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Classification of recommendations and evidence
There may frequently be a separation between the strength of recommendation and the quality of evidence.

Recommendation rating scale

Statement Definition Implication
Strong recommendation (StrRec) A strong recommendation means the benefits of the Clinicians should follow a strong recommendation unless a clear
recommended approach clearly exceed the harms (or that the and compelling rationale for an alternative approach is present.

harms clearly exceed the benefits in the case of a strong
negative recommendation) and that the quality of the
supporting evidence is excellent (Grade A or B)*. In some clearly
identified circumstances, strong recommendations may be
made based on lesser evidence when high-quality evidence is
impossible to obtain and the anticipated benefits strongly
outweigh the harms.

Recommendation (Rec) A recommendation means the benefits exceed the harms (or that  Clinicians should also generally follow a recommendation but
the harms clearly exceed the benefits in the case of a negative should remain alert to new information and sensitive to patient
recommendation), but the quality of evidence is not as strong values and preferences.

(Grade B or C)*. In some clearly identified circumstances,
recommendations may be made based on lesser evidence when
high-quality evidence is impossible to obtain and the
anticipated benefits outweigh the harms.

Weak recommendation (Weak) A weak recommendation means that either the quality of evidence  Clinicians should be flexible in their decision making regarding
that exists is suspect (Grade D)* or that well-done studies appropriate practice, although they may set bounds on
(Grade A, B, or C)* show little clear advantage to one approach alternatives; patient values and preferences should have a
versus another. substantial influencing role.

No recommendation (NoRec) No recommendation means there is a lack of pertinent evidence Clinicians should feel little constraint in their decision making and
(Grade D)* and an unclear balance between benefits and harms. be alert to new published evidence that clarifies the balance of

benefit vs harm; patient preferences and values should have a
substantial influencing role.

Category of evidence Strength of evidence*
Ia Evidence from meta-analysis of randomized controlled trials A. Directly based on category I evidence that is well designed
Ib Evidence from at least 1 well-designed randomized controlled B. Directly based on category Il evidence or recommendation
trial from category I evidence that is not well designed
Ic Evidence from at least 1 randomized controlled trial that was C. Directly based on category Il evidence or recommendation
not very well designed from category II evidence that is not well designed
[la Evidence from at least 1 controlled study without D. Directly based on category IV or recommendation from cate-
randomization gory Il evidence that is not well designed
IIb Evidence from at least 1 other type of quasi-experimental LB Laboratory based
study NR Not rated

IIc Evidence from 1 of the above that was not very well designed
Illa Evidence from well-designed nonexperimental descriptive
studies, such as comparative studies How this practice parameter was developed
[lIb Evidence from nonexperimental descriptive studies, such as
comparative studies that were not very well designed
IVa Evidence from expert committee reports or opinions or clinical The Joint Task Force on Practice Parameters (JTF) is a 13-member
experience of respected authorities or both task force consisting of 6 representatives assigned by the American

The Joint Task Force on Practice Parameters

Clinical Faculty, Stanford University Medical Center, Department of Immunology, Palo Alto, California; David A. Khan, MD, Associate Professor of Internal Medicine, University
of Texas Southwestern Medical Center, Dallas, Texas; David M. Lang, MD (methodologist), Head, Allergy/Immunology Section, Division of Medicine, Director, Allergy and
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Academy of Allergy, Asthma & Immunology; 6 by the American
College of Allergy, Asthma & Immunology; and 1 by the Joint
Council of Allergy and Immunology. This task force oversees the
development of practice parameters; selects the workgroup
chair(s); and reviews drafts of the parameters for accuracy, prac-
ticality, clarity, and broad utility of the recommendations for clin-
ical practice.

The Yellow Zone Workgroup

The Yellow Zone Practice Parameter Workgroup was commis-
sioned by the JTF to develop practice parameters that address
management of acute loss of asthma control in the yellow zone. The
chair (Chitra Dinakar, MD) invited workgroup members to partic-
ipate in the parameter development who are considered experts in
the field of asthma management. Workgroup members have been
vetted for financial conflicts of interest by the JTF and their conflicts
of interest have been listed in this document and are posted on the
JTF Web site at http://www.allergyparameters.org. Where a po-
tential conflict of interest was present, the potentially conflicted
workgroup member was excluded from discussing relevant issues.

The charge to the workgroup was to use a systematic literature
review, in conjunction with consensus expert opinion and
workgroup-identified supplementary documents, to develop
practice parameters that provide a comprehensive approach for
identifying and managing acute loss of asthma control in the yellow
zone based on the current state of the science.

Yellow zone practice parameter

The JTF developed Practice Parameters for the Diagnosis and
Treatment of Asthma in 1995." The first update was published in
1998.% Attaining Optimal Asthma Control: A Practice Parameter,
published in 2005,> was the first focused update. This publication,
Management of Acute Loss of Asthma Control in the Yellow Zone:
Practice Parameter, represents the second focused update. In this
practice parameter, the literature, relying on MEDLINE- and
PubMed-referenced publications, was reviewed to determine an
evidence-based guide to effectively recognize and treat acute loss
of asthma control in the yellow zone. The recommendations in the
practice parameter are intended to apply to the home setting only,
not the office, emergency department (ED), or hospital settings.

Throughout this document, options are explored that include
interventions that are not approved by the Food and Drug
Administration (FDA). The authors do not recommend any one
specific regimen but provide the current literature to allow the
clinician to make choices from an evidence-based perspective.

Summary statements

Summary Statement 1: Asthma action plans typically follow
a “traffic light” model with green, yellow, and red zones. Provide
patients with an asthma action plan (written and/or electronic)
that includes instructions for recognition of loss of control and
activation of the yellow zone intervention plan. (Recommen-
dation: B Evidence)

Summary Statement 2: Instruct patients to activate the yel-
low zone intervention plan when there is acute loss of asthma
control in a setting outside a medical care facility, such as at
home. The yellow zone (or zone of acute loss of control) is
defined as:

¢ An increase in asthma symptoms

¢ An increase in use of reliever medications

¢ A peak flow rate (PEFR) decrease of at least 15% OR a PEFR
lower than 80% of personal best

o The presence or increase in nocturnal asthma symptoms.
(Strong Recommendation: B Evidence)

Summary Statement 3: Instruct patients to activate the yel-
low zone plan at the onset of an upper respiratory tract infec-
tion if this is a previously identified trigger. (Strong
Recommendation: B Evidence)

Summary Statement 4: Instruct patients to escalate asthma
therapy when they experience a loss of asthma control that puts
them in the yellow zone. (Recommendation: B Evidence)

Summary Statement 5: Advise patients to use a short-acting
(32 agonist (SABA) for reliever use in the yellow zone at a dose
of 2 to 4 puffs every 4 to 6 hours in addition to their escalated
yellow zone treatment. If SABA use exceeds 12 puffs per day,
advise patients to contact their provider for further guidance.
(Recommendation: C Evidence).

Summary Statement 6: Advise patients currently treated
with daily low-to-moderate dose inhaled corticosteroid (ICS)
therapy to consider increasing the total ICS dose per 24 hours
(ie, quadrupling) for managing loss of asthma control in the
yellow zone. (Option: B Evidence)

Summary Statement 7: For children younger than 6 years
with recurrent wheezing and risk factors for subsequent
asthma (ie, positive modified asthma predictive index), consider
initiating high-dose ICS or oral montelukast at the early signs of
wheezing illnesses to decrease intensity of symptoms. (Option:
B Evidence)

Summary Statement 8: For patients with mild to moderate
asthma, consider recommending symptom-driven use of ICS
with concomitant inhaled ( agonist for control of yellow zone
symptoms. (Option: B Evidence)

Executive summary

Asthma action plans have been recommended for all patients
with asthma since the 1991 publication of the first National Heart,
Lung, and Blood Institute (NHLBI) guidelines for the diagnosis and
management of asthma. Establishment of a patient-provider part-
nership was a key component of the guidelines and the asthma
action plan helped create this relationship by empowering patients
to monitor their asthma status and take action when control
deteriorated. The most recent iteration of the guidelines, the Expert
Panel Report 3 (EPR3): Guidelines for the Diagnosis and Manage-
ment of Asthma (EPR3), was developed by an expert panel
commissioned by the National Asthma Education and Prevention
Program Coordinating Committee, coordinated by the NHLBI of the
National Institutes of Health. The EPR3 emphasized attainment of
asthma control and recommended strategies to treat variations in
symptoms that occur over a timeframe of months.

In addition to long-term variability of asthma control, most
patients with asthma experience intermittent loss of control in
response to exposure to acute triggers occurring over a shorter
timeframe, such as hours to days. An asthma action plan is the
logical tool to instruct patients on how to recognize and respond to
such rapid changes in control that occur in a setting outside a su-
pervised medical facility, such as the home. A typical asthma action
plan includes written instructions regarding treatment recom-
mendations in the green zone (asthma doing well), the yellow zone
(asthma deterioration detected, intervention needed), and the red
zone (asthma exacerbation requiring urgent treatment). Respond-
ing to the symptoms of acute loss of control in the yellow zone with
effective interventions can help prevent deterioration to the red
zone, necessitating use of systemic corticosteroids and/or urgent
medical care.

The EPR3 recommends increasing administration of inhaled
SABA (such as 2—6 puffs of albuterol) every 3 to 4 hours for 24 to 48
hours to treat home exacerbations of asthma. If there is insufficient
improvement, it recommends adding a short course of oral sys-
temic corticosteroids (Figure 5-4 of the EPR3). In other words, the
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Figure 1. Yellow zone (YZ): the zone of acute loss of asthma control.

intervention recommended in the yellow zone by the EPR3 is to
increase the frequency of reliever SABA therapy. Guidelines
providing evidence-based therapeutic options to manage patients
who experience short-term loss of control are therefore lacking,
and this practice parameter was written with the intent of
addressing the gap. This document attempts to define criteria that
indicate acute loss of control into the yellow zone and reviews
therapeutic maneuvers to regain asthma control and prevent
further progression into the red zone. These recommendations are
based on a meticulous and critical review of the medical literature,
and in situations where data are lacking, options are presented.

The first recommendation in this practice parameter is that
patients with asthma should be given a written and/or electronic
asthma action plan. Although the format may vary, action plans
most commonly follow the traffic light model. The green zone in-
dicates asthma that is controlled, the yellow zone forewarns acute
loss of control and an impending exacerbation, and the red zone
indicates onset of a severe exacerbation requiring a course of sys-
temic corticosteroids and contact with a health care provider. The
action plans may be based on symptoms or on symptoms and peak
expiratory flow (PEF), depending on the preference of the provider
and the patient.

The second summary statement describes criteria for recogni-
tion of a yellow zone episode. In particular, patients should be
advised to take action when they experience an increase in asthma
symptoms, increased use of reliever medications, a decrease in
their PEF (if they monitor it), or the onset of nocturnal symptoms. In
addition, patients with a history of loss of control in response to
respiratory tract infections (RTIs) are advised to take action.

The specific action to be taken is dependent on the severity of
the episode and the individual response to previous episodes with
those interventions. The ideal intervention should provide quick
relief of symptoms, prevent progression to the red zone, be safe
enough to initiate at home, be convenient and practical for self-
administration, be portable so that it is always available, and be
cost effective. Obviously, the perfect intervention does not exist;
however, some potential interventions have been studied and are
discussed below.

Potential interventions for yellow zone treatment include re-
petitive use of inhaled SABA administered through a metered dose

inhaler or nebulizer, scheduled step-up of an ICS, and symptom-
driven use of controller with reliever therapy, otherwise known
as dynamic dosing or adjustable maintenance dosing (AMD). The
regular scheduled use of SABA as the sole treatment for symptoms
in the yellow zone is discouraged because it does not consistently
prevent progression to the red zone and might increase the risk of
progression.

Patients who are treated with daily ICS therapy can be advised to
increase their total 24-hour ICS dose, for example, by 4-fold. In-
crease in the frequency of ICS administration over 24 hours also
may result in improved efficacy. The EPR2 guidelines had recom-
mended doubling the dose of ICS; however, EPR3 discouraged the
use of doubling ICS doses and instead mentioned that “preliminary
evidence indicates that quadrupling the dose of an ICS for 7 days,
starting at the first appearance of worsening symptoms, may pre-
vent exacerbations requiring oral systemic corticosteroids.” The key
concept acknowledged in this practice parameter is that each yel-
low zone episode may require a different amount of supplemental
ICS dose to prevent progression. For that reason, symptom-driven
ICS use and dynamic dosing are attractive alternative options. In
this model, patients receive a larger amount of ICS as they experi-
ence increasing loss of asthma control and a smaller amount of ICS
as control is achieved. The evidence for dynamic dosing appears to
be more consistent to that supporting the scheduled use of
increased ICS dose in 24 hours.

Methods for administration of dynamic dosing include (1)
separate use of reliever (ie, SABA) and controller inhalers in com-
bination and (2) use of single inhalers that contain a reliever (SABA
or quick-onset long-acting @ agonists [LABA] such as formoterol)
and a controller that is used for symptom relief (with accompa-
nying escalation in controller therapy). Although the 2 approaches
are effective, the use of a single inhaler with a reliever (ie, for-
moterol) and controller (ie, AMD) is more convenient and has been
widely studied and used in other countries. A recent evidence-
based review demonstrated that the AMD strategy can decrease
exacerbations requiring oral corticosteroids (OCSs) compared with
current best-practice strategies, although the authors do not
recommend use of this approach in children and adolescents
younger than 18 years because large-scale studies have not been
conducted in this age group. Notably, although inhalers with the
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Guide for Developing an Asthma Action Plan

Patient Identifiers:
Asthma Severity (Step): Asthma Control: ACT /CACT Score:

Quick Reliever Medicine  *Use As-Needed in all Zones*

Albuterol 90 mcg inhaler: inhale 2 puffs every 4 hours as needed (use with a spacer) or
Levalbuterol 45 mcg inhaler: inhale 2 puffs every 4 hours as needed (use with a spacer) or
Albuterol 0.083% Neb Solution: inhale 1 dose by nebulizer every 4 hours as needed or
Levalbuterol Neb Solution: inhale 1 dose by nebulizer every 4 hours as needed

Green Zone / Daily Treatment Plan.

147

This is the “feeling good” zone, where you should be every day.
. 2 or fewer days/week of cough, wheeze or use of a quick reliever
. Normal sleep and usual activities without cough or wheeze

Daily Treatment: (based on the patient’s severity and / or control)
Recommended medication(s) Dose Frequency Instructions

What to do for an Asthma Episode?

Step-up therapy if any of the following occur:

. An increase in cough, wheeze, or other asthma symptoms . A decline in Peak flow rate of 15% (number) or more
. An increase is the use of Quick Reliever . If Peak flow <80% of personal best (number) after use of a Quick Reliever
. Cough or wheeze during sleep or with usual activities . Exposure to a known trigger (respiratory tract infection) or allergen

Next, determine whether you are in the yellow zone or red zone:

1. Use 2-4 puffs of quick reliever inhaler (or 1 nebulized quick reliever treatment) NOW.

2. You may repeat the Quick Reliever every 20 minutes up to 3 times in one hour

3. If you get relief, go to Yellow Zone If you get little or no relief, go to

*Continue Quick Reliever Medicine as needed in all Zones
*If you have trouble speaking and/or your fingernails or lips are blue, call 911

Yellow Zone / Acute Loss of Asthma Control.

Scheduled Dosing Dynamic Dosing Adjustable Maintenance Dosing
Use ICS along with reliever

Increase total ICS dose / 24 hrs (4 times (concomitant dose of ICS with each

ICS-Formoterol- AMD Therapy (symptom

dose given BID or QID . driven delive
g QID) reliever dose) )
May try another option for next episode if inad success May try another option for next episode if inadequate success May try another option for next episode if inadequate success
Recommended medication(s) Dose Frequency Instructions

Use quick reliever at a dose of 2-4 puffs via metered dose inhaler or nebulizer treatment every 4-6 hours (as needed) in addition to the escalated
yellow zone treatment. If use exceeds 12 puffs per day, please contact your provider for further guidance

You are in the Red Zone if you have any of the following:
Cough or wheeze throughout the day

Short-of-breath at rest or with talking or walking

Chest is sinking in around the ribs or at the neck

Quick Reliever use several times/day without adequate response

Take this medicine and continue Yellow Zone treatment:
Oral steroids

*Call the provider at ( ) or seek medical attention
*If you have trouble speaking and/or your fingernails or lips are blue, call 911

Figure 2. Schematic guide for creating an asthma action plan. This schema is based on the options reviewed in this practice parameter. ACT, asthma control test; AMD,
adjustable maintenance dosing; BID, twice daily; CACT, childhood asthma control test; ICS, inhaled corticosteroid; Nob, nebulized; QID, four times daily.
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desired properties (ie, ICS with formoterol) are available in the
United States, the FDA has not approved those inhalers for dynamic
dosing or AMD therapy. In fact, the FDA specifically cautions against
initiating use, or increasing the dose, of these inhalers during pe-
riods of acutely worsening asthma symptoms. As a result, these
treatment options for yellow zone management of patients with
asthma would be considered “off-label” in the United States, to be
prescribed at the discretion and medical judgment of the individual
provider, with additional extra caution to be exercised when using
them in patients younger than 18 years.

The practice parameter concludes by briefly discussing addi-
tional approaches with limited or no evidence. Although these
approaches may be beneficial for individual patients in special
circumstances, they are not recommended for general use.

It is the hope of the Yellow Zone Workgroup that routine use of
an effective yellow zone intervention for patients as part of an ac-
tion plan will lead to decreased morbidity and improved quality of
life for individuals with asthma. This document also highlights
evidence gaps in yellow zone asthma management and strongly
recommends conducting clinical trials to further validate the ap-
proaches explored in this document and to examine other effective
options.

Introduction

Asthma guidelines recommend that patients with asthma be
given an asthma action plan to provide direction in the event of loss
of asthma control.* Asthma action plans typically follow a “traffic
light” model, namely the green zone (asthma doing well), the yel-
low zone (asthma deterioration detected, intervention needed), and
the red zone (asthma exacerbation requiring urgent treatment).

The EPR2 recommended doubling doses of ICS when patients
entered the yellow zone.” However, in the 2007 update, the EPR3
did not include that recommendation because there was insuffi-
cient evidence to support this approach.® Instead, the intervention
recommended in the EPR3 for home management of an asthma
exacerbation was to step-up use of SABA and add a short course of
OCSs if there was inadequate improvement or worsening of
symptoms. The evidence to support that approach was not pro-
vided, with the document focusing instead on therapy designed to
achieve long-term maintenance of control.

Although long-term control is a desirable outcome of asthma
management, the reality is that asthma is a labile illness, associated
with morbidity when control is lost acutely in a short timeframe,
reinforcing the importance of dynamic treatment modifications
driven by an asthma action plan. It provides patients with a
framework for responding to changes in asthma control occurring
over very short intervals.

So why is identification and management of acute loss of asthma
control so important? If an impending exacerbation is not recog-
nized and treated, it could progress to a severe exacerbation and
include an ED visit, hospitalization, or even death. Conversely, in-
structions for patients to take OCSs and seek medical attention at
the first sign of loss of control are likely to result in overtreatment.
Although the latter might ensure that patients are always treated
quickly, such treatment is potentially associated with unnecessary
medical intervention and usage, resulting in increased costs and
medication side effects with resultant short- and long-term
morbidity. A targeted approach in which signs of impending ex-
acerbations are recognized early and treated effectively with min-
imal side effects and disruption to a patient’s quality of life would
be ideal.”

This practice parameter presents a framework for the manage-
ment of acute loss of asthma control, referred to in this document as
yellow zone treatment, in the home setting. In many cases, data
supporting a single effective approach are not available and

therefore various options are reviewed. The acute loss of asthma
control often signals the risk of an impending asthma exacerbation.
The yellow zone signifies the transition zone signaling the onset of
loss of asthma control, prompting the patient to escalate asthma
therapy in an attempt to prevent further deterioration of control.
This loss of control in the yellow zone may occur over hours to days.
An example of this acute loss of control is the deterioration of
asthma that can occur as a consequence of a viral illness.

The chief goal in the management of acute loss of asthma con-
trol (yellow zone intervention) is to prevent progression to a full
asthma exacerbation (referred to as the red zone; Figure 1). A full
asthma exacerbation or red zone episode represents severe loss of
asthma control with symptoms and lung function deterioration
that have progressed to the extent that systemic glucocorticoids or
other acute asthma interventions such as ED visits are required to
restore clinical stability and regain asthma control. The OCSs have
been shown to be effective for treatment of most red zone asthma
exacerbations if started early.®” However, their palatability and side
effects, especially if repeated courses are given, limit their use in the
yellow zone. In addition, for those children who have several RTIs
during a single respiratory viral season, parents are often reluctant
to use OCSs for each of these episodes, because repeated courses of
OCSs can be associated with significant side effects,'’~'> and recent
studies have suggested that systemic corticosteroids may not pro-
vide clinical benefit in preschool children with acute wheezing
episodes.'41>

The definition of acute loss of asthma control in the yellow zone
should distinguish it from occasional asthma symptoms that do not
indicate an impending exacerbation (eg, exercise-induced bron-
chospasm) and from severe asthma symptoms that require
administration of OCSs and immediate medical attention. Because
there is generally a narrow window of opportunity for a yellow
zone intervention to work, early identification of symptoms and
aggressive intervention may optimize the chances for a good
outcome. Therefore, although a “false” start may lead to the initi-
ation of yellow zone treatment when it may not be needed, the risk
of a “late” start may result in episode progression and the need for
treatment with systemic corticosteroids.

Strategies geared toward recognition of acute loss of asthma
control in the yellow zone and therapeutic maneuvers to address
them are reviewed in this practice parameter. The recommenda-
tions are based on a thorough and critical review of the medical
literature, and in situations where data are lacking, options are
presented. A schematic guide for developing an asthma action plan
based on the options discussed in this practice parameter is illus-
trated in Figure 2.

Asthma action plans

Summary Statement 1: Asthma action plans typically follow
a “traffic light” model with green, yellow, and red zones. Provide
patients with an asthma action plan (written and/or electronic)
that includes instructions for recognition of loss of control and
activation of the yellow zone intervention plan. (Recommen-
dation: B Evidence)

All iterations of the NHLBI guidelines for asthma have empha-
sized the zone concept of asthma care based on the traffic light
model. The green zone signifies the zone in which asthma is well
controlled, the yellow zone is when the asthma starts getting worse,
and the red zone is the medical alert zone (http://www.nhlbi.nih.
gov/health/public/lung/asthma/actionplan_text.htm). Because the
yellow zone signals onset of acute loss of asthma control and the
potential for an impending asthma exacerbation, instructions for
prompt recognition of the yellow zone and intervention measures
should be included in a written individualized asthma action plan.
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Evidence-based reviews have shown that providing patients
with individual written asthma action plans can decrease symp-
toms and unscheduled use of health care resources.'®!” A subse-
quent review has found that providing instructions that indicate
when to increase ICS and when to begin a course of OCSs are key
features for inclusion in such asthma action plans.'® Although there
is controversy regarding whether the mere act of providing pa-
tients with a written action plan improves outcomes, such as
asthma quality measurements and hospital admissions, % writ-
ten interventions individualized to patients’ needs and under-
standing have been shown to be helpful. Self-management action
plans have been shown to improve asthma-specific quality of life,
because patients feel less anxious about the influence of asthma on
their daily activities. In a survey of caretakers of children with
asthma attending a general pediatric clinic in an inner city hospital,
75% reported being given an asthma action plan.?> Nine of every 10
caretakers with an action plan reported the asthma action plan to
be of value in managing exacerbations. Therefore, clinicians can
empower patients to manage their symptoms effectively by
developing an asthma action plan.

It is not uncommon for patients to, on their own, adjust their
medications (relievers and controllers) when faced with increasing
symptoms. Partridge et al** relied on structured interviews of 3,415
physician-recruited adults at least 16 years old with asthma in 11
countries to assess medication use, asthma control, and patients’
ability to recognize and self-manage worsening asthma. A large
majority (88%) judged they were “very or quite” confident of their
ability to self-manage worsening asthma without a physician visit.
Most (84%) had worsening asthma sometime in the past year and
more than two thirds (68%) reported being able to identify signs
predicting worsening. The patients responded to signs of impending
worsening by increasing their mediation. In general, they used a
SABA at the onset of symptoms (>4-fold increase in SABA in-
halations) when symptoms were at their peak compared with
baseline, with the ICS being increased later and to a lesser extent
when symptoms were at their worst. When symptoms began to
weaken, patients decreased their intake of their SABA and ICS.
Interestingly, although only 29% of patients stated that they had been
given an acute care plan thatincluded stepping up their maintenance
therapy with worsening asthma, 52% acknowledged that they had
done so anyway. This study clearly demonstrates that patients
implicitly are dynamic in their dosing of asthma medications and
adjust their medications to match their symptom severity. They do so
even without direction and inappropriately in some cases, rein-
forcing the importance of a physician-developed asthma action plan.

There is substantial variability in the literature concerning the
period of increased symptoms that precedes an asthma exacerba-
tion. In that same retrospective analysis,>* the investigators found
that patients reported a mean time from the first appearance to
peak of symptoms of 5.1 days (range <30 minutes to >2 weeks) and
a mean interval from the peak of symptoms to recovery of 6.2 days.
In the Pediatric Asthma Controller Trial (PACT) in children 6 to 14
years of age, examination of the response to OCS therapy (a pre-
defined protocol of a 4-day course of OCS) showed rapid
improvement over the first 2 days followed by a more gradual
improvement, with mean PEF back to pre-exacerbation PEF by day
14 and later. Although the study was designed to examine the
predictors, rather than the natural history, of exacerbations, it did
demonstrate that symptoms begin to increase 2 days before initi-
ation of OCS (based on symptoms, albuterol use, and PEF decrease).
These and other studies show that there is often a lead time
(measured in days) to the peak of an exacerbation, reinforcing the
premise that there is a potential window of opportunity to inter-
vene with a yellow zone plan that is prescribed by a provider and
initiated by a patient. It is important to remember that symptoms
generally return to baseline sooner than objective measurements of

lung function, and for this reason it may be prudent to continue
yellow zone therapy for a period of 2 weeks. Further research is
needed to determine optimal length of therapy; however, the
available data would indicate that the yellow zone intervention
should be introduced at the onset of symptoms or exposure to
known triggers and continued until full recovery. The literature
would indicate that full recovery of symptoms may take up to 2
weeks after their onset.

Summary Statement 2: Instruct patients to activate the yel-
low zone intervention plan when there is acute loss of asthma
control in a setting outside a medical care facility such as at
home. The yellow zone (or zone of acute loss of control) is
defined as:

e An increase in asthma symptoms

e An increase in use of reliever medications

e A PEFR decrease of at least 15% or a PEFR lower than 80% of
personal best

e The presence or increase in nocturnal asthma symptoms. (Strong
Recommendation: B Evidence)

Different criteria have been proposed to identify the yellow zone
that has not yet progressed to the red zone. These include at least 1
of the following: an increase in asthma symptoms (>2 times per
day) greater than baseline, asthma symptoms do not improve or
recur (<4 hours) after treatment with an inhaled SABA, in the
presence of increase in nocturnal symptoms, and PEF decrease of at
least 15% or lower than 80% of personal best.

The frequency of asthma symptoms that suggest loss of control
depends in part on the frequency of symptoms at baseline.
Although the NHLBI guidelines emphasize that physicians should
strive to enable patients to achieve “complete” asthma control (ie,
the patient has no symptoms) and that asthma in most patients
does become well controlled with adoption of management stra-
tegies outlined in the NHLBI guidelines, the reality is that many still
have troublesome symptoms or exacerbations periodically.>®
Hence, frequency and severity of baseline symptoms need to be
considered when identifying acute loss of control.

The frequency and severity of asthma symptoms that predict an
impending asthma exacerbation have not been clearly determined
because each patient is different. The Baylor Rule of 2s has been
used as an indicator of inadequate asthma control: “asthma
symptoms or use of quick-relief inhaler more than Two times a
week, wake up at night with asthma symptoms more than Two
times a month, refill quick-relief inhaler more than Two times a
year, peak flow drop more than 20% with asthma symptom.”?°

However, except for the PEF measurement, this approach fo-
cuses on chronic lack of control, is heuristic, and thus is not
applicable as a criterion for identifying acute loss of control for
initiating yellow zone treatment. For example, a patient who has
daily symptoms may exceed the twice-a-day rate without experi-
encing an increased risk of an impending exacerbation. Other
studies have included other measurements of decay as indicators of
asthma exacerbation, such as symptom scores and inability to
attend school or go to work for 2 consecutive days.?’

An increase in use of reliever medications

Mild asthma symptoms that completely resolve after a single
SABA treatment do not necessarily indicate loss of control or
entrance into the yellow zone. Conversely, symptoms that respond
incompletely to repetitive or frequent SABA treatments or require
more intensive treatment (eg, OCSs) should be treated as a red zone
episode. That leaves symptoms that respond to at least 1 SABA
treatment but recur after some time (<4 hours) as a marker of the
yellow zone.®
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In a study that relied on frequency of bronchodilator use as a
criterion for an asthma exacerbation, the mean number of in-
halations was smaller than 0.5 per day at baseline and increased to
4 inhalations per day 2 days later in patients experiencing an
exacerbation.?’ Clearly, the magnitude of increase in the frequency
of reliever $-agonist use that indicates a yellow zone entry needs to
be individualized.

An increase in nocturnal symptoms

Asthma tends to be associated with symptomatic and physio-
logic worsening that often occurs at nighttime. This means that if a
patient has an increase in symptoms, then that increase can occur
at nighttime. The frequency of nocturnal symptoms that reliably
predicts imminent loss of control has not been defined. Although
the NHLBI guidelines suggest that symptoms that occur 2 nights per
month should be used as a guide for long-term loss of control, this
is not relevant to the shorter timeframe being discussed in this
practice parameter. In a study by FitzGerald et al,>’ nocturnal
awakenings, (-agonist use, and PEF decrease were the criteria used
to predict an asthma exacerbation. Nocturnal awakenings
increased from 10% to 40% in patients during the exacerbation and
then immediately decreased to baseline by day 4 in the placebo
group. However, nocturnal awakenings were not predictive of an
exacerbation.

Two studies in children have suggested that nocturnal awak-
enings are often followed by several markers of asthma morbidity
but do not reliably precede severe exacerbations. In a study of
children 5 to 12 years of age with mild to moderate asthma treated
with as-needed SABA alone, the occurrence of nocturnal awakening
was noted in 1 of 3 children and was followed by a temporal in-
crease in symptom scores and albuterol use and a decrease in
PEFs.?® However, because the study design excluded children who
experienced an exacerbation requiring OCSs, it was not possible to
determine the ability of nocturnal awakenings to predict a red zone
exacerbation. Horner et al’>® noted that more than 70% of children
with mild to moderate asthma experienced at least 1 nocturnal
awakening requiring SABA over a 48-week period. These awaken-
ings were most likely to occur outside exacerbation periods and
served as poor predictors of exacerbations despite their clear as-
sociation with subsequent increased albuterol use, school absences,
and doctor visits. In contrast, in adults participating in the For-
moterol and Corticosteroids Establishing Therapy (FACET), Tat-
tersfield et al’° showed an increase in nocturnal symptoms and a
decrease in nocturnal PEFs over the 3 days preceding exacerbations
requiring OSCs. Thus, the role of nocturnal awakenings as a pre-
dictor of an imminent severe asthma exacerbation appears to be of
limited utility in children but may be a more reliable predictor in
adults.

PEFR decrease of at least 15% or lower than 80% of personal best

The use of daily PEF measurements was extremely popular for
many years but has fallen into disfavor recently because of evidence
that their measurement in most patients is not necessarily a better
predictor of exacerbations than simply observing the frequency and
severity of symptoms.>! Even so, PEF measurements have been
used in some studies, are objective, and can work well for adults.
Unfortunately, there are inconsistencies in the extent of decrease in
PEF criteria among studies. PEF measurements that decreased by
15% were used in a study by Harrison et al>’> and a decrease to
below 80% predicted on 2 consecutive days was used in the study
by FitzGerald et al.”’ In the study by Harrison et al, a PEF decrease of
15% and a symptom score increase of 1 point from baseline were
predictive of an impending exacerbation. The sensitivity and
specificity of a 15% decrease in PEF as a predictor for the need for
0CSs were 43% and 66%, respectively, in the study.>?

The PEF measurements may be particularly helpful in patients
who are poor perceivers of their symptoms.> In 1 study, 26% of
patients with asthma had lower-than-normal perception of dys-
pnea. These patients with blunted perception of dyspnea had sta-
tistically significantly more ED visits, hospitalizations, near-fatal
asthma attacks, and deaths over a 24-month follow-up period
compared with patients with normal perception of dyspnea and
those with high perception of dyspnea.

When examining the exacerbations that occurred during the
FACET trial, the investigators found that the mean maximal
decrease in the morning PEF was 16% to 20%.C This decrease was
gradual, from day —10 to —3, followed by a more rapid decrease.
The pattern of increase in symptoms scores and SABA use was
similar, and inverse, to the decrease in PEF. The PEF variability was a
more specific indicator of a severe exacerbation in their study, with
each 1% increase in variability associated with an increase odds
ratio of 1.023. Nevertheless, symptoms appeared to be a more
sensitive indicator of a red zone exacerbation compared with the
defined decrease in PEF of 30%. This finding corroborates the results
of other studies that have found the use of symptoms to be as useful
as changes in PEF in identifying impending exacerbations.>*

In a post hoc analysis of the PACT study, which examined a group
of 285 children (6—14 years old) with mild to moderate persistent
asthma randomized to receive 48 weeks of ICS (100 ug of flutica-
sone propionate twice daily), combination therapy (100 ug of flu-
ticasone propionate daily and salmeterol twice daily), or a
leukotriene modifier (5 mg of montelukast each night), it was found
that children with previous exacerbations requiring systemic cor-
ticosteroids appeared to represent a distinct phenotype that was at
higher risk for a future exacerbation, even with prolonged use of
controller therapy.>® Although the investigators found that seasons
other than summer represented periods of increased risk of exac-
erbation, analysis of diary cards demonstrated that harbingers of
exacerbation only manifest no more than a day before the exacer-
bation. They also found that PEF monitoring did not enhance the
predictive value for an exacerbation compared with symptoms
alone.** Therefore, in-depth analysis of studies of asthma exacer-
bations suggests that symptoms are a sensitive guide to impending
exacerbation in most patients. Use of PEFs and other objective
measurements may be a valuable addition and should be individ-
ualized and reinforced in certain subgroups, such as those who are
poor perceivers of dyspnea. Better surrogates are needed as a
reliable indicator of loss of control.

Summary Statement 3: Instruct patients to activate the
yellow zone plan at the onset of an upper respiratory tract
infection if this is a previously identified trigger. (Strong
Recommendation: B Evidence)

Many patients experience loss of asthma control when they
develop an RTI. This is particularly common in children who may
have RTIs as their only asthma trigger. Studies have used the
strategy of starting intervention at the earliest signs of onset of an
RTI*® or waiting until asthma symptoms increase before instituting
yellow zone treatment. Intermittent montelukast given at the first
sign of an RTI has not been effective in preventing the progression
to severe exacerbation requiring OCS>® but has been associated
with attenuation of clinical severity of the acute episodes measured
by symptom severity and heath care usage®” and is a recommended
approach by the European Respiratory Society for episodic viral
wheeze.*® The beneficial effects of intermittent montelukast in this
wheezing phenotype were detected only in children with a positive
modified asthma predictive index,*® further emphasizing the need
to tailor the treatment according to disease phenotype. Given the
episodic nature of this condition, the role of intermittent high-dose
ICS therapy in children with recurrent, but not persistent, wheezing
has been a topic of recent research. Intermittent high-dose fluti-
casone propionate (750 ug twice daily) beginning at the onset of an
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upper RTI in preschool children with a history of recurrent
wheezing triggered by viral infections was associated with a 50%
decrease in the rate of exacerbations requiring OCS*° but was
accompanied by decreases in growth in height and weight gains.
Although intermittent high-dose budesonide (1 mg twice daily for
7 days) was not found to be superior to placebo when given at the
early signs of an RTI,>® this regimen was comparable to daily low-
dose budesonide (0.5 mg once daily) in rates of severe
exacerbations.*°

Loss of asthma control can occur without identifiable exposure
to obvious triggers. Conversely, many patients can recognize situ-
ations that are known to trigger loss of asthma control such as
allergen exposure to a furred pet*' in a pet-allergic person. For
patients with a history of asthma exacerbations after exposure to a
specific trigger, early implementation of a yellow zone plan may
decrease the likelihood of progression to red zone.

Summary Statement 4: Instruct patients to escalate asthma
therapy when they experience a loss of asthma control that puts
them in the “yellow zone.” (Recommendation: B Evidence)

Once a patient experiences the onset of yellow zone symptoms,
implementation of a yellow zone management strategy should
commence without delay to prevent further deterioration of
asthma control. The ideal pharmacologic intervention for treat-
ment in this situation would have the following characteristics:

¢ Quick onset of action with relief of symptoms; ideally this should
be rapid enough to prevent progression into the red zone,
thereby avoiding the need for OCSs, ED visits, or hospitalization
Reliable prevention of progression to the red zone

Safe enough to initiate at home by the patient, with acceptable
and minimal side effects with repeated use over time
Convenient dosing schedule, with frequency and route of
administration that are practical for patients to self-administer
Easy-to-use portable device if a device is needed

Cost effective, with cost of treatment justified by its potential
benefit

The ideal treatment strategy has not been identified, and thus
no single recommendation of a yellow zone intervention can be
made. However, several approaches have been examined. Treat-
ment strategies will be reviewed and stratified by the age of the
patient (0—4, 5—-12, and >12 years) because the pathophysiologic
mechanisms, triggers, and responsiveness vary based on factors,
such as age, asthma predictive index status, severity, impairment,
risk, and delivery device. These strategies are described below.

Intervention strategies in the yellow zone

Acute loss of asthma control or yellow zone episodes can occur
in 2 ways. It can occur over days after exposure to a known trigger,
such as at the onset of a viral respiratory tract illness, or an acute
short-term allergen (furry animals) or irritant (fireworks) expo-
sure.*> Yellow zone interventions to treat these kinds of episodes
include scheduled dosing step-up interventions such as quadru-
pling or higher doses of ICS and adding moderate- to high-dose ICS
in those not receiving a daily controller. The yellow zone inter-
vention in such instances is introduced at the onset of symptoms or
triggers (yellow zone criteria described above) and continued until
full recovery, ranging from approximately 1 week before peak
symptoms to approximately 2 weeks.

In some situations, acute loss of control occurs over a shorter
timeframe, over hours or days. This day-to-day variability also may
be considered a yellow zone because ineffectual recognition and
treatment can lead to decreased asthma control, escalating to a red
zone exacerbation. Yellow zone interventions geared toward
addressing these episodes include dynamic-dosing step-up

strategies with ICS and SABA and with ICS and LABA. Terms used for
dynamic-dosing step-up strategies using ICS-LABA in various
studies are AMD, maintenance and reliever use, and single-inhaler
maintenance and reliever therapy. AMD in this document refers to
these dynamic-dosing strategies.

Based on the information above, several strategies have been
proposed for treatment of patients who are in the yellow zone:

e Repetitive use of inhaled SABA (current EPR 3 recommendation)
e Scheduled-dosing step-up
o Increasing total ICS dose per 24 hours (at least quadrupling
doses of ICS) (Option: B Evidence)
e Dynamic-dosing step-up
¢ ICS and reliever SABA use (Option: B Evidence)
e ICS and LABA AMD use (Option: B Evidence)

Summary Statement 5: Advise patients to use inhaled SABA
for reliever use in the yellow zone at a dose of 2 to 4 puffs
through a metered dose inhaler or nebulizer treatment every 4
to 6 hours in addition to their escalated yellow zone treatment.
If use exceeds 12 puffs per day, advise patients to contact their
provider for further guidance. (Recommendation: C Evidence)

Repetitive or scheduled use of SABA (current EPR 3
recommendation)

The 2007 NHLBI guidelines recommend 2 to 6 puffs of SABA
through a metered dose inhaler or nebulizer treatments be given
every 3 to 4 hours for 24 to 48 hours for home exacerbations of
asthma (Figure 5-4 of the guidelines).® However, no evidence or
explanation for the evidence category A recommendation is pro-
vided in the document. Although the 2011 Global Strategy for
Asthma Management and Prevention guidelines do not have a
section on “home management” of asthma exacerbations, their
recommendations regarding asthma exacerbations in the com-
munity setting are for patients to receive 2 to 4 puffs of SABA every
20 minutes for 1 hour, 2 to 4 puffs every 3 to 4 hours if there is a
good response with no additional treatment, and 6 to 10 puffs for a
moderate exacerbation.’

There are many factors that may affect the bronchodilator effi-
cacy of SABA during an asthma exacerbation. These include the
presence and severity of airway inflammation and edema, duration
of symptoms, triggering mechanism, prior §-agonist use, airway
caliber, airway elasticity, route of medication delivery, and the
outcome measurement used to evaluate response. A study of
bronchodilator response to inhaled albuterol in children and adults
with asthma using a population pharmacodynamic model
demonstrated that 2 to 4 inhalations of albuterol can increase the
forced expiration volume in 1 second (FEV) by 15% in moderate to
severe disease.*> A yellow zone exacerbation of asthma typically
can be considered a mild or moderate asthma exacerbation. In a
randomized, double-blinded, controlled study in an ED setting,
different doses and delivery devices were compared (2 puffs, 6—10
puffs, and 0.15 mg of nebulized albuterol) in children 5 to 17 years
of age.** No significant differences were seen among the 3 groups
in measured outcomes (clinical score, percentage of predicted FEV1,
oxygen saturation, and respiratory score). There was a slight in-
crease in adverse events (heart rate) in the group receiving nebu-
lized treatment. The study results suggested that 2 puffs of
albuterol through a metered dose inhaler supervised by trained
medical personnel provided similar benefit to 6 puffs through a
metered dose inhaler or nebulizer.

It should be noted that the delineation of yellow and red zone
exacerbations based on the number of puffs of SABA have been
extrapolated from clinical studies that have used these criteria. In
the Treating Children to Prevent Exacerbations of Asthma (TREXA)
trial that evaluated strategies to treat intermittent acute loss of
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control, criteria used to define an exacerbation (red zone) included
increased albuterol use to 12 puffs per day, a decrease in PEF to
lower than 70% predicted, inability to sleep or perform daily ac-
tivities for at least 2 days, a decrease in PEF by 50% after albuterol, or
a visit to the ED due to worsening asthma symptoms.**> The cutoff
limit of more than 12 puffs per day in older children and adults and
more than 8 puffs per day in younger children has been used in
other clinical trials to define a red zone exacerbation.*’

Summary Statement 6: Advise patients currently treated
with daily low-to-moderate dose ICS therapy to increase the
total ICS dose per 24 hours (ie, quadrupling) for managing loss
of asthma control in the yellow zone. (Option: B Evidence)

Increasing the dose of ICSs has been explored as an intervention
for the treatment of exacerbation of asthma in the yellow zone.
However, this literature has been hampered by lack of control data
regarding the timing of initiation of the added therapy, the optimal
amount of escalation, frequency, duration of increase in dose, and
variability in response based on asthma phenotype. Although
studies have not demonstrated efficacy with doubling the dose of
ICS, some recent studies have shown that quadrupling the dose of
ICS appears to be effective.

Doubling the dose of ICS

Several studies have examined the role of increasing the ICS
dose when worsening asthma symptoms develop in an attempt to
prevent progression of symptoms to a severe exacerbation. Because
previous National Asthma Education and Prevention Program
guidelines, published in 1997,%° are still followed by many practi-
tioners, it is common practice to double the dose of ICS at the onset
of exacerbations. Previous studies have suggested support for the
success of this intervention, with 2 pediatric studies observing an
improvement in symptom scores and parental preference for
increased ICS in controlled studies*’*® and 1 showing a marked
decrease in OCS use and hospitalization with increasing doses of
1CS.%° However, several recent randomized controlled studies have
failed to demonstrate that doubling doses of ICS in those already
receiving ICS therapy is effective.?”>2°0:51

The challenge in interpreting the studies on doubling doses of
ICS in the yellow zone is related to limitations in study
design.?”*2°%>! A major criticism relates to the timing of the in-
crease in ICS dosing. These trials have used different criteria to
identify when to augment ICS therapy. The onset of an exacerbation
has been commonly defined by decreases in PEF from baseline with
or without symptom increases for a predetermined period, such as
48 hours in the study by FitzGerald et al*’ or 3 days in the study by
Garrett et al.> However, it needs to be recognized that by the time
such prolonged symptom onset or decreases in airway function are
detected, the exacerbation is probably established, and the studied
intervention may have decreased efficacy. Hence, deployment of an
effective yellow zone intervention should be chronologically tar-
geted to the kinetics of symptom increase in relation to the exac-
erbation, and future studies should consider using dose escalation
at the first sign of lost control or soon after exposure to a known
trigger.

It is also possible that the intervention of doubling the dose was
incrementally too small to make a difference in someone already
taking an adequate controller dose of ICS. Nevertheless, some cli-
nicians and patients have reported that doubling doses of ICS, if
timed right, seems to be effective in combating less severe episodes
of acute loss of control. It also could be speculated that there may be
phenotypic differences and disparities in response based on the
triggers that dictate variation in response to the doubling ICS dose
intervention in the yellow zone. There have not been any yellow
zone studies involving commencement of ICS at the typical
“doubling or higher ICS doses” performed in steroid-naive patients
with asthma or those with intermittent asthma, and thus the

response in this group is not known. In a study of 238 preschool
children 12 to 59 months of age receiving intermittent therapy with
ICS or leukotriene receptor antagonist, 1 mg of budesonide twice
daily, 4 mg of montelukast daily, or placebo for 7 days was instituted
at the first sign of a respiratory tract illness or other trigger indi-
vidualized to the child.?® There was no significant difference among
the groups in number of episode-free days (primary outcome).
However, there was significant improvement in control of symp-
toms in the leukotriene receptor antagonist and ICS groups of
children with a positive modified asthma predictive index (and
future risk for asthma) score or prior OCS use (propensity for greater
illness severity) compared with the placebo group. Therefore, it is
promising that the institution of a moderate or higher dose of ICS
during a yellow zone exacerbation in young patients not on a daily
controller may provide relief; however, further research is needed.

Quadrupling the dose of ICS

Although there are some data demonstrating efficacy of
quadrupling doses of ICS, not all studies have demonstrated effi-
cacy. This may be due to issues related to study design, such as
timing of initiation of therapy, and the patient population studied.

The EPR3 guidelines state that preliminary evidence suggests
that quadrupling the dose of an ICS for 7 days, starting at the first
appearance of worsening symptoms, can prevent exacerbations.® In
the study referenced in this document, patients with asthma, sta-
bilized on 800 ug of budesonide twice daily, were randomized to
receive 100 or 400 ug of budesonide twice daily with additional
treatment when symptoms increased. Group 1 received 400 ug
twice daily plus placebo, group 2 received 100 ug twice daily plus
200 ug 4 times daily, and group 3 received 100 mg twice daily plus
placebo. The primary outcome was an asthma exacerbation defined
by a decrease in PEF less than 70% from the baseline value, calcu-
lated during the last 2-week pretreatment period, on at least 2
consecutive days. Patients stratified to group 2 (quadrupling of
their ICS at the onset of an exacerbation) had significantly smaller
numbers of exacerbations and fewer days with exacerbations
compared with group 3 (per-protocol analysis). In patients treated
with the standard budesonide dose (group 1), the number of ex-
acerbations and days with exacerbations were significantly
decreased than in group 3 (intention-to-treat analysis).

A more recent trial by Oborne et al®? investigated whether
quadrupling the dose of ICS was an effective option for attenuating
impending exacerbations. In addition to their usual asthma treat-
ment, 403 patients at least 16 years old with current asthma sta-
bilized on an ICS (200—1,000 ug of beclomethasone) were
randomized to placebo or a quadrupled ICS dose in an inhaler used
when predefined criteria for exacerbation were met. The inter-
vention criteria were deteriorating asthma control, onset of an
upper RTI, PEF decrease by 15% on 2 consecutive days, or PEF
decrease by 30% on 1 day from the mean run-in the morning PEF.
The primary outcome, OCS-requiring exacerbation, was decreased
in the active group, but this was not statistically significant. Eigh-
teen of 197 (9%) in the active group and 29 of 203 (14%) in the
placebo group had an exacerbation of asthma requiring treatment
with an OCS, for a risk ratio of 0.64 (95% confidence interval
0.37—1.11, P = .11). In the per-protocol analysis, quadrupling of ICS
dosing when the PEF decreased by 15% on 2 consecutive days or by
30% on 1 day was associated with a risk ratio of 0.43 for requiring an
OCS. In other words, in patients who were adherent to the study
protocol (ie, administered their study inhaler), exacerbations were
significantly decreased by more than 50%. These 2 studies indicate
that quadrupling or higher doses of ICS for the yellow zone may be
effective if the medication is augmented in a timely manner.

Another recent study attempting to investigate the efficacy of
escalating doses of ICS to prevent asthma exacerbations in children
found no difference in the need to institute systemic steroids
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(primary outcome). Children with asthma 2 to 17 years old main-
tained on ICSs were randomly assigned to a 12-day treatment
protocol for acute asthma exacerbation at doses of ICS that were 2,
4, or 8 times their maintenance ICS dose.>> Criteria for initiating the
step-up therapy included decrease in PEF to 50% to 80% of personal
best, increasing cough present for 24 to 72 hours, or wheezing
present for 24 to 72 hours that was responsive to -agonist therapy.
The secondary outcome was difference in symptom scores among
the 3 treatment groups to determine whether 1 dosing protocol
was superior to another. The daily maintenance dose ranged from
88 ug of fluticasone propionate and 500 ug of budesonide to 880 ug
of fluticasone propionate and 1000 ug of budesonide. Patients
randomized to the doubling dose of ICS served as controls because
that recommendation was consistent with the previous iterations
of National Asthma Education and Prevention Program guidelines*
as standard of care for mild exacerbations. Eighty-two of 197
enrolled patients experienced an acute asthma exacerbation and
completed the escalated dosing protocol. Four patients required
treatment with systemic steroids in the study, 2 each from the 2-
fold (8.3%) and 4-fold (6.7%) groups and none from the 8-fold
group. Although no significant difference in systemic corticoste-
roid use was detected among the groups, likely a reflection of
inadequate statistical power for this outcome, a trend toward a
larger decrease in mean total symptom score with increasing ICS
dose was observed at the end of the study. The investigators
postulated that timing of the intervention (institution of inter-
vention within 72 hours of onset of symptoms), possible sponta-
neous recovery to baseline, and questionable overtreatment of
previous exacerbations with systemic steroids could explain
improvement regardless of the ICS dose increase.

The concept of escalation in the steroid dose also could be
considered in terms of an increase in dosing frequency. In a study
exploring the influence of various ICS dosing regimens on asth-
matic response, 34 patients using different treatment regimens of
budesonide were compared (budesonide given once or twice daily,
in the morning or morning and evening at doses of 400, 800, or
1,600 ug/d).>* All patients received each of the treatment combi-
nations for 2 weeks. Changes in PEFR, blood eosinophils, and serum
cortisol levels increased approximately linearly with the logarith-
mic dose of budesonide (P < .0005); however, systemic effects of
the drug were nonsignificant at low dosage. Overall, the once-daily
regimen showed the best risk-to-benefit relations. The data suggest
that decreases in dose frequency made with the hope of improving
patient adherence are likely to lead to decreased medication effi-
cacy. Titrating dosage in puffs per dose rather than doses per day
may enable attainment of a better risk-to-benefit balance, and an
increase in dosing frequency may lead to increased efficacy. These
therapeutic considerations probably apply to some or all the other
topically active steroids currently used to treat asthma and are an
important consideration for future dose escalation studies at the
onset of yellow zone decay.’> >’

Summary Statement 7: For children younger than 6 years
with recurrent wheezing and risk factors for subsequent
asthma (ie, positive modified asthma predictive index), consider
initiating high-dose ICSs or oral montelukast at the early signs
of wheezing illnesses to decrease intensity of symptoms.
(Option: B Evidence)

In preschool-age children with intermittent wheezing (ie,
episodic viral wheeze) who demonstrate minimal to no symptom
burden outside periods of an RTI, several trials have examined the
episodic use of asthma controller therapy on asthma-relevant
outcomes. Three small studies in the 1990s found that intermit-
tent use of ICS (moderate to high doses) at the onset of upper RTI
symptoms did not decrease the need for OCS rescue.?’#8:8

More recently, however, 4 larger trials have examined episodic
ICS use at the early signs of illness in an effort to prevent symptom

and episode progression. It should be noted that several of these
studies did not require the presence of the classic “yellow zone”
lower respiratory tract symptoms, but rather focused on symptoms
that serve as typical antecedents of wheezing exacerbations in
young children, with a focus on early symptoms indicative of an
upper RTI. This population likely had heterogeneous etiologies for
wheezing. Therefore, future studies should stratify the population
based on modified asthma predictive index status. Bacharier et al>®
found that starting high-dose ICS (1 mg of budesonide twice daily
for 1 week) and albuterol at the earliest recognition of patient-
specific early signs of illness did not decrease OCS use but did
lessen symptom severity during episodes compared with use of
albuterol alone. Ducharme et al*>° found that the initiation of high-
dose ICS (750 ug of fluticasone propionate twice daily until reso-
lution of cough and wheeze for 48 hours) at the first sign of an
upper RTI decreased the odds of OCS use by approximately 50% but
was associated with statistically significant decreases in rate of
linear and weight growth. Zeiger et al*C demonstrated that children
who received the episodic use of high-dose ICS (1 mg of budesonide
twice daily for 1 week) and albuterol at the earliest recognition of
patient-specific early signs of illness experienced comparable fre-
quencies of exacerbations requiring OCSs as those children who
received daily low-dose ICS (0.5 mg of budesonide once daily for 12
months).

A recent study including children 1 to 4 years of age with asthma
symptoms on at least 7 of 14 days during a run-in period demon-
strated that the “as-needed” use of ICS (800 ug of beclomethasone)
given when albuterol rescue was needed did not differ from daily
ICS (400 ug of beclomethasone twice daily) in the time to first
exacerbation requiring an 0CS.>®

Overall, these data indicate that the early episodic use of high-
dose ICS therapy, particularly in children at high risk for asthma
(ie, positive modified asthma predictive index), may decrease the
symptomatology during acute illnesses, and although the approach
studied by Ducharme et al*® was effective in decreasing exacer-
bations requiring an OCS, the occurrence of growth effects may
lessen the clinical appeal of this strategy. The recent demonstration
that episodic high-dose ICS was comparable to daily low-dose ICS
in risk of exacerbation suggests that this approach may serve as an
alternative strategy to daily therapy but remains associated with a
lower, but not 0, risk of exacerbation.

Summary Statement 8: For patients with mild to moderate
asthma, consider recommending symptom-driven use of ICSs
with concomitant inhaled 3 agonist for control of a yellow zone
asthma exacerbation. (Option: B Evidence)

Dynamic dosing

Most trials investigating yellow zone management have focused
on a period of scheduled step-up of predefined medications as
discussed earlier. However, if the yellow zone is reframed as a
period of acute loss of asthma control, intermittent and sustained
temporary loss of control would be considered the yellow zone.
Therefore, research evaluating intervention during very early signs
of asthma worsening, as in the “as-needed” use of step-up in
controller medications and reliever bronchodilator use, could be
accepted as an AMD yellow zone strategy. Recently, there have been
results supporting this strategy.

Symptom-driven ICS step-up, with or without SABA

Boushey et al®® used the approach of as-needed ICS adminis-
tration in patients with mild asthma who were not receiving daily
ICS in the Improving Asthma Control Trial (IMPACT). Adults (n =
225) with EPR guideline-defined mild persistent well-controlled
asthma (low doses of ICS) were randomized to (1) low-dose ICS
(200 mg twice daily), (2) leukotriene receptor antagonist (20 mg of
zafirlukast), or (3) placebo. Participants in all 3 groups instituted a
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symptom-based action plan when predetermined criteria sug-
gesting lack of control were met. The interventions consisted of
open-label budesonide (800 mg twice daily) for 10 days or pred-
nisone (0.5 mg/kg of body weight per day) for 5 days if asthma
symptoms worsened. The placebo group can be considered as
having received intermittent therapy that can be considered a
yellow zone strategy. The 3 treatments produced similar increases
in morning PEF (primary outcome) and similar rates of asthma
exacerbations (secondary outcome). Compared with intermittent
therapy or daily zafirlukast therapy, daily budesonide therapy
produced greater improvements in pre-bronchodilator FEVj,
bronchial reactivity, percentages of eosinophils in sputum, exhaled
nitric oxide levels, scores for asthma control, and the number of
symptom-free days but not in postbronchodilator FEV; or quality of
life. Based on these results, the authors suggest that it is possible to
treat mild persistent asthma with short intermittent courses of ICSs
or OCSs taken when symptoms worsen.

Three recent studies, 2 in adults and 1 in children, evaluated the
novel approach of stepping down therapy in patients well
controlled on low doses of ICS (EPR3 step 2 care) to the use of ICS
each time the patient used rescue SABA. Thus, patients had the
option of using intermittent step-up therapy when required for
symptom control in 1 of the trial arms, enabling them to receive not
only a bronchodilator but also an antiinflammatory medication. In
the Beclomethasone plus Salbutamol Treatment (BEST) study, Papi
et al®' examined 455 adult patients (18—65 years of age) with mild
well-controlled asthma on 250 mg of beclomethasone twice daily.
The patients were randomized to 1 of 4 groups: placebo twice daily
plus 250 ug of beclomethasone plus albuterol as needed (as-needed
combination prescription), placebo twice daily plus albuterol as
needed (as-needed albuterol prescription), 250 ug of beclometha-
sone twice daily plus albuterol as needed (regular beclomethasone
prescription), and 250 pug of beclomethasone plus albuterol single
inhaler twice daily plus albuterol as needed (regular combination
prescription). They found that symptom-driven use of beclome-
thasone and albuterol in a single inhaler was as effective as regular
use of beclomethasone twice daily for the primary outcome
(morning PEF). Notably, the number of exacerbations during the
6-month treatment was significantly smaller in the as-needed
combination therapy group (0.74) compared with the as-needed
albuterol therapy group (1.63) but was not significantly different
from those in the groups receiving regular beclomethasone therapy
(0.71) or regular combination therapy (1.76). The 6-month cumu-
lative dose of ICS was lower in the as-needed combination group
(approximately one fourth the daily prescription). This suggests
that symptom-based use of ICS plus SABA is efficacious in the yel-
low zone if started early and that as-needed albuterol alone is not
effective in preventing progression to the red zone.

A similar approach, using increased doses of ICS at the earliest
signs of asthma worsening, was examined in 843 children 5 to 18
years of age in the TREXA trial.*” In this study, the ICS and albuterol
were delivered in separate inhalers (as opposed to the adult study in
which the ICS and albuterol were in a single inhaler). Participants
who had well-controlled asthma while receiving low-dose beclo-
methasone were randomized to 1 of 4 treatment groups: twice-
daily beclomethasone with beclomethasone plus albuterol as
rescue (combined group), twice-daily beclomethasone with pla-
cebo plus albuterol as rescue (daily beclomethasone group), twice-
daily placebo with beclomethasone plus albuterol as rescue (rescue
beclomethasone group), and twice-daily placebo with placebo plus
albuterol as rescue (placebo group). The study’s primary outcome
was time to first exacerbation. In this 44-week trial, the frequency of
exacerbations and treatment failure was significantly higher in the
placebo group (49%) compared with the other 3 groups in which ICS
was used as reliever and/or maintenance (28—35%). Interestingly,
the secondary outcome, linear growth, was significantly worse in

the combined and daily ICS arms compared with the rescue ICS arm,
with growth being 1.1 cm (SD 0.3 cm) less in the combined and daily
arms (P <.00010001) but not in the rescue arm (P = .26). The rescue
group also received 15% to 25% of the ICS dose that those in the
combined and daily ICS groups received. The investigators
concluded that ICS as rescue medication with albuterol might be an
effective step-down strategy for children with mild asthma that is
well controlled with low-dose ICS.

The Best Adjustment Strategy for Asthma in the Long Term
(BASALT) study also demonstrated that symptom-based ICS use is
comparable to daily ICS use in adults with asthma. The innovation
of BASALT was to couple the use of FDA-approved reliever and
controller treatments in a symptom-driven adjustment strategy.
This was a parallel, 3-group, placebo-controlled, multicenter, ran-
domized controlled trial of 342 adults with mild to moderate
controlled asthma assigned to 1 of 3 approaches of adjusting ICS
therapy in adults with asthma (physician assessment; biomarker-
and symptom-based adjustment).%? For symptom-based adjust-
ment, an ICS was taken with each albuterol rescue use, and for the
other 2 arms the dose of ICS was adjusted every 6 weeks based on
measurements of control. Similar to the results of the IMPACT and
BEST trials regarding rescue ICS use with symptoms compared with
other interventions in patients with mild and mild to moderate
persistent asthma, respectively, there were no significant differ-
ences in time to treatment failure.

Dynamic-dosing step-up with ICS plus albuterol may be
considered an option for children (step 2) and adults whose asthma
is mildly persistent (step 2 care per EPR3 guidelines).

Dynamic-dosing step-up: AMD

Dynamic-dosing step-up strategies using combination therapy
with an ICS and a LABA have been studied by different research
groups. Although the traditional fixed-dose strategy is designed to
allow the patients to maintain complete control, the AMD strategy
encourages the patient to escalate extra dosing based on symp-
toms. This may enable a decrease in cumulative controller dose and
avoidance of OCSs. Other terms used for this dynamic-dosing step-
up strategy using ICS and LABA in various studies reviewed below
are maintenance and reliever use and single-inhaler maintenance
and reliever therapy. As mentioned earlier in the document, AMD is
used in this document to ensure consistency.

Multiple recent studies have consistently demonstrated efficacy
of AMD in the treatment of the yellow zone. Hence, this AMD
therapy has become standard of care in many countries in Europe
and Canada. However, it is to be noted that these studies used doses
that exceed the FDA approval (up to 3 times the recommended
dose) and the Turbuhaler (AstraZeneca, London, United Kingdom)
device is approved for use in these countries.®® These medications
are available for use in the United States in as metered dose inhalers
and there is an FDA boxed warning regarding the use of the LABA
component of this regimen. Evidence for use of this AMD strategy
will be critically reviewed below.

Initial open-label studies suggested that patient-driven AMD
with an ICS-LABA combination may provide better symptom con-
trol, fewer exacerbations, and better cost effectiveness.®*®> How-
ever, the first controlled trial of fixed vs AMD doses in adults with
persistent asthma came to a different conclusion. FitzGerald et al®®
compared fixed dosing with fluticasone and salmeterol (250 and 50
mg twice daily) vs AMD with budesonide and formoterol (400 and
12 mg twice daily). After a run-in period with each of these dosing
strategies, patients in the budesonide-formoterol arm halved their
dose. Then, they were instructed to increase or decrease the
numbers of puffs per day based on the following measurements of
control: nocturnal awakenings caused by asthma, frequency of
rescue medication use, and changes in morning PEF. The study
findings were that after 48 weeks of therapy, patients receiving
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stable dosing of 250 and 50 mg of fluticasone and salmeterol twice
daily had significantly greater increases in symptom-free days, days
free of rescue medication, and morning PEF. Notably, they also
experienced almost a halving of the exacerbation rate compared
with AMD with formoterol and budesonide. The investigators
interpreted the data as suggesting that a minimum daily amount of
maintenance therapy seemed to be necessary to prevent exacer-
bations in adults with persistent asthma.

Conversely, several other research groups have demonstrated
favorable data supporting AMD strategies. Aalbers et al®’ found
that AMD with budesonide and formoterol decreased exacerba-
tions and reliever medication use compared with fixed-dose flu-
ticasone and salmeterol. Using a single combination product
(formoterol and budesonide) with an AMD strategy vs a fixed-
dose strategy, Ind et al®® found that AMD with budesonide and
formoterol in a single inhaler provided effective asthma control at
lower medication doses. Symptom control was maintained or
improved in 85% to 86% of patients in the 2 groups, and 94%
experienced no treatment failures.

The LABA formoterol is similar to SABA reliever medication in
rapidity of onset of bronchodilation. The possibility of using inter-
mittent, symptom-based use of combination products with ICS and
formoterol that can serve as controller and reliever has been
studied by numerous groups. The rationale of the AMD concept is
that patients would need to possess a single inhaler for mainte-
nance and reliever therapy, thereby simplifying their regimen.
Furthermore, the ICS obtained with the additional doses might
further lower the risk of exacerbations. As seen in the study by
Partridge et al,>* when participants are faced with an exacerbation,
most increase SABA immediately and delay their increase of ICS.
Therefore, AMD therapy may ensure prompt institution of anti-
inflammatory therapy in addition to providing symptom relief. In
addition, a symptom-driven approach allows an acknowledgement
of adherence problems and is a strategy that is consistent with
“real-world” practice.

Nevertheless, a symptom-driven approach assumes that pa-
tients are cognizant of worsening asthma symptoms. This is not
always true because it has been reported that many patients with
asthma fail to perceive their level of disease control.® This lack of
perception is not well correlated with their knowledge about
asthma or any obvious personal characteristics®® and may be more
common in those with more severe disease,’® increased hyper-
responsiveness, and lower lung function.”! Furthermore, because
symptom perception varies among people, a pure symptom-driven
approach may not be feasible in a select subgroup (ie, poor per-
ceivers of dyspnea). Success of this strategy would depend on an
effective provider-patient partnership and education, including a
written asthma action plan with instructions to increase the
patient’s dose at early signs of acute loss of control.

The AMD strategy has been evaluated in multiple studies.
In the STEAM study, patients with mild to moderate asthma
received AMD with budesonide plus formoterol or budesonide
(double the maintenance dose used in the AMD arm) and as-
needed SABA.”? After 6 months of treatment, patients in the AMD
arm had significantly greater improvements in PEF from baseline
compared with patients receiving budesonide and as-needed SABA
(34.5 vs 9.5 L/min, P < .001). There also was a significantly lower
risk of severe exacerbations in the AMD arm (54%, P = .0011). The
investigators opined that this demonstrated that the AMD
approach was superior at producing symptom relief with a lower
overall medication dose.

The 1-year STEP study evaluated these 2 regimens in patients
with a greater severity of asthma (83% severe).”* The time to first
severe exacerbation (hospitalization or ED treatment or systemic
steroids owing to asthma worsening or a decrease in morning PEF
to <70% of baseline on 2 consecutive days) was prolonged in the
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AMD arm compared with the budesonide arm (P < .001) and the
risk of having a severe exacerbation was 39% lower (P <.001). The
AMD group had 45% fewer severe exacerbations requiring medical
intervention per patient compared with the budesonide group (P <
.001) and the mean daily ICS dose was lower in the AMD group than
in the budesonide group (466 vs 640 ug/d).

The 1-year STAY study compared 3 different regimens in chil-
dren and adults with moderate asthma: budesonide plus as-needed
SABA (terbutaline); budesonide and formoterol plus as-needed
SABA; and AMD with budesonide and formoterol.”> This multi-
center clinical trial involved 2,760 4- to 80-year-old patients with
asthma (FEV 60% to 100% of predicted value). The results suggested
that AMD (mean daily budesonide dose of 240 ug/d in adults and
126 pg/d in children) significantly prolonged the time to first severe
exacerbation compared with the other 2 regimens (P < .001). All
treatments improved asthma symptoms as measured by a
decreased need for reliever medication and fewer nights with
awakenings. The AMD using budesonide and formoterol prolonged
the time to the first severe exacerbation, resulting in a 45% to 47%
lower exacerbation risk compared with the other 2 treatment op-
tions. The AMD regimen also prolonged the time to the second and
third exacerbations requiring medical intervention, decreased se-
vere exacerbation rates, and improved symptoms, awakenings, and
lung function compared with the 2 fixed-dosing regimens. The
observation was made that the timing of the increased ICS dose
(AMD) was likely the key factor that contributed to the improved
outcomes compared with the magnitude of the increase in the
budesonide dose (4-fold).

The SMILE trial attempted to characterize the contribution of
budesonide and formoterol as reliever therapy.’> All patients in this
1-year study received budesonide and formoterol (1 inhalation
twice daily) as maintenance treatment but were randomized to
receive 1 of 3 different as-needed reliever regimens: additional
inhalations with budesonide and formoterol, formoterol alone, or
terbutaline alone. As in previous studies, time to first severe exac-
erbation was significantly increased in the AMD arm compared
with the other 2 strategies (P = .0048 vs formoterol relief, P <.0001
for terbutaline relief) and the yearly exacerbation rate was
decreased by 33% and 48%, respectively. However, the AMD strategy
failed to improve the percentage of asthma control days or patient-
reported quality of life, suggesting as-needed budesonide plus
formoterol may have a greater role in mitigating exacerbations than
on every-day asthma control.

The COMPASS was a 6-month, double-blinded study that
compared a budesonide plus formoterol AMD with fluticasone plus
salmeterol or budesonide plus formoterol (with rescue terbutaline)
at a higher maintenance dose than used in previous trials.”® The
higher dose was used to address the speculation that maintenance
ICS dosing in comparison arms of previous trials may have been
inadequate. Although the primary outcome of time to first severe
exacerbation was significantly lengthened by the AMD regimen
(P = .0034 vs fluticasone plus salmeterol, P = .023 compared with
budesonide plus formoterol) and patients had 28% to 39% fewer
exacerbations, all treatments used in the study produced similar
improvements in lung function and asthma control days. There also
was no difference among the 3 treatments in the rate of mild ex-
acerbations or in patient-reported quality of life. Mean daily doses
of ICS were lowest in the AMD arm (755 ug/d of BDP equivalent
compared with 1,000 ug/d in the other 2 arms), highlighting the
ability of the AMD regimen to achieve a lower effective dose of ICS.

The COSMOS was a 1-year, open-label comparison of AMD using
fluticasone plus salmeterol plus salbutamol as needed with AMD
using budesonide plus formoterol.”” Of note, reversibility was not
an inclusion criterion in this study, thereby addressing the possi-
bility that there may be a differential response in LABA responders.
Providers were permitted to titrate maintenance doses in
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accordance with normal clinical practice. Compared with the AMD
group, single-inhaler maintenance and reliever therapy with
budesonide plus formoterol significantly lowered the risk and rate
of exacerbations (instantaneous risk decreased by 25%, exacerba-
tion rate decreased by 22%). The ICS dose was similar in the 2 arms
of the study (1,420 ug/d of beclomethasome dipropionate equiva-
lent for budesonide and 1,402 ug/d for fluticasone), but patients in
the AMD arm had significantly decreased as-needed medication
use and increased odds of having low weekly levels of reliever
medication use. Interestingly, there was no difference in patient-
reported quality of life between the 2 groups.

In a recent 24-week trial undertaken at 4 primary health care
practices and 1 hospital in New Zealand, patients (16—65 years old)
with a recent asthma exacerbation were randomly assigned to an
AMD strategy (2 actuations of 200 ug of budesonide plus 6 ug of
formoterol twice daily with 1 additional actuation as needed) or a
standard fixed-dose regimen (1—2 actuations of salbutamol as
needed in addition to maintenance budensonide-formaterol [bud-
form] twice daily).”® Metered dose inhalers were monitored elec-
tronically to measure actual use of medication. The primary
outcome was the proportion of participants with at least 1 high-use
episode of a § agonist (>8 actuations per day of bud-form in
addition to the 4 maintenance doses in the AMD group or >16
actuations per day of salbutamol in the standard group). No sig-
nificant difference was noted between the AMD (n = 151) and
standard (n = 152) groups in the proportion of participants with at
least 1 high-use episode of a § agonist; there were fewer days of
high use in the AMD group (mean 5.1 days [SD 14.3] vs 8.9 days [SD
20.9], P=.001). Of the patients who had at least 1 high-use episode,
those in the AMD group had fewer days of high use without medical
review (8.5 days [SD 17.8] vs 18.3 days [SD 24.8], P = .001). Par-
ticipants in the AMD group had fewer severe asthma exacerbations
(35 vs 66, P = .004).

LABA concerns

Despite these efficacy data, concerns regarding potential safety
issues expressed by the FDA for LABA use,”® detailed below, have
influenced the lack of federal regulatory approval of this strategy.
These and similar protocols have become standard of care in Can-
ada and some countries in Europe. Given the safety and efficacy of
the AMD approach as reflected in the data in this document, this
approach may be considered an option for use in the yellow zone.

Currently, there is an FDA boxed warning in the United States
regarding the use of the LABA component of this regimen. Use of
the single ICS-LABA inhaler as a maintenance and reliever is not
approved by the FDA at this time. The FDA strongly cautions that
this medication “should not be initiated in patients during rapidly
deteriorating or potentially life-threatening episodes of asthma”
and that it “is not indicated for the relief of acute symptoms, i.e., as
rescue therapy for the treatment of acute episodes of broncho-
spasm.” They recommend that an inhaled SABA also be provided to
the patient for treatment of acute symptoms, despite regular twice-
daily (morning and evening) use of ICS-LABA for maintenance of
asthma control.

The concerns of the FDA stemmed from a review of 3 prospec-
tive, randomized, placebo-controlled, double-blinded clinical
studies of formoterol at dosages of 12 and 24 ug twice daily for the
treatment of patients with asthma.®® In their review, the in-
vestigators found that a larger number of patients treated regularly
with 24 ug of formoterol twice daily had a serious asthma exacer-
bation than those on placebo. In the studies, stable regimens of
orally inhaled or intranasal corticosteroids, oral theophylline,
short-acting antihistamines, or allergen immunotherapy were
allowed as applicable. In the first study, 4 of 135 adult patients (3%)
who had been treated with 24 ug of formoterol twice daily for 12
weeks had a serious asthma exacerbation compared with none of

136 placebo-treated patients. In the second study, 5 of 136 patients
(3.7%) treated with 24 ug of formoterol twice daily for 12 weeks had
a serious asthma exacerbation compared with 2 of 141 placebo-
treated patients (1.4%). In the third study, 11 of 171 pediatric pa-
tients (6.4%) treated with 24 ug of formoterol twice daily for 12
months had a serious asthma exacerbation compared with none of
176 placebo-treated patients. In the 2 12-week studies in adults and
adolescents, the serious asthma exacerbation events occurred 10
days to 2.5 months after the initiation of treatment. In the 1-year
pediatric study, the serious but nonfatal asthma exacerbations
occurred from day 50 to day 297 of treatment.

In the studies exploring the AMD using budesonide plus for-
moterol, the study protocols typically permitted a maximum of 10
as-needed inhalations in adults and 7 as-needed inhalations in
children in a single day (in addition to their daily maintenance
treatment) before contacting the investigator. In the pediatric
study by Bisgaard et al®*' (n = 106), fewer than 5% of patients in
the study took this maximum dose and there were no serious
adverse events.

In a study by O’Byrne et al,”> 2,760 4- to 80-year-old patients
with asthma (FEV; 60—100% predicted) received 0.4 mg of terbu-
taline as SABA with 80 ug of budesonide plus 4.5 ug of formoterol
twice a day or 320 ug of budesonide twice a day or 80 ug of
budesonide plus 4.5 ug of formoterol twice a day with 80 and 4.5 ug
as needed (budesonide-formoterol AMD). Children used a once-
nocturnal maintenance dose. There were 495 episodes with an
increase in as-needed medication to more than 4 inhalations per
day over the baseline value in the AMD group, of which 37 were
associated with an exacerbation; 1,347 episodes in the budesonide-
SABA (bud-SABA) group, with 120 associated with an exacerbation;
and 1,196 episodes in the bud-SABA group, with 96 associated with
an exacerbation. There were 26, 142, and 161 episodes of increased
as-needed use of more than 8 inhalations per day above baseline in
the AMD, bud-form-SABA, and bud-SABA groups, respectively; of
these, only 2 preceded an exacerbation in the maintenance and
reliever use group compared with 17 and 23 in the bud-form-SABA
and bud-SABA groups, respectively. There was no evidence for
overuse of reliever bud-form. On average, 55% of days were free of
reliever use in the maintenance and reliever use group. The mean
number of as-needed doses of bud-form was 1 additional dose per
day, consistent with other studies (ie, 50% of days with use of an
average extra 1 inhalation per day). In addition, there were notably
fewer episodes of high as-needed medication use (>8 inhalations
above baseline) in the AMD group compared with the fixed dosing
groups. Maintenance and reliever use also was associated with only
2 severe exacerbations in the high-user subgroup compared with
17 to 23 severe exacerbations in the as-needed SABA group. The
average daily dose of budesonide resulting from AMD use was 80
ug higher than for patients who used the bud-form for fixed
maintenance only (bud-form-SABA group). Importantly, no addi-
tional drug-related adverse events were identified with the use of
extra bud-form for relief in addition to maintenance.

In a study from New Zealand by Patel et al,’® the AMD regimen
resulted in higher ICS exposure (943.5 ug/d [1,502.5] vs 684.3 ug/
d [390.5] of budesonide, ratio of means 1.22 [1.06—1.41], P = .006)
but decreased OCS exposure (77.5 mg [240.5] vs 126.6 mg [382.1] of
prednisone, P = .011), with no significant difference in composite
systemic corticosteroid exposure (793.7 mg [893.1] vs 772.1 mg
[1,062.7] of prednisone equivalent per year, 1.03 [0.86—1.22],
P =.76).

A systematic review from the Cochrane Airways group
compared regular formoterol plus ICS with ICS only (at the same
dose) for risk of death and of other “serious adverse events.”8? With
the addition of 6 new randomized controlled trials in adults, there
were 20 randomized controlled trials with more than 10,000 adults
and 7 randomized controlled trials with 2,788 children. In adults,
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they found significantly fewer asthma-related serious adverse
events in those taking regular formoterol and ICS compared with
ICS alone and no significant difference in all-cause serious adverse
events. In children, there were too few data and too few events to
allow any clear conclusions to be drawn. Seven deaths of adults
were reported in more than 13,000 people, with 1 related to
asthma. The investigators summarized that no conclusions could be
drawn about possible differences in the risk of death relating to
taking ICS alone or with formoterol. Another recent Cochrane
review has demonstrated that AMD strategy can decrease exacer-
bations requiring OCSs against current best-practice strategies and
against a fixed higher dose of ICSs.2> They found more discontinu-
ations owing to adverse events on an AMD strategy compared with
current best practice but no significant differences in serious
adverse events. Limitations of the studies reviewed included the
open-label design of the trials and inadequate information
regarding adherence to treatment in the current best-practice arms
of the trials. The authors do not recommend use of this approach in
children and adolescents younger than 18 years because there is
limited research evidence in this age group. Currently, there are
there are several large clinical trials (adults, adolescents, and chil-
dren) in the United States examining the risks of the ICS-LABA
combination compared with ICS alone (http://www.clinicaltrials.
gov). These studies are expected to provide valuable information
on the safety aspects of regular use of low-dose LABA in combina-
tion with ICS but may not accurately reflect the risk of acute high-
dose LABA (with ICS) in the setting of deteriorating asthma control.

Other less well-studied strategies

It should be noted that there is scant literature available
regarding the use of alternative yellow zone interventions such as
use of single-dose ICS, combination of SABA plus anticholinergics,
and leukotriene modifiers. However, these options may be
considered in individual cases at the discretion of the provider.

Single high dose of ICS. Because one of the potential concerns is the
systemic effects of high-dose OCSs, use of 1 large dose of ICS might
help minimize some side effects. In a study of mild asthma exac-
erbations, 19 patients were randomized to doubling the dose of ICS
or adding a single dose of 3,200 ug of budesonide.®* Those receiving
the single high-dose treatment initially showed a greater increase
in PEF in the first week (87.4 L/min [4.7] vs 76.7 L/min [5.3], P =
.029). However, at 3 weeks, there was no difference between the
groups.

SABA plus anticholinergics. There is controversy over the use of
anticholinergic agents, such as ipratropium, as a reliever broncho-
dilator in the care of patients with acute asthma. Although bron-
chodilation has been demonstrated by blockade of resting
cholinergic bronchomotor tone and inhibition of cholinergic
bronchoconstriction, data suggest these anticholinergic agents
provide less bronchodilation and slower onset of action than
SABA.55:86

Studies examining the combined use of (§, agonists plus ipra-
tropium have shown variable results. A randomized study by
Rebuck et al®’ found that the greatest improvement in FEV;
occurred at 45 and 90 minutes after therapy with the combined use
of ipratropium and fenoterol compared with either alone in 148
patients with asthma with acute exacerbations. In contrast, Karpel
et al®® reported no long-term benefit with combination therapy in
patients with acute asthma in the ED setting. Although patients
receiving the combination of albuterol plus ipratropium showed
greater improvement in FEV; at 45 minutes, no sustained benefit
was seen at 90 minutes compared with either agent alone. It should
be noted that in most of these studies, a low dose of ipratropium
was used.

Rodrigo and Rodrigo® reported added efficacy with 4 puffs of
high-dose ipratropium therapy (21 ug per puff) and albuterol (120
ug per puff) in 1 inhaler every 10 minutes for 3 hours. In this study
of 180 patients with an acute asthma exacerbation (red zone
exacerbation), those who received combination therapy had
greater improvements in PEF (20.5%) and FEV; (48.1%) compared
with patients who received albuterol alone. The hospitalization rate
decreased significantly to 39% for patients given albuterol alone
and to 20% for patients given the albuterol-ipratropium combina-
tion. The patients most likely to benefit from the addition of high
doses of ipratropium were those who had an FEV; of 30% or less of
predicted and symptoms for at least 24 hours before ED
presentation.

Montelukast. Three studies have examined the potential role of
intermittent montelukast therapy in young children, with modest
overall results. Robertson et al*’ studied children 2 to 14 years of
age with intermittent asthma and found that montelukast started
at the onset of an upper RTI or asthma symptoms and continued for
at least 7 days resulted in modest decreases in health care usage
and symptom severity but no effect on OCS use, episode duration,
or SABA use. Bacharier et al*® found that starting montelukast with
albuterol at the earliest recognition of patient-specific early signs of
illness in children 1 to 5 years of age with severe intermittent
wheezing also did not decrease OCS use but did lessen symptom
severity during episodes compared with use of albuterol alone.
Valovirta et al’® compared daily and episodic montelukast (treat-
ment started with signs or symptoms consistent with an imminent
cold or breathing problem) with placebo in children 6 months to 5
years of age with episodic wheezing and found no difference be-
tween the montelukast arm and placebo in the number of episodes
culminating in an asthma attack over the 1-year study.

Future research

Although exacerbations of asthma are a very common problem,
there is a surprising paucity of data regarding intervention in this
situation. Further research is desperately needed in children and
adults. When designing these studies, investigators should
consider the potential impact of the dose, timing and frequency of
escalation of the intervention, and the population being studied.
Moreover, it is imperative that further research be undertaken to
better define early predictors of asthma exacerbations (including
markers of inflammation) and strategies to prevent airway
remodeling.”!
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