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Reply

From the Authors:

We appreciate the interest in our recent publication (1) from
Dr. Shimatani and colleagues and thank them for their letter. With
regard to the idea that the temporal evolution of acute respiratory
distress syndrome (ARDS) may influence subphenotype assignment, we
note that all subjects in the FACTT (Fluid and Catheter Treatment
Trial) study were enrolled within the first 48 hours of ARDS, but the
precise time elapsed between meeting ARDS criteria and plasma
sampling for each patient is not available in this data set. In our
previous work on ARDS subphenotypes (2), patients were enrolled
within the first 36 hours of meeting ARDS criteria, thus narrowing the
window further, but again the precise interval between meeting criteria
and enrollment for each patient was not available. We agree with the
authors that the evolution and stability of ARDS subphenotypes over
time is a critically important topic for further study, and we are
currently preparing a manuscript on this very topic. We also agree with
the letter’s point regarding the potential influence of genotype on
ARDS subphenotype and plan to address this topic in our future
research as well. We appreciate the authors’ interest and their
thoughtful questions regarding our work. n

Author disclosures are available with the text of this letter at
www.atsjournals.org.
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Controlled Clinical Trials and Real-Life Experiencewith
Pulmonary Rehabilitation

To the Editor:

We read with great interest the study by Güell and colleagues,
which provides compelling evidence that providing a maintenance
program after an initial intensive program of pulmonary rehabilitation
(PR) leads to improvements in functional capacity and the BODE (body
mass index, airflow obstruction, dyspnea, and exercise capacity) index,
a strong predictor of mortality in chronic obstructive pulmonary disease
(COPD) (1). Güell and colleagues’ study reinforces the importance of
PR programs and shows that continued participation in PR could
maintain improved patient outcomes. Once enrolled, 66% of the
patients were adherent to the maintenance program at 3 years,
suggesting that patients who get enrolled in PR are likely to understand
and experience the benefits, and thus continue to participate in the
program. The study adds to the growing body of literature that reports
on the salutary effects of pulmonary rehabilitation on physiological
parameters in the context of well-designed clinical trials (2, 3).

One could raise doubt, however, about whether the results of
the study are applicable to real-world practice. The study population
had a 96.5% PR completion rate, which to our knowledge has not
been reported outside of clinical trials. For instance, Jones and
colleagues reported that less than 10% of all hospital discharges for
acute exacerbation of COPD completed postdischarge pulmonary
rehabilitation, although such services were fully commissioned
and available (4). In that study, only 32% of the eligible subjects
received referrals, which appeared to be a major barrier to
inclusion. In our tertiary academic center, Cleveland Clinic Main
Campus Hospital, patients are seen at the COPD exacerbation
clinic after discharge from the hospital. In a recent survey of 172
patients who attended the clinic, 72 patients could not be referred
to pulmonary rehabilitation. Of the 72 patients, 29 patients could
not be referred because they had attended pulmonary rehabilitation
before and no reimbursement was available for the maintenance
program by insurers. Of the eligible patients, 96% were referred
for pulmonary rehabilitation. Despite this, 68% of patients with
referral did not attend rehabilitation for a variety of reasons such
as patient refusal, transportation issues, full-time employment,
financial issues, and nursing home placement. These barriers we
encountered were similar to those previously published (5, 6). We
found that patients who attended the COPD exacerbation clinic in the
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