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Severe asthma often remains uncontrolled despite effective
treatments and evidence-based guidelines. A group of global
experts in asthma and biologic medications from 9 countries
considered the most relevant clinical variables to manage severe
asthma in adult patients and guide treatment choice. The
resulting recommendations address the investigation of
biomarker levels (blood eosinophil count along with fractional
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concentration of exhaled nitric oxide [FeNO]), clinical features
(oral corticosteroid [OCS] dependence, specific comorbid disease
entities associated with severe type 2 asthma), and safety
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FeNO, add prognostic and predictive value and should be
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Abbreviations used

BEC- B
lood eosinophil count

BMI- B
ody mass index
CRSwNP- C
hronic rhinosinusitis with nasal polyposis

EGPA- E
osinophilic granulomatosis with polyangiitis

EPX- E
osinophil peroxidase
FeNO- F
ractional concentration of exhaled nitric oxide

GINA- G
lobal Initiative for Asthma

ICS- In
haled corticosteroids
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munoglobulin E

IL- In
terleukin
IL-5Ra- IL
-5 receptor alpha

mAb-M
onoclonal antibody

OCS- O
ral corticosteroid

ppb- P
arts per billion

QoL- Q
uality of life

T2- T
ype 2
important factor in biologic selection, especially given the
documented ability of some biologics to reduce OCS
dependence. Comorbid diseases and relevant safety consid-
erations to each biologic should also be considered. More
data are needed to determine whether biomarker profiles
identify patients suited to one biologic versus another as
limited data support differential predictors of response.
Further prospective head-to-head trials and post hoc analyses
of clinical trial data are warranted. The authors believe that
these recommendations have value as they offer expert
opinion to assist health care providers in making difficult
decisions regarding the quality of care in severe, type 2
asthma with biologic medications. They remain conditional
and are based on limited data owing to a lack of head-to-head
comparisons. � 2021 The Authors. Published by Elsevier
Inc. on behalf of the American Academy of Allergy, Asthma
& Immunology. This is an open access article under the CC
BY license (http://creativecommons.org/licenses/by/4.0/). (J
Allergy Clin Immunol Pract 2022;10:422-32)

Key words: Algorithm; Eosinophils; Severe asthma

Asthma is a chronic inflammatory disease estimated to affect
339 million people, with 5% to 10% of these patients reported
to have severe asthma.1-4 Severe asthma causes continuing
symptoms that greatly affect qualify of life (QoL) and result in
severe, life-threatening exacerbations.5,6 Although only a small
percentage of patients in the total asthma population have severe
asthma, the care of these patients is associated with substantially
greater health care costs and indirect costs, with severe exacer-
bations in these patients associated with substantial health care
costs as well as psychological burden.7-9

Asthma is classified as severe when maximal, high-intensity
treatment is needed for control or when it remains uncon-
trolled despite treatment adherence.3,10,11 Severe asthma requires
maintenance treatment with high-dosage inhaled corticosteroids
(ICS) plus additional controller medication(s) or systemic corti-
costeroids to maintain disease control and reduce exacerba-
tions.3,12 Despite the availability of effective medications to
control asthma, severe exacerbations continue to be a major
health risk that lead to serious outcomes, such as hospitalization
or death, with asthma exacerbations being 3 times more likely to
occur in patients with uncontrolled asthma.3,9,13 Approximately
25% of patients with severe asthma report 4 or more exacerba-
tions per year.14

Severe asthma is associated with different specific pheno-
types.15,16 For this persistent, often uncontrolled disease, iden-
tification of a patient’s specific asthma phenotype is important
not only for research purposes or in clinical trials, but also in
clinical practice to guide therapy in the implementation of a
successful treatment plan to improve QoL, reduce exacerbations,
and limit hospitalizations.5,17

The eosinophil granulocyte has been identified as a key
mediator of airway inflammation in several asthma phenotypes,
including those with both allergic and nonallergic features.18,19

The biological functions of eosinophils are complex, potentially
acting as antigen-presenting cells and releasing type 2 (T2) cy-
tokines, as well as by inducing dendritic cell differentiation
through eosinophil-derived neurotoxin release.20,21 In addition,
there is a strong association between nasal and pharyngeal
eosinophil peroxidase (EPX) levels and eosinophil percentage of
induced sputum, with EPX-generated oxidants found to relate to
mucus plug formation and chronic airflow obstruction in severe
asthma.22,23 Furthermore, eosinophils are an important part of
immunity, with their cytokines and growth factors contributing
to proinflammatory responses.24,25

According to the International Severe Asthma Registry, T2
asthma represents approximately 70% of severe asthma cases.26

T2 asthma includes interleukin (IL)-4, IL-5, and IL-13 patho-
physiology, leading to both eosinophilic and allergic disease.27-29

In eosinophilic asthma, eosinophils increase in the peripheral
circulation and accumulate in the airway wall and the airway
lumen; eosinophil activation and degranulation contribute to
airway inflammation, mucus hypersecretion, mucus plugging,
bronchoconstriction, and airway remodeling.30-32 Elevated blood
eosinophil counts (BECs) are associated with more severe disease,
increased frequency of exacerbations, and asthma mortality.33-37

Reducing eosinophil-associated airway inflammation is a thera-
peutic target for several asthma biologic agents.38 For patients
with severe, eosinophilic asthma, biologic therapies that reduce
or deplete eosinophils provide an endotype-specific treatment
approach that results in significant reductions in asthma symp-
toms, reduction in oral corticosteroid (OCS) use, decreased
exacerbation frequency, and improved lung function.11,39-42

Fraction of exhaled nitric oxide (FeNO) levels have also
demonstrated prognostic and predictive value for patients with
severe asthma, with a combination of BEC and FeNO providing
additive information for biologic medications.43 These pheno-
types may usually be distinguished by identifiable clinical and
biomarker profiles that are associated with a typical response to
treatment.27,44 The presence of a specific T2 endotype is assessed
in clinical practice using a combination of BEC, FeNO, and total
and specific immunoglobulin E (IgE) in an effort to identify the
dominant driver (IL-4, IL-5, IL-13, or IgE).27,44,45 Biologic
therapies may have a greater positive clinical impact in particular
patient subgroups in asthma,15 including those with higher
FeNO levels and BECs, atopic dermatitis, chronic rhinosinusitis
with nasal polyposis (CRSwNP), allergies, and OCS use.

The FDA has approved 5 biologics for the treatment of severe,
T2 asthma (including both allergic [total IgE with a predefined
range] and eosinophilic asthma), each with distinct mechanisms of
action (Table I). Omalizumab is indicated for moderate-to-severe
persistent asthma in patients 6 years of age and older with a

http://creativecommons.org/licenses/by/4.0/


TABLE I. Biologics for the treatment of severe asthma

Biologic medication Mechanism of action Indications

Biomarkers predicting

enhanced treatment response

Omalizumab46-50 mAb to IgE Moderate-to-severe asthma for patients aged �6 y
with symptoms not controlled with ICS

FeNO (�20 ppb), BEC
(>260 cells/mL)

Dupilumab51-56 mAb to IL-4 receptor alpha Moderate-to-severe asthma for patients aged �12 y,
with eosinophilic phenotype or OCS-dependent
asthma

FeNO (>25 ppb), BEC
(>150 cells/mL)

Mepolizumab41,57-63 mAb against IL-5 Add-on maintenance therapy for patients with severe
asthma aged �6 y, with eosinophilic phenotype

BEC (�150 cells/mL)

Reslizumab64-67 mAb against IL-5 Add-on maintenance therapy for patients with severe
asthma aged �18 y, with eosinophilic phenotype

BEC (400 cells/mL)

Benralizumab40,42,68-79 mAb against IL-5 receptor alpha Add-on maintenance therapy for patients with severe
asthma �12 y of age, with eosinophilic phenotype

BEC (�150 cells/mL)

BEC, Blood eosinophil count; FeNO, fractional concentration of exhaled nitric oxide; ICS, inhaled corticosteroid; IgE, immunoglobulin E; IL, interleukin; mAb, monoclonal
antibody; OCS, oral corticosteroid; ppb, parts per billion.
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positive skin test or in vitro reactivity to a perennial aeroallergen
and symptoms that are inadequately controlled with ICS. Oma-
lizumab is a recombinant humanized IgG1 monoclonal antibody
(mAb) therapy that targets and binds free IgE, interrupting the
IgE-mediated asthma inflammatory cascade at an early stage; thus
omalizumab reduces both early and late asthmatic responses and
improves exacerbations, lung function, and asthma control, with a
greater effect on exacerbations demonstrated for patients with high
FeNO levels, BEC, and periostin.46-50 Mepolizumab, reslizumab,
and benralizumab are 3 immunomodulator mAb therapies that act
to reduce eosinophilic inflammation and are recommended as
add-on therapies for the treatment of patients with severe, un-
controlled asthma who exhibit an eosinophilic phenotype.12,80,81

Mepolizumab is a fully humanized mAb that binds to IL-5,
blocking its action as a key inflammatory cytokine in eosinophil
development, activation, and survival; in clinical trials, it reduces
exacerbation rates, improves lung function, reduces OCS expo-
sure, and demonstrates clinically significant improvement for pa-
tients with a BEC of �150 cells/mL at baseline as well as better
outcomes in those patients with adult asthma diagnosis,
CRSwNP, lower body mass index (BMI), and lower maintenance
prednisolone dosage required at baseline.41,57-63,81-83 Reslizumab,
a humanized anti-human IL-5 mAb, demonstrates clinically sig-
nificant improvements for patients with poorly controlled asthma,
including a significant reduction in the frequency of asthma ex-
acerbations compared with placebo; improvement in lung func-
tion is particularly observed in patients with BEC �400 cells/
mL.64-67,81-83 Benralizumab is a humanized IL-5 receptor alpha
(IL-5Ra)-directed cytolytic mAb that induces rapid and nearly
complete depletion of eosinophils via enhanced antibody-
dependent cell-mediated cytotoxicity, providing clinical benefits
for patients with increased BEC, greater exacerbation history, poor
lung function, OCS use, CRSwNP, and adult asthma diag-
nosis.40,42,68-79 Dupilumab is a fully human mAb directed against
the a-subunit of the IL-4 receptor and blocks both IL-4 and IL-13
signal transduction, which significantly lowers rates of severe
asthma exacerbations and OCS use and demonstrates improve-
ment in lung function versus placebo, with the greatest treatment
benefits observed for patients with elevated BEC and/or FeNO
levels.51-56

In clinical practice, physicians have a difficult task prioritizing
which of these 5 biologics may be an optimal treatment for any
given patient; this difficulty results from the significant overlap in
patient characteristics for those who qualify for different bi-
ologics. Direct comparisons between biologics do not exist, and
meta-analyses and network analyses are inconclusive.84-89

Various algorithms for the selection of biologics in severe
asthma have been published over the past 5 years, with some
predating currently available compounds.5,12,84,90-99 There is a
clear need for a planned therapeutic approach in severe asthma
that remains uncontrolled.84 It is important to make a good
initial choice in an effort to avoid undesirable switching, spare
nonuseful exposure to expensive medications, limit the risk of
patient distrust, and decrease the risk of antidrug antibodies.100

Some of the treatment algorithms in the current literature are
complex and do not fully address the optimal treatment choice
between anti-IgE, anti-IL-5, anti-IL-5 receptor, and anti-IL-4
receptor. Individual national reimbursement practices in effect
may also guide decisions due to limitations and availability of
biologic therapies and the ease of switching between biologic
agents. Updated clinical treatment guidelines are needed for
optimal, individualized management of this patient popula-
tion.6,9 This summary and expert opinion aims to address the
investigation of biomarker levels (BEC along with FeNO),
clinical features (OCS dependence and specific comorbid disease
entities associated with severe T2 asthma [eg, severe atopic
dermatitis, CRSwNP, perennial allergy, eosinophilic gran-
ulomatosis with polyangiitis (EGPA), and eosinophilic pneu-
monia]), and safety considerations, some of which are not
addressed in previously developed clinical guidelines. All rec-
ommendations and opinions provided should be interpreted
taking the individual patient, as well as clinical circumstances,
perceptions, values, and preferences, into account.
METHODS
New therapeutic options for severe asthma have recently emerged,

mostly in the form of biologics targeting relevant inflammatory
pathways. Currently, available agents target different aspects of T2
immunity, and their indications often include overlapping patient
groups. Because direct head-to-head clinical studies for biologics are
lacking, the proposed treatment guidelines for initial choice and
potential switch between biologic medications for the management
of adult patients with severe asthma are based on current evidence,
including clinical trial data and analyses. This guidance also con-
siders the relevant complexities and understanding of the key



FIGURE 1. Biologic treatment algorithm for severe asthma. Recommendations for biologic treatment selection for patients with severe
asthma. aConsider historic adherence to treatment or reassess the inhaler technique first and address non-T2 comorbid disease entities
associated with severe asthma. bBEC thresholds provided are not absolute, and patient response to biologics should be considered on a
continuum of blood eosinophil levels. cFor patients with high BEC to FeNO levels (high BEC being the predominant signal), treatment with
anti-IL-5/5Ra is recommended, and for patients with high FeNO to BEC levels (high FeNO being the predominant signal), treatment with
anti-IL-4/13 is recommended. BEC and FeNO levels used to indicate a predominant signal are not established and should be based on
clinical judgment. dAlthough clinical trial data to support efficacy in these patients are limited, real-world data and clinical experience
indicate the effectiveness of treatment with anti-IgE for patients who have sensitivity to allergies (including those patients with high
FeNO and BEC levels). eAnti-IgE is recommended as a possible choice but not as the only treatment option, especially in patients with
high BEC (anti-IL-4/13, anti-IL-5, and anti-IL-5Ra). fDupilumab is to be avoided in these patients because of the risk of hypereosinophilia.
gAlthough these additional considerations may influence biologic selection, these factors and safety considerations are not essential to be
captured as part of the overall biologic treatment choice. BEC, Blood eosinophil count; BMI, body mass index; CRSwNP, chronic rhi-
nosinusitis with nasal polyposis; EGPA, eosinophilic granulomatosis with polyangiitis; FeNO, fractional concentration of exhaled nitric
oxide; GINA, Global Initiative for Asthma; ICS, inhaled corticosteroids; IgE, immunoglobulin E; IL, interleukin; OCS, oral corticosteroid;
ppb, parts per billion; T2, type 2.
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characteristics of the different treatment options with predefined
targets and experience in clinical practice.94 Recent research and
clinical studies have provided new information regarding severe
asthma phenotyping and treatment options.

A PubMed literature search for English-language clinical trial
reports, randomized-controlled trials, and meta-analyses on the use
of biologic medications to treat patients with severe asthma was
conducted. Search terms included “biologic” AND “monoclonal
antibody” AND “serious” AND “asthma.” The search yielded 65
results, including literature associated with omalizumab, mepolizu-
mab, reslizumab, benralizumab, and dupilumab from 2010
until 2020.

A roundtable meeting, consisting of a group of global experts in
asthma management on the use of biologics from 9 countries, was
held to review the available data in the medical literature and develop
a consensus that may be used to offer expert opinion to assist health
care providers in making difficult decisions regarding the quality of
care for adult patients with severe asthma in an effort to improve
treatment outcomes in this group of patients with asthma that often
remains uncontrolled. The roundtable participants considered the
most relevant clinical variables in choosing the optimal treatment for
individual adult patients with severe asthma.

The objective of the roundtable was to develop treatment rec-
ommendations that address the investigation of biomarker concen-
trations (BEC along with FeNO levels), clinical features (OCS
dependence and comorbid disease entities associated with severe T2
asthma [perennial allergy, CRSwNP, and severe atopic dermatitis]),
and safety considerations associated with the biologic medications.
RESULTS

An expert opinion about treatment recommendations was
developed for optimal management of patients with severe
asthma with biologic medications (Figure 1). In choosing the
optimal biologic medication for patients with severe T2 asthma
in clinical practice, BEC and FeNO levels can be used to assist in
anti-IL-5, anti-IL-5Ra, and anti-IL-4/13 selection. Should a
patient have a suboptimal response to first-line therapy, an
alternative treatment option that targets a different T2 inflam-
matory pathway or the possibility of non-T2 disease would be



TABLE II. Confirming the presence of asthma12

Patient status Asthma diagnosis confirmation

Variable respiratory symptoms and airflow limitation Asthma diagnosis confirmed

Variable respiratory symptoms but airflow limitation not
variable

Repeat spirometry after withholding BD or during symptoms; check between-visit variability
of FEV1 and BD reversibility; if normal, then asthma diagnosis not confirmed (consider
alternative diagnoses)

Few respiratory symptoms, normal lung function, and no
variable airflow limitation

Repeat BD reversibility test after withholding BD as above or during symptoms. If normal,
then asthma diagnosis not confirmed (consider alternative diagnoses)

Persistent shortness of breath and persistent airflow
limitation

Consider stepping up controller treatment for 3 mo and reassessing symptoms and lung
function; if no change, then asthma diagnosis not confirmed (consider additional/alternative
diagnoses)

BD, Bronchodilator; FEV1, forced expiratory volume in 1 second.
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considered. An adequate trial of at least 4 to 6 months is
necessary to assess treatment response for biologic medications in
patients with severe asthma.12,97,99 Response to treatment should
be assessed by physicians and based on prespecified goals shared
with the patient at treatment initiation. A multifaceted approach
is generally employed to evaluate treatment, including OCS
reduction, symptom control, lung function, and exacerba-
tions.101 Where improvement in any of the prespecified goals
may be considered treatment success, exacerbations are the most
important of the outcomes.

Baseline assessment

A baseline assessment to screen patients who are planned to be
treated with mAb is essential to optimize treatment.92 The
current treatment recommendations consist of a 4-part baseline
assessment.

Baseline assessment part 1. Confirm the presence of se-
vere asthma, according to the Global Initiative for Asthma
(GINA) report12 (Table II), along with OCS dependence or
exacerbations �2 per year and T2 inflammation (BEC �150
cells/mL and/or FeNO �25 parts per billion [ppb]) and/or
asthma that is clinically allergen driven. Assess adherence to ICS
(and maintenance OCS) and other controller medication treat-
ment and reassess the inhaler technique. Identify and address
comorbid disease entities associated with severe asthma and po-
tential exposure to risk factors or complicating factors (aspiration,
infection). Asthma may not be classified as severe if significant
improvement in asthma control occurs when the inhaler tech-
nique or adherence is optimized.12

Baseline assessment part 2. If severe asthma diagnosis is
confirmed and treatment has been optimized, establish BEC and
FeNO levels. BEC and FeNO levels should ideally be measured
in patients who have not used OCS acutely within the past 2
weeks. T2 asthma diagnosis in OCS-dependent patients can be
difficult, particularly if excessive systemic steroid is used, and
historic values before commencement of OCS should be sought
if possible, to avoid these patients being incorrectly labeled as a
non-T2 phenotype. Repeat BEC and FeNO level measurements
up to 3 times (eg, when asthma worsens acutely or before giving
OCS) before assuming that asthma is non-T2.12 BEC and FeNO
levels are both modifiable risk factors for exacerbations.12 The
prognostic and predictive values of biomarkers are related to the
intensity, consistency (ie, result always abnormal), and concor-
dance between 2 biomarkers; if both values are abnormal, that is
more predictive than only one being abnormal.43
Baseline assessment part 3. Validate T2 biomarker levels
by reviewing historic values and performing repeated measures
(especially if the adherence/inhaler technique has been
addressed), to confirm the presence/activity of T2 asthma and
comorbid disease entities associated with severe asthma. If his-
toric eosinophil counts are not available, consider an OCS-
tapering approach in patients receiving daily or frequent OCS
treatment who appear T2 low to assess for change in levels.

Baseline assessment part 4. Biomarkers and comorbid
disease entities associated with severe asthma should be consid-
ered in combination and in context. Although it is important to
consider BEC and FeNO levels, always consider comorbid dis-
ease entities associated with severe asthma, severity of the co-
morbid diseases relative to asthma, and whether comorbid disease
entities associated with severe asthma are a predictor of response
to biologics or a treatment target (eg, CRSwNP, EGPA, eosin-
ophilic pneumonia, severe atopic dermatitis). In considering
comorbid disease entities associated with severe asthma, the
highest clinical need of the patient should be addressed.

Biologic treatment choice based on predictors of

response
After the 4-part baseline assessment is complete, biologic

treatment choice should be made based on the predictors of
response, with BEC along with FeNO levels and OCS use being
the key factors. Although these factors may influence the choice
of a specific biologic, there are additional secondary factors in
comparison to BEC, FeNO, OCS, and also IgE. Additional
factors and safety considerations that may influence individual-
ized biologic selection that may be considered for certain patients
but are not essential to be captured as a part of the overall bio-
logic treatment choice in the treatment recommendations
include pregnancy, BMI, patient preference, treatment adher-
ence, frailty, dexterity, and age.

The BEC thresholds determined for these treatment recom-
mendations were BEC <150 cells/mL, BEC �150 to �1500
cells/mL, and BEC >1500 cells/mL. These thresholds are not
absolute, and patient response to biologics should be considered
on a continuum of BEC. Consider switching to a different
treatment option if a suboptimal response to first-line therapy is
observed.102

Patients with BEC <150 cells/mL. For patients who are
not on systemic corticosteroids, there is no evidence to support
biologic efficacy for patients with persistently low BEC and
FeNO levels. In the absence of high BEC (although within the
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normal range) and FeNO levels, sensitization to perennial al-
lergens alone does not indicate T2 airway inflammation or po-
tential efficacy of biologic treatment. If there is no evidence of a
clear T2 inflammatory signal, physicians should review the pa-
tient’s clinical history and examination to identify the true cause
of the patient’s clinical problem.12

For patients with FeNO <25 ppb and confirmation of
perennial allergy along with a history of confirmed allergy-
provoked asthma symptoms, treatment with anti-IgE could be
considered. Although clinical trial data to support efficacy in this
group are limited, real-world data and clinical experience have
demonstrated the effectiveness of treatment with anti-IgE for
patients who have sensitivity to allergens (including those pa-
tients with high FeNO and BEC levels) and may benefit from
anti-IgE therapy.47,50,103-105 For patients with FeNO �25 ppb
and confirmation of perennial allergy along with a clear history of
confirmed allergy-provoked asthma symptoms, treatment with
anti-IL-4/13 or anti-IgE is recommended. If an allergic history is
not confirmed, then treatment with anti-IL-4/13 is
recommended.55

Patients with BEC ‡150 to £1500 cells/mL. For pa-
tients with BEC �150 to �1500 cells/mL, consider BEC and
FeNO levels as the starting point for treatment choice,43 but also
consider T2 comorbid disease entities associated with severe
asthma. For patients with high BEC and high FeNO levels,
treatment with either anti-IL-5/5Ra or anti-IL-4/13 should be
considered. For patients with high BEC to FeNO levels (with
high BEC being the predominant signal), treatment with anti-IL-
5/5Ra is recommended, with a likelihood of increased treatment
response based on expert opinion. Consider either anti-IL-4/13
or IL-5/5Ra, taking into account whether FeNO [anti-IL-4/
13] or BEC [IL-5/5Ra] represent a dominant biomarker for
the patient. For patients with high FeNO to BEC levels (with
high FeNO being the predominant signal), treatment with anti-
IL-4/13 is recommended, with a likelihood of increased treat-
ment response based on expert opinion.43 The BEC and FeNO
levels used to determine which is the predominant signal are not
established through clinical trials or published literature and,
therefore, should be based on clinical judgment. Because of the
importance of FeNO and BEC levels in optimizing treatment for
patients with severe, eosinophilic asthma, further analysis of
clinical trial data to investigate the relationship between the
FeNO to BEC ratio and the response to biologic medication is
an important priority.

For patients with BEC �150 to �1500 cells/mL, also consider
the presence/activity of comorbid disease entities associated with
severe T2 asthma. Comorbid conditions can be both targets and/
or predictors of response and the treatment goal must be kept in
mind when initiating a specific biologic for severe asthma
treatment. For patients with BEC �150 to �1500 cells/mL and
severe atopic dermatitis, anti-IL-4/13 is recommended as the first
choice for the treatment of severe asthma106 because of the
increased likelihood of a greater positive clinical impact
commonly observed in clinical practice. If a 4- to 6-month trial
with anti-IL-4/13 does not lead to satisfactory response, other
treatments may be attempted. For patients with BEC �150 to
�1500 cells/mL and severe CRSwNP, treatment with anti-IL-4/
13 (approved for treatment of severe CRSwNP) or anti-IgE
(approved as add-on maintenance treatment of nasal polyps/
CRSwNP in adult patients with inadequate response to nasal
corticosteroids) is recommended as the first choice based on
clinical experience, with anti-IL-5/5Ra recommended as an
additional treatment option for severe asthma with CRSwNP (as
clinical experience and published data demonstrate efficacy in
severe asthma for patients with comorbid CRSwNP).76,107-109

Clinical experience has determined that there is complexity of
assessing response in this population due to discordant responses
(eg, improvement of the upper airways but not the lower or vice
versa). For patients with BEC �150 to �1500 cells/mL and
perennial allergy with a clear history of allergy-provoked asthma
symptoms, anti-IgE is recommended as a possible choice in
clinical practice, but not as the only treatment option, especially
in patients with BEC close to 1500.110,111 Post hoc data clearly
demonstrate that anti-IL-5 (mepolizumab), anti-IL-5Ra (ben-
ralizumab), and anti-IL-4/13 (dupilumab) treatments are equally
effective in patients with high IgE and low IgE.17,112,113 There is
overlap of eligibility in this group, and generally the higher the
BEC, even if a perennial allergy is documented, the more likely a
positive response to an anti-eosinophil agent. For example, for
patients with high BEC and low FeNO anti-IL-5/5Ra, and for
patients with lower BEC and high FeNO rather anti-IL-4/13
should be considered.55 In this treatment setting, BEC should be
closely monitored in patients with high BEC treated with IL-4/
13.

Patients with BEC >1500 cells/mL. For patients with
BEC >1500 cells/mL, first determine potential reasons why BEC
is elevated to this level. Hematological conditions and other
hypereosinophilic conditions (eg, parasite infection, EGPA, or
allergic bronchopulmonary aspergillosis) should be ruled out. If it
has been determined that the patient does not have an alternative
explanation for the eosinophilia, then treatment with anti-IL-5/
5Ra is recommended. (Although outside of the scope of the
current expert opinion paper, it should be noted that mepoli-
zumab is approved for hypereosinophilic syndrome at 300 mg
rather than the 150 mg for asthma.114) Anti-IL-4/13 has not
been adequately studied in patients with BEC >1500 cells/mL;
for those patients, further blood hypereosinophilia may be
observed because of expected blockade of IL-4- and IL-13-
mediated trafficking of eosinophils from blood to tissue.55

Patients with OCS-dependent asthma. Independent of
biomarkers, OCS-dependent severe asthma is a suitable pheno-
type for biologic treatment,115 and anti-IL-5/5Ra or anti-IL-4/
13 treatment is recommended for these patients. For patients
with OCS-dependent asthma who are more likely to have an
eosinophilic phenotype, conduct Baseline Assessment Part 3
(validate eosinophil levels by reviewing historic BEC, performing
repeat measures, and confirming the presence/activity of T2
asthma and comorbid disease entities associated with severe
asthma) by using a supervised OCS-taper approach in
biomarker-low patients with T2 asthma receiving daily or
frequent OCS treatment to assess for elevated BEC, being
cautious to avoid the risk of the development of an exacerbation.
Treatment with biologic medications has been shown to provide
OCS-sparing effects, which improve patient out-
comes.41,42,56,116-118

DISCUSSION
It is extremely important to choose the optimal treatment for

each individual patient, not only to improve patient outcomes
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but also to reduce costs.100 For optimal treatment choice, pre-
dictors of response, including BEC, FeNO levels, and OCS use
as the key factors in determining biologic medication choice,
should be considered. This expert opinion and recommendation
for the management of patients with severe asthma developed by
a group of global experts in asthma and biologic medications
address the investigation of biomarker levels (BEC along with
FeNO) and clinical features (OCS use and specific T2 comorbid
disease entities associated with severe asthma), as well as safety
considerations (pregnancy, BMI, patient preference, treatment
adherence, frailty, dexterity, and age) in an effort to assist in
choosing a biologic with a goal of achieving individualized
therapy and optimal treatment results.

Before initiating a biologic medication, confirm the diagnosis of
severe asthma, exclude possible conditions that can mimic asthma
symptoms, and assess for comorbid disease entities associated with
severe asthma.3 A 4-phase baseline assessment is recommended to
confirm the presence of severe asthma and T2 inflammation,
establish BEC and FeNO levels, validate eosinophil levels, and
evaluate comorbid disease entities associated with severe asthma.
This is in line with GINA and European Academy of Allergy and
Clinical Immunology recommendations, which state that biologic
therapy can be used in patients with severe asthma who show
typical biomarkers of T2 airway inflammation.12,97

Biologic treatment choice should be made by first taking into
consideration BEC and FeNO levels. Unfortunately, this deci-
sion is commonly driven by BEC only because it is the most
easily obtainable biomarker.100 Of patients with severe asthma,
up to 70% have elevated BEC.26 The BEC thresholds deter-
mined for these treatment recommendations were <150 cells/
mL, BEC �150 to �1500 cells/mL, and BEC >1500 cells/mL,
but BEC should be considered on a continuum because the
accuracy of BEC measurements is impacted by fluctuations
throughout the day.119 In an international patient population
with severe asthma, an equivalent proportion of patients had
high, intermediate, and low BEC, yet most patients had a high
FeNO level.14 Per the American Thoracic Society guidelines,
FeNO �50 ppb in adults or �35 ppb in children is an indicator
of T2 inflammation.120 FeNO �50 ppb should be considered a
high FeNO level compared with �25 to <50 ppb (medium
FeNO level) and <25 ppb (low FeNO level).

Individualized treatment choice for patients with severe
asthma should always consider the presence and activity of T2
comorbid diseases and the extent to which the comorbid disease
entities associated with severe asthma should be targeted by the
selected biologic.121 T2 inflammation may drive inflammatory
diseases of the upper and lower airways.122-124 Comorbid disease
entities associated with severe asthma (eg, EGPA, hyper-
eosinophilic syndrome, and eosinophilic pneumonia) with very
high eosinophil counts may be the target of anti-IL-5/5Ra
therapy, as clinical trials and case series demonstrate the benefits
of anti-IL-5 therapies in these diseases with positive clinical
response.125-129 Beneficial treatment effects with biologic medi-
cations, such as significantly reduced symptoms and increased
health-related QoL, have been reported for patients with asthma
and CRSwNP.78,130,131 In addition, CRSwNP has been shown
to be associated with enhanced response to biologic treatment for
asthma measures.78 In patients with severe asthma in which se-
vere CRSwNP is particularly troublesome, anti-IL-4/13 and anti-
IgE are recommended as first treatment because they are the only
biologic medications currently approved for treatment of severe
CRSwNP, although the recent emergence of data for anti-IL-5
and anti-IL-5Ra supports the improvement of CRSwNP
following treatment and could influence biologic selection for
these patients.53,76,107-109,115,132,133

OCS use is an important factor in biologic selection. Half of
patients with severe asthma report receiving regular or inter-
mittent OCS.14 Treatment with biologic medications has been
shown to provide OCS-sparing effects, which improve patient
outcomes and reduce the risk of serious OCS-triggered side
effects.41,42,77,115,116 In a real-world, retrospective study, 62% of
patients used continuous OCS before biological therapy, with
OCS daily dosage and total number of exacerbations being
reduced with the anti-IL-5/5Ra group, and the number of
annual OCS courses decreasing by twice as much in the anti-IL-
5/5Ra compared with the anti-IgE groups.134 Based on real-
world data and available clinical data, anti-IL-5/5Ra or anti-
IL-4/13 are preferred for patients who are OCS-dependent
irrespective of atopic status.41,42,115,116

Although not of clear clinical relevance, BMI was included in
these treatment recommendations as an additional safety
consideration because most (70%) patients with severe asthma
worldwide are obese.14 As reslizumab offers a weight-based
approach to dosing, one study has shown that it may have
greater efficacy than mepolizumab in reducing airway eosino-
philia for patients who are overweight;61,66 however, studies have
shown that a higher dosage of mepolizumab is not necessarily
associated with greater efficacy. Benralizumab has also shown
eosinophil depletion regardless of BMI.135

Although there may be a real-world difference in treatment
response between anti-IL-5Ra and anti-IL-5,61,77 there are
limited clinical data to support differences in efficacy or pre-
dictors of response that differentiate between these treatments;
further post hoc analyses of clinical trial data are warranted, but
ideally should be prospectively validated.88-99 In the absence of
head-to-head studies, limited data are available to provide further
guidance on anti-IL-5/5Ra differentiation, which may derive
from the potential effects of anti-IL-5Ra on basophils, as well as
complete blood eosinophil depletion and reduction in sputum
eosinophil concentrations.75,136 Regarding complete eosinophil
depletion associated with benralizumab, the short-term safety
profile of anti-IL-5Ra is similar to that of anti-IL-5,137 and
complete eosinophil depletion may help eliminate OCS use for
patients with uncontrolled severe asthma.42

Although a favorable long-term response is commonly seen
with mAbs for patients with severe asthma, some patients show
partial or no response, causing physicians to switch between bio-
logic medications.138 These treatment recommendations are vital
because a targeted, optimal choice is essential to improve patient
outcomes, avoid undesirable switching, spare nonuseful exposure
to expensive medications, limit the risk of patient distrust, and
decrease the risk of induction of antidrug antibodies.100 Lack of
clinically meaningful improvement with 1 biologic medication
after 4 to 6 months should result in switching to a biologic tar-
geting an alternative mechanism as long as qualification criteria are
met.12,102,139 In a 32-week clinical trial, after switching from
omalizumab to mepolizumab, patients with uncontrolled severe,
eosinophilic asthma experienced clinically significant improve-
ments in asthma control, health status, and exacerbation rate with
no tolerability issues.102 In addition, preliminary findings also
suggest that for patients treated with mepolizumab who had poor
asthma symptom control, switching to benralizumab led to
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improved QoL scores and reduced OCS maintenance dosages.138

It should be noted that in patients with poor clinical outcomes, an
assessment of adherence to background medications should be
conducted.138 In a study of mepolizumab, patients with good
adherence to ICS demonstrated greater reductions in OCS dose
and exacerbations than those with poor ICS adherence.140 One
other option for patients who attain incomplete benefit from a
biologic is to consider add-on therapy with a second biologic.
Unfortunately, add-on studies comparing combination therapy
are lacking, and dual therapy may be prohibitively expensive, as
they are generally not covered by insurance carriers or health
systems.

CONCLUSIONS

Despite novel treatment options and various treatment
guidelines, the management of severe asthma continues to be
challenging. Biologic medications have improved treatment op-
tions for patients with severe asthma, but treatment recom-
mendations are needed to make an informed treatment choice.
The purpose of this expert opinion and subsequent clinical
recommendations is to improve the quality of patient care and
promote safe and effective treatment with biologic medications
for patients with severe asthma. Understanding the patient’s
phenotypic characteristics and identifying biomarkers assists in
classifying the underlying disease endotype and addressing
appropriate biologic therapy. Along with BEC and FeNO levels,
OCS use is an important factor in biologic selection and should
always be taken into consideration. The presence and activity of
comorbid diseases and the extent to which the comorbid disease
entity associated with severe asthma (eg, EGPA, hyper-
eosinophilic syndrome, and eosinophilic pneumonia) should be
targeted by the selected biologic should also be considered when
choosing treatment options. These opinions and recommenda-
tions are conditional and based on limited data (clinical studies
and analyses of such studies) and expert opinion. With the lack
of head-to-head comparisons of biologic medications in patients
with severe asthma, additional data are needed to confirm these
treatment recommendations.
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