lack of effect of
nebulized morphine” compared with placebo for dyspnea.l>**

Similarly, a study of nebulized and systemic hydromorphone compared to placebo, with a large enough sample
size to detect an effect, found no difference between the three groups in dyspnea score 10 minutes post-
treatment.'41°

Nebulized fentanyl, being lipophilic, is thought to be more readily absorbed than morphine or hydromorphone;
such was the basis of one study’s conclusion that it was “superior to placebo” for dyspnea in a COPD sample
population.> ! Fentanyl via nebulization remains an area of interest for researchers encouraging study on a
larger controlled population to truly measure efficacy.t’-?°
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