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Acute-on-Chronic Breathlessness:
Recognition and Response
Lovell et al. are to be commended for their description
of the widespread effects of breathlessness within the
construct ‘‘total breathlessness’’.1 Despite the large body
of evidence on the experience of people living with
chronic breathlessness, clinicians still struggle with its
recognition and assessment. Even when recognized,
the symptom is undertreated2 and is experienced by
people over many years3e5 and is associated with
repeated unplanned presentations to health services.6

In our prospective observational study of 1212 pa-
tients presenting to the emergency department by
ambulance,5 20% presented due to acute-on-chronic
breathlessness (acute worsening of chronic breathless-
ness). The concept of acute-on-chronic breathlessness
builds on the definition of chronic breathlessness syn-
drome7 and mirrors concepts of disease (acute-on-
chronic renal failure) or symptoms (acute-on-chronic
pain). Acute-on-chronic breathlessness is a construct
beyond the ‘‘dyspnea crisis,’’ which is limited in its
definition to late-stage disease8 and encompasses all
forms of episodic breathlessness, triggered or
untriggered.9

In our emergency department study, one-third of
people with acute-on-chronic breathlessness were
discharged home but without evidence of a plan to
manage the ongoing chronic breathlessness. Unless
clinicians (in any setting) recognize both the acute
and chronic aspects of acute-on-chronic breathless-
ness, the life experience of chronic breathlessness
remains invisible, which denies the patient
access to evidence-based interventions10,11 and mis-
ses opportunities to lessen the likelihood of re-
presentations.6

Community clinicians struggle with how to identify,
assess, and manage chronic breathlessness. There are
now useful frameworks to guide clinicians’ assess-
ment12 and management.13 As described in the Breath-
ing Space concept,14 the clinician plays a pivotal role in
recognizing background chronic breathlessnessda
step often overlooked.
Defining chronic breathlessness syndrome7 has

been an important first step. There is a new impera-
tive: if a patient presents with acute breathlessness,
there is now a responsibility for clinicians to deter-
mine whether this is an isolated episode of acute
breathlessness or a presentation of acute-on-chronic
breathlessness.
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Challenges in Recruiting Patients
to a Controlled Feasibility Study
of a Drug for Opioid-Induced
Constipation: Lessons From the
Population With Advanced Cancer
To the Editor:
Clinical research is difficult in populations with

advanced illness because patients have a high disease
burden and short life expectancy, poor functional status
and high distress, or an unpredictable course character-
ized by changing therapies and an increased risk of
adverse events. This is reflected in the paucity of pub-
lished trials; fewer than1%are conducted in anadvanced
illness population. The lack of randomized trials means
that high-quality evidence plays a small role in defining
best clinical practices and standards for end-of-life care.1

We initiated a small multicenter trial of oral naloxe-
gol (Movantik�) in patients with advanced cancer,
cancer-related pain, and opioid-induced constipation
(OIC) to determine the feasibility of a larger definitive
study. Large controlled studies in populations with
chronic noncancer pain recruited adequately and
confirmed naloxegol’s efficacy.2,3 Two previous studies
in patients with cancer-related pain were closed pre-
maturely owing to poor patient enrollment.4 Our
study attempted to address the recruitment issues
identified in previous efforts, but recruitment chal-
lenges again led to early study closure. This experi-
ence may provide insight into the problem of poor
trial enrollment in populations with advanced illness.
Methods

A multicenter randomized, placebo-controlled
study was designed to assess the feasibility of a defini-
tive trial of naloxegol for OIC in a population with
advanced cancer. Secondary outcomes included toler-
ability, safety, and efficacy.

Study Design and Sample Size
To reduce patient burden, the design included

fewer study visits and a shorter double-blind
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