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Editorials

Expert Panel Report 3: Moving forward to
improve asthma care

William W. Busse, MD, and Robert F. Lemanske, Jr, MD Madison, Wis
With advances in understanding asthma pathogenesis
and pathophysiology, the availability of effective and safe
therapies, and knowledge from well-designed clinical
trials to test efficacy of therapeutic approaches in both
children and adults, the burdens of asthma should continue
to diminish. The goal of the 2007 update of the National
Asthma Education and Prevention Program (NAEPP)
Guidelines is to inform all providers involved in the care
of asthma with an analyses and interpretation of these
advances and to translate them into both comprehensive
and logical recommendations that will enable asthma
patients to better control their disease.1 A projected conse-
quence of these recommendations is that patients with
asthma will lead a normal life with minimal interference
and be able to achieve this outcome with the highest level
of safety. This issue of the Journal contains our summary
document of the updated 2007 NAEPP Guidelines for the
Diagnosis and Management of Asthma. Implementation
of this report in clinical care will determine the effective-
ness of our efforts and identify new areas for future
investigation.2

A number of key changes, both in terms of medical
treatment and fundamental new approaches to overall
asthma care, are part of the Expert Panel Report 3 (EPR-3)
document. In the first report issued in 1991,3 the expert
panel proposed a classification scheme to define asthma
severity that was assessed using a composite analysis of
the patient’s clinical status: symptom frequency, activity
limitations, the need for rescue therapy, and lung function
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values. Based upon findings in these categories, patients
could be classified as having intermittent or persistent
asthma, and persistent disease was further divided into
three levels: mild, moderate, or severe. This classification
of asthma severity was intended to guide the intensity of
initial treatment and was, in our view at that time, a reason-
able approach to guiding asthma treatment. However, a
key component of ‘‘asthma severity’’ was missing from
this equation—the response of the patient to treatment.
This facet of asthma treatment is addressed in the current
document.

Along this line of reasoning, the original 1991 EPR-
1 report listed goals for asthma treatment: minimize
symptoms, achieve normal activity level, reduce the
need for rescue bronchodilators, aim for normal or near-
normal lung function, and prevent exacerbations of
disease in the presence of medication safety. Our update
has brought these 2 concepts of asthma treatment, severity
and control, into the guidelines for care. EPR-3 defines
asthma severity as ‘‘the intrinsic intensity of the disease
process and the assessment used to initiate therapy.’’
Asthma control, in contrast, refers to the ‘‘degree to which
the manifestations of asthma severity are minimized by
treatment and the goals of therapy met.’’

The ERP-3 further identifies 2 domains for both asthma
severity and control: current impairment and future risk.
Impairment is defined as the current frequency or intensity
of symptoms or functional limitations; impairment is the
‘‘here and now’’ of the disease. Risk, in contrast, repre-
sents another, and likely distinct, more longitudinal fea-
ture of asthma that includes exacerbations, progressive
loss of lung function, and adverse effects from medication.
Impairment and risk are felt to be distinct, but linked,
manifestations of asthma severity and control, and their
component factors may respond differentially to treat-
ment. In formulating treatment of asthma to achieve optimal
‘‘control,’’ the domains of both impairment and risk need to
be assessed and monitored. If an analogy of this approach
is applied to the treatment of hypertension, impairment
would represent day-to-day measures of blood pressure,
whereas risk would include long-term complications in the
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absence of appropriate treatment such as stroke, cardiac
disease, or renal compromise. Consequently, monitoring
and treating to reduce symptoms and need for rescue
bronchodilators is important, and attention to asthma risk
is essential for ‘‘best care.’’

Asthma has considerable heterogeneity, a feature of this
disease that needs to be considered in its treatment. This
heterogeneity is reflected in many aspects, including the
age of the patient. To more fully incorporate this feature in
the formulation of treatment plans, 3 age-bracket cate-
gories are now considered: 0 to 4 years, 5 to 11 years, and
�12 years. These age groupings were chosen for a number
of reasons. First, evidence available demonstrating safety
and efficacy for many medications is age-dependent (eg,
many clinical trials have enrolled patients �12 years of
age only, and it is unknown if these results are applicable
to children 5 through 11 years of age; furthermore, few
trial data are available for children less than 5 years of
age). Second, issues related to drug delivery are often age-
dependent (eg, the ability of a child and/or their caregivers
to use nebulizers vs metered dose inhalers vs dry powder
inhaler devices). Third, approval of medications by the US
Food and Drug Administration is based on age. Fourth,
lung function measurements, used to classify asthma
severity (impairment domain) and control (risk domain),
are usually not possible in children less than 5 years of age,
and interpretations of these tests may require special
consideration for children 5-11 years of age. Finally, the
characterization of various wheezing phenotypes is fre-
quently age-dependent, with different patterns among
children 0-4 years of age compared to 5-11 years, or
children 12 years of age or older and adults [eg, severe
episodes of virus-induced wheezing (risk domain) with
periods of no symptoms in between episodes (impairment
domain) are most frequently seen in preschool children].

Another new feature of EPR-3 is an expansion of the
step-wise approach to 6 treatment steps. In persistent
asthma, steps 2 through 4, inhaled corticosteroids (ICSs)
remain the preferred foundation for anti-inflammatory
therapy, with additions of other medications as noted in
previous versions of the guidelines. Two new steps have
been added to sharpen the focus of the recommendations at
each progressively higher level of treatment, because
previous guidelines had multiple actions within some of
the steps. For treating patients with more severe disease (the
new steps 5 and 6), the EPR-3 adds new recommendations
regarding the role of omalizumab, the monoclonal antibody
directed against IgE. Omalizumab is a recently approved
treatment that represents novel mechanisms of action and
distinct clinical outcomes. Omalizumab improves asthma
control, both in the domains of impairment (symptoms,
need for rescue therapy) and risk (exacerbations). Its
mechanisms of action are directed towards a reduction in
IgE; it is recommended in patients with allergic disease, but
it has no direct effects on lung function, a clinical profile
distinct from other previous treatments.

What is not included in the updated EPR-3 guidelines?
There has been recent interest in 3 areas of treatment. First
is the concept that ‘‘adjustable’’ treatment with combination
therapy (ie, budesonide and formoterol) provides an
effective method to reduce asthma exacerbations. In this
model, patients use extra doses of the combination therapy
as ‘‘rescue’’ treatment in addition to using the same med-
ication on a scheduled basis and, as a consequence, reduce
the frequency of asthma exacerbations compared to more
commonly used treatment regimens.4 This approach is
consistent with many patients� desires to use the ‘‘least
amount’’ of medication by focusing on administration of
medicines primarily when they are symptomatic. Obser-
vations with this approach are still new and will need
ongoing assessment before more definitive recommenda-
tions can be provided.

A second area of interest is the possibility that some
patients with mild persistent asthma may need only
intermittent treatment. A number of small studies have
begun to address this possibility and found that under the
right conditions in the right patient, intermittent therapy is
effective, and control can be achieved in areas of both
impairment and risk.5 However, the utilization of this
approach on a wide scale and the clinical phenotypes
appropriate for these types of recommendations are still
in need of further study.

Finally, there is emerging interest and data on the use of
biomarkers to define specific asthma phenotypes that
would facilitate individualized treatment recommenda-
tions. Two leading biomarker candidates include exhaled
nitric oxide6 and sputum eosinophils.7 Both biomarkers
have been assessed in asthma management protocols
and show promise. However, the translation of these ap-
proaches into clinical practice to establish and maintain
control using various stepwise approaches will require ad-
ditional evaluations.

Beginning more than 15 years ago, the NAEPP devel-
oped and released 3 sets of asthma guidelines that reflected
basic and clinical knowledge to the greatest extent possi-
ble based on the evidence available. The first set of
guidelines (EPR-1), released in 1991, focused on asthma
as an inflammatory disease of the lung.3 As a result, new
emphasis was placed on anti-inflammatory medications
and their role as ‘‘controllers’’ in asthma management. In
1997, EPR-2 was released, and in this report the emphasis
was on the potential importance of early recognition and
treatment of asthma being important in conserving loss of
lung function over time.8 More recent findings in child-
hood studies have brought this concept into question; for
example, studies demonstrate a clear benefit of ICSs in im-
proving control of asthma, but they have not demonstrated
an effect on the underlying severity or progression of dis-
ease.9 Further research is essential to understand the mech-
anisms of asthma progression and how it might be altered.
However, the third set of guidelines emphasizes the impor-
tance of monitoring lung function over time in children and
young adults because such declines may not be detected
without longitudinal assessment, and the declines may
put the patients at higher risk of exacerbations. Thus, al-
though the EPR-3 report continues to reinforce the themes
of the previous 2 reports, it introduces a number of new
concepts: evaluations of severity and control in the context
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of 2 domains, impairment and risk; treatment recommen-
dations being separated into 3 age groups rather than 2;
and stepwise paradigms divided into 6 steps rather than 4.

Members of the expert panel who have contributed to
the current EPR-3 report were impressed by the body of
knowledge on asthma, both quantitatively and qualita-
tively, that has accumulated in the last decade. Based on
this prodigious amount of data, the report was formulated
to be both a scientific comprehensive review of this new
evidence for individuals who desired to know precisely
what information contributed to various recommendations
and a summary report, published with this issue of the
Journal of Allergy and Clinical Immunology, that con-
denses these detailed findings into a more ‘‘user-friendly’’
format.2 The overarching goal of these updated guidelines
continues to be the desire to provide recommendations
that will establish and maintain the best care possible for
both children and adults with asthma.
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