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resulting in the need for additional treatment. Acute exac-
erbations of COPD are generally characterized by increased
dyspnea, increased frequency and severity of cough, and
potentially increased sputum.® Patients experiencing acute
exacerbations of COPD are at increased risk of mortal-
ity and morbidity, lower quality of life, increased hospital
admissions, and a progressive decline in lung function.®"?

The goals for management of acute exacerbations of COPD
include symptom resolution and recovery from the exac-
erbation episode via improving airflow and gas exchange
in addition to reducing lung inflammation. Prevention or
reduction of severity of subsequent exacerbation episodes is
also a goal for many management and prevention strategies.
Typical interventions used for the management of COPD
exacerbations include corticosteroids, systemic antibiotics,
inhaled bronchodilators, and supplemental oxygen. Sur-
prisingly, there is limited evidence for many of these treat-
ments in this population.”* Recently, the role of mucolytics
and aminophyllines has been studied based on their mecha-
nism of action to aid in thinning and clearing of mucus and
improving dyspnea, respectively.'>'¢

Several nonpharmacologic treatments have also been
assessed for management and/or prevention of COPD exac-
erbations, including pulmonary rehabilitation programs,
chest physiotherapy, and nutritional supplements. Chest
physiotherapy includes the use of breathing techniques,
vibration/percussion of the chest, and autogenic drainage
(using breathing to loosen mucus). Vitamin D and omega-3
fatty acid supplements have also been highlighted as poten-
tial therapies for the prevention and management of acute
exacerbations of COPD."

Although much of the literature centers on inpatient
treatment of patients with acute exacerbations of COPD,
most U.S. patients with COPD are managed by primary care
physicians.”” Appropriate coordination of care between sub-
specialists and primary care physicians is important for pre-
vention and management of acute exacerbations of COPD.

Methods

SYSTEMATIC REVIEW

In 2019, the Agency for Healthcare Research and Qual-
ity (AHRQ) published comparative effectiveness review
no. 221, Pharmacologic and Nonpharmacologic Therapies
in Adult Patients With Exacerbation of COPD: A Systematic
Review.'® The systematic review was conducted by the Mayo
Clinic Evidence-Based Practice Center. The report was pub-
lished on the AHRQ website, as well as in two additional
systematic review articles.'*"

The report included studies evaluating the effective-
ness of systemic antibiotics, systemic corticosteroids, and
other pharmacologic and nonpharmacologic therapies. The
authors also searched for studies of the effectiveness of com-
binations of treatments and compared different regimens of
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antibiotics and corticosteroids. Effectiveness of treatments
was stratified by severity of disease where appropriate. The
target population was defined as adults who experienced
exacerbation events related to COPD. The Mayo Clinic
Evidence-Based Practice Center worked with key infor-
mants and a technical expert panel consisting of stakehold-
ers, including physician and patient representatives. Family
physicians served in both groups. The report included the
following key questions represented by the analytic frame-
work in Figure 1.'8

Key Question 1. In adult patients with exacerbations of
COPD, what are the benefits and harms of systemic cortico-
steroids and antibiotics compared with placebo or standard
care?

Key Question 2. In adult patients with exacerbations of
COPD, what are the benefits and harms of emerging and
other pharmacologic and nonpharmacologic therapies
compared with placebo or standard care?

Key Question 3. In adult patients with exacerbations of
COPD, what are the benefits and harms of combinations of
treatments that are individually effective (based on empiri-
cal evidence in stable COPD)?

Key Question 4. In adult patients with exacerbations of
COPD, what is the comparative effectiveness of different
regimens of antibiotics and systemic corticosteroids based
on type of agents (e.g., broad-spectrum vs. narrow-spectrum
antibiotics), delivery modes (e.g., intravenous, oral), and
durations of treatment?

Constructing the Guideline

The AAFP’s Commission on Health of the Public and Sci-
ence appointed a group to develop the guideline. Members
of the guideline development group included physicians
with expertise in guideline development, family medicine,
internal medicine, and pulmonary medicine, in addition to
a consumer representative. This group followed the guide-
line development process that can be found in the AAFP
Clinical Practice Guideline Manual.®® The group reviewed
the evidence from the AHRQ evidence report and used a
modified version? of the GRADE* system to rate the qual-
ity of the evidence for each outcome and the overall strength
of each recommendation. The strength of recommendation
reflects the extent to which one can be confident that the
desirable effects of an intervention outweigh the undesir-
able effects and reflects the degree to which there is evidence
of improved patient-oriented health outcomes (Table I).

The quality of evidence is based on the certainty of the
evidence. High-quality evidence means the authors have
high certainty in the estimate of effect, and additional stud-
ies most likely will not change the outcome.>** Low-quality
evidence means that the authors have lower certainty in the
estimate of effect, and additional studies will likely change
the result.
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The AAFP also issues guideline recommendations with-
out a rating when appropriate (e.g., those that will be help-
ful to a clinician but for which there is no direct evidence
to support the recommendation). The AAFP labels these as
“good practice points.”?-

The guideline development group prioritized patient-
oriented clinical outcomes, which included mortality, qual-
ity of life, clinical cure, and treatment failure. Interventions,
such as lung function tests, that improved intermediate
outcomes but did not improve the identified patient-ori-
ented outcomes, were not included in the recommenda-
tions. The wording of the recommendations reflects the
strength and direction of the recommendation, and the
quality of the evidence was listed parenthetically. Guideline
recommendations were finalized based on consensus of the
guideline development group after completion of GRADE
evidence-to-decision frameworks, which enabled consider-
ation of the strength of the evidence in addition to issues of
feasibility, acceptability, equity, and patient preferences and
values (Table 2*).
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Patient/Consumer Perspective

Patient preferences and perspective were sought during all
stages of guideline development. AHRQ routinely includes
patients in the development of evidence reviews to pro-
vide input on the scope and key questions. Additionally,
all AHRQ evidence reviews are available for public review
and comment before being finalized. As part of the guide-
line development process, the AAFP included a consumer
representative in the guideline development group. This
member participated throughout the guideline process and
was a voting member of the panel. In addition to provid-
ing insight into patient preferences during development of
the recommendations, the patient representative assisted in
developing the supporting text for the guideline. Patient rep-
resentatives were also included in the peer-review process.

Peer Review

The guideline was peer-reviewed by relevant internal and

external stakeholders, including patients and representatives

from family medicine, pulmonology, and internal medi-
cine. All comments and
any modifications based on
those comments were docu-
mented. The AAFP Commis-
sion on Health of the Public
and Science and AAFP board
of directors reviewed and
approved the final version of
the guideline.
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AHRQ = Agency for Healthcare Research and Quality; COPD = chronic obstructive pulmonary disease;

FEV; = forced expiratory volume in one second; ICU = intensive care unit.

Analytic framework for key questions in the AHRQ evidence review.
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Guideline Updating

All AAFP guidelines are
scheduled for review five
years after completion.
Guidelines are reviewed
at a shorter interval if new
evidence becomes available.
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