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Introduction
Eosinophils are a type of white blood cell. Eosinophils promote inflammation to isolate germs

and other substances harmful to the body. However, too much inflammation can lead to other

medical issues, like asthma. IL-5 inhibitors are drugs that reduce the number of eosinophils. IL-5
inhibitors are add-on medications used to help prevent severe asthma attacks. This policy
describes when IL-5 inhibitors may be considered medically necessary.

Note:

The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The

rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for

providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can

be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a

service may be covered.

Policy Coverage Criteria

We will review specific intravenous (IV) and injectable drugs for medical necessity for all ages.
For those age 13 and older, we also will review the site of service for medical necessity. Site of
service is defined as the location where the drug is administered, such as a hospital-based
outpatient setting, an infusion center, a physician’s office, or at home.
5.01.559_PBC (11-07-2022)

Drugs subject to site of service review addressed in this policy are:
•

Cinqair® (reslizumab)

Site of Service

Medical Necessity

Medically necessary sites

IV infusion therapy of various medical or biologic agents will

Administration
of service
•
•
•

Physician’s office

Infusion center
Home infusion

Hospital-based outpatient
setting
•

Outpatient hospital IV
infusion department

•

Hospital-based outpatient
clinical level of care

be covered in the most appropriate, safe and cost-effective
site:
•

These are the preferred medically necessary sites of service for
specified drugs.

IV infusion therapy of various medical or biologic agents will
be covered in the most appropriate, safe and cost-effective
site.

This site is considered medically necessary for the first 90 days
for the following:
•

The initial course of infusion of a pharmacologic or biologic
agent
OR

•

Re-initiation of an agent after 6 months or longer following
discontinuation of therapy*

Note: *This does not include when standard dosing between infusions is 6
months or longer

This site is considered medically necessary when there is no

outpatient infusion center within 50 miles of the individual’s
home and there is no contracted home infusion agency that
will travel to their home, or a hospital is the only place that
offers infusions of this drug.

This site is considered medically necessary only when the

individual has a clinical condition which puts him or her at

increased risk of complications for infusions, including any
ONE of the following:
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Site of Service

Administration

Medical Necessity
•

Known cardiac condition (eg, symptomatic cardiac arrhythmia)
or pulmonary condition (eg, significant respiratory disease,
serious obstructive airway disease, %FVC ≤ 40%) that may
increase the risk of an adverse reaction

•

Unstable renal function which decreases the ability to respond
to fluids

•
•

Difficult or unstable vascular access

Acute mental status changes or cognitive conditions that
impact the safety of infusion therapy

•
Hospital-based outpatient
setting
•

Outpatient hospital IV
infusion department

•

Hospital-based outpatient

A known history of severe adverse drug reactions and/or

anaphylaxis to prior treatment with a related or similar drug

These sites are considered not medically necessary for infusion

and injectable therapy services of various medical and biologic
agents when the site-of-service criteria in this policy are not
met.

clinical level of care

Drug

Medical Necessity

SC

necessary for the labeled indication of add-on maintenance

Nucala® (mepolizumab)

Managed under Pharmacy
and Medical benefit

Nucala® (mepolizumab) may be considered medically

treatment of individuals with severe asthma aged 6 years and

older, and with an eosinophilic phenotype, when the following
conditions are met:

1. Individual has a history of 2 or more exacerbations in the
previous year, requiring bursts of systemic steroids and

commonly requiring urgent care visits,* ER visits and/or

hospitalizations, despite regular use of high-dose inhaled

corticosteroids (such as those listed in the Table below), plus at

least one additional controller (such as long-acting beta
agonists (LABAs) salmeterol or formoterol).

AND

2. Individual has had AT LEAST ONE of the following 3 criteria in
the previous 12 months:
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Drug

Medical Necessity
o
OR
o
OR
o

Blood **eosinophil count greater than 150 cells/mcL

Sputum **eosinophil count greater than or equal to 3%
Individual has oral corticosteroid dependent asthma and is

not able to discontinue use of oral corticosteroids for blood

AND

eosinophil or sputum eosinophil tests

3. Nucala® (mepolizumab) is not used in combination with

Dupixent® (dupilumab) or Xolair® (omalizumab) when the
medications are being used for the treatment of asthma

Note:

*Urgent care visits are not always required, since some individuals are

given a standing prescription for a systemic steroid that they can fill
when exacerbations occur, eliminating the need for an unnecessary

urgent care visit that could delay initiation of the steroid burst.
Note:

**Eosinophil count is a type of blood test that measures the quantity of a
type of white blood cell called eosinophils. If the number in the blood or

sputum is high (greater than 150 cells/mcL or 3%, respectively), this

suggests that the individual is unresponsive to their regular maintenance
(inhaled or oral) corticosteroid treatment.

Nucala® (mepolizumab) may be considered medically

necessary for the labeled indication of treatment of adult

individuals with eosinophilic granulomatosis with polyangiitis
(EGPA) when all the following conditions are met:
1. Individual is over 18 years old

AND

2. Individual has a history or presence of asthma

AND

3. Individual has been taking a stable dose of prednisone or
prednisolone between 7.5 mg and 50 mg with or without
additional immunosuppressive therapy

AND

4. A blood eosinophil level of ≥10% OR absolute eosinophil count
≥1500 cells/microL

AND
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Drug

Medical Necessity

5. Presence of AT LEAST ONE of the following criteria:
o

Polyangiitis documented by one of the following:




Biopsy showing necrotizing vasculitis

Biopsy showing necrotizing or crescentic
glomerulonephritis




o

Alveolar hemorrhage
Palpable purpura

Myocardial infarction due to proven coronary arteritis

Vasculitis supported by one of the following:


Hematuria associated with red cell casts or >10 percent
dysmorphic erythrocytes




Hematuria with 2+ proteinuria

Leukocytoclastic vasculitis/eosinophilic infiltration of an
arterial wall on biopsy

o
o

Mononeuritis or mononeuritis multiplex

ANCA and systemic manifestations (eg, myocarditis,

pericarditis, peripheral neuropathy, other renal disease,
abdominal pain)

Nucala® (mepolizumab) may be considered medically

necessary for the labeled indication of treatment of adult and
pediatric individuals with hypereosinophilic syndrome (HES)
when all the following conditions are met:

1. Individual is 12 years of age and older

AND

2. Documented history for ≥ 6 months without an identifiable

non-hematologic secondary cause (eg, drug hypersensitivity,
parasitic helminth infection, HIV infection, non-hematologic
malignancy)

AND

3. Without Fip1-like1-Platelet Derived Growth Factor Receptor α

(FIP1L1-PDGFRA) kinase-positive HES as confirmed by FISH or
RT-PCR genetic testing

AND

4. A blood eosinophil level of ≥1,000 cells/microL
AND
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Drug

Medical Necessity

5. Two or more HES flares that resulted in worsening of clinical

symptoms or blood eosinophil counts requiring an escalation
in therapy in the past 12 months

AND

6. Prior to initiating treatment with Nucala the individual is
receiving background HES therapy for ≥ 4 weeks

AND

7. Nucala® (mepolizumab) is prescribed by or in consultation
with a hematologist

Nucala® (mepolizumab) may be considered medically

necessary for the labeled indication of treatment of adult

individuals 18 years and older with chronic rhinosinusitis with
nasal polyps (CRSwNP) when all the following conditions are
met:

1. Diagnosed with inadequately controlled bilateral CRSwNP

AND

2. At least two the following symptoms are present:
o
o
o
AND

Facial pressure or pain

Moderate to severe nasal congestion or obstruction
Significant loss of smell

3. Had ≥ 1 surgery to treat nasal polyps within the last 10 years

AND

4. Had an adequate trial and failure of an intranasal corticosteroid
as monotherapy

AND

5. Nucala® is prescribed in combination with an intranasal
corticosteroid

AND

6. The prescribed dose is 100 mg administered subcutaneously
once every 4 weeks

AND

7. Nucala® is prescribed by or in consultation with an
Fasenra® (benralizumab)
SC

allergist/immunologist or otolaryngologist

Fasenra® (benralizumab) may be considered medically

necessary for the labeled indication of add-on maintenance
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Drug

Medical Necessity

Managed under Pharmacy

older, and with an eosinophilic phenotype, when the following

and Medical benefit

treatment of individuals with severe asthma aged 12 years and
conditions are met:

1. Individual has a history of 2 or more exacerbations in the
previous year, requiring bursts of systemic steroids and

commonly requiring urgent care visits,* ER visits and/or

hospitalizations, despite regular use of high-dose inhaled

corticosteroids (such as those listed in the Table below), plus at

least one additional controller (such as long-acting beta
agonists (LABAs) salmeterol or formoterol.

AND

2. Individual has had AT LEAST ONE of the following 3 criteria in
the previous 12 months:
o
OR
o
OR
o

Blood **eosinophil count greater than 150 cells/mcL

Sputum **eosinophil count greater than or equal to 3%
Individual has oral corticosteroid dependent asthma and is

not able to discontinue use of oral corticosteroids for blood
AND

eosinophil or sputum eosinophil tests

3. Fasenra® (benralizumab) is not used in combination with

Dupixent® (dupilumab) or Xolair® (omalizumab) when the
medications are being used for the treatment of asthma

*Note: Urgent care visits are not always required, since some individuals are
given a standing prescription for a systemic steroid that they can fill
when exacerbations occur, eliminating the need for an unnecessary
urgent care visit that could delay initiation of the steroid burst.

**Note: Eosinophil count is a type of blood test that measures the quantity of a

type of white blood cell called eosinophils. If the number in the blood or
sputum is high (greater than 150 cells/mcL or 3%, respectively), this

suggests that the individual is unresponsive to their regular maintenance
(inhaled or oral) corticosteroid treatment.

Cinqair® (reslizumab) IV

Cinqair® (reslizumab) IV is subject to review for site of service
administration.
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Drug

Medical Necessity

benefit

Cinqair® (reslizumab) may be considered medically necessary

Managed under Medical

for the labeled indication of add-on maintenance treatment of
individuals with severe asthma aged 18 years and older, and

with an eosinophilic phenotype, when the following conditions
are met:

1. Individual has a history of 2 or more exacerbations in the
previous year, requiring bursts of systemic steroids and

commonly requiring urgent care visits,* ER visits and/or

hospitalizations, despite regular use of high-dose inhaled

corticosteroids (such as those listed in the Table below), plus at

least one additional controller (such as long-acting beta
agonists (LABAs) salmeterol or formoterol.

AND

2. Individual has had AT LEAST ONE of the following 3 criteria in
the previous 12 months:
o
OR
o
OR
o

Blood **eosinophil count greater than 150 cells/mcL

Sputum **eosinophil count greater than or equal to 3%
Individual has oral corticosteroid dependent asthma and is

not able to discontinue use of oral corticosteroids for blood
AND

eosinophil or sputum eosinophil tests

3. Cinqair® (reslizumab) is not used in combination with

Dupixent® (dupilumab) or Xolair® (omalizumab) when the
medications are being used for the treatment of asthma

*Note: Urgent care visits are not always required, since some individuals are
given a standing prescription for a systemic steroid that they can fill
when exacerbations occur, eliminating the need for an unnecessary
urgent care visit that could delay initiation of the steroid burst.

**Note: Eosinophil count is a type of blood test that measures the quantity of a

type of white blood cell called eosinophils. If the number in the blood or
sputum is high (greater than 150 cells/mcL or 3%, respectively), this
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Drug

Medical Necessity

suggests that the individual is unresponsive to their regular maintenance
(inhaled or oral) corticosteroid treatment.

Drug

Investigational

Fasenra® (benralizumab),

(benralizumab) and Nucala® (mepolizumab) for conditions

Cinqair® (reslizumab),

Nucala® (mepolizumab)

All other uses of Cinqair® (reslizumab), Fasenra®

not outlined in this policy are considered investigational. This
includes treatment of other eosinophilic conditions or for the
relief of acute bronchospasm or status asthmaticus.

Length of Approval
Approval

Initial authorization
Re-authorization criteria

Criteria

Cinqair® (reslizumab), Fasenra® (benralizumab) and Nucala®
(mepolizumab) may be approved up to 1 year.

Future re-authorization of Cinqair® (reslizumab), Fasenra®

(benralizumab), and Nucala® (mepolizumab) for asthma and
EPGA may be approved up to 1 year if the medical necessity
criteria are met, and chart notes demonstrate that the

individual continues to show a positive clinical response to

therapy as documented by any of the following parameters:
•
OR
•
OR
•

Decrease in requirement for oral steroids, exacerbation
frequency, ER and urgent care visits, hospitalizations

Decrease in frequency and severity of asthma symptoms
Increase in quality-of-life measures and ability to perform
activities of daily living

Future re-authorization of Nucala® (mepolizumab) for the

treatment of HES may be approved up to 1 year if the medical
necessity criteria are met, and chart notes demonstrate that

the individual continues to show a positive clinical response to
therapy as documented by any of the following parameters:

•

Decrease in number or severity of HES flares from baseline
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Length of Approval
Approval

Criteria

Future re-authorization of Nucala® (mepolizumab) for the
treatment of CRSwNP may be approved up to 1 year if the
medical necessity criteria are met, and chart notes

demonstrate that the individual continues to show a positive
clinical response to therapy as documented by both of the
following parameters:

•

Decrease from baseline of nasal polyp size

AND
•

Improvement in nasal congestion score (NCS*) or documented
decrease from baseline of nasal congestion

*Note:

NCS scale: 0 = none, 1 = mild, 2 = moderate, 3 = severe

Documentation Requirements

The individual’s medical records submitted for review for all conditions should document
that medical necessity criteria are met. The record should include the following:
•

Office visit notes that contain the diagnosis, relevant history, laboratory values, physical
evaluation, and medication history

High Dose Regimens of Inhaled Corticosteroids
Drug Name

Beclomethasone HFA

Low Dose

80 to 160 mcg

Medium Dose

High Dose

>160 to 320 mcg

>320 mcg

(Qvar)
40 mcg per puff

2 to 4 puffs

80 mcg per puff

1 to 2 puffs

3 to 4 puffs

>4 puffs

Budesonide DPI

180 to 360 mcg

>360 to 720 mcg

>720 mcg

(Pulmicort Flexhaler)
90 mcg per inhalation

2 to 4 inhalations

180 mcg per inhalation

1 to 2 inhalations

3 to 4 inhalations

>4 inhalations

Ciclesonide HFA

80 to 160 mcg

>160 to 320 mcg

>320 mcg

(Alvesco)
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High Dose Regimens of Inhaled Corticosteroids
Drug Name

Low Dose

Medium Dose

High Dose

160 mcg per puff

1 puff

2 puffs

>2 puffs

Fluticasone propionate

88 to 220 mcg

>220 to 440 mcg

>440 mcg

80 mcg per puff

1 to 2 puffs

3 to 4 puffs

HFA (Flovent HFA)
44 mcg per puff

2 to 5 puffs

110 mcg per puff

1 to 2 puffs

3 to 4 puffs

220 mcg per puff
Fluticasone propionate DPI

100 to 250 mcg

2 puffs

>2 puffs

>250 to 500 mcg

>500 mcg

(Flovent Diskus)
50 mcg per inhalation

2 to 5 inhalations

100 mcg per inhalation

1 to 2 inhalations

3 to 5 inhalations

250 mcg per inhalation

1 inhalation

2 inhalations

2 inhalations

1 inhalation

>1 inhalation

100 mcg

200 mcg

1 inhalation

2 inhalations

500 mcg per inhalation

(strength not available in the
U.S.)

Fluticasone furoate DPI

50 mcg

(Arnuity Ellipta)*
50 mcg per inhalation

1 inhalation

100 mcg per inhalation
200 mcg per actuation
Mometasone DPI

1 inhalation
110 to 220 mcg

>220 to 440 mcg

>440 mcg

(Asmanex DPI)
110 mcg per inhalation

1 to 2 inhalations

220 mcg per inhalation

1 inhalation

2 inhalations

>2 inhalations

Mometasone HFA

100 to 200 mcg

>200 to 400 mcg

>400 mcg

2 inhalations

>2 inhalations

(Asmanex HFA)
100 mcg per actuation

1 to 2 inhalations

200 mcg per actuation

1 inhalation

*Note: Inhaled fluticasone furoate has a greater anti-inflammatory potency per microgram than fluticasone

propionate inhalers. Thus, fluticasone furoate is administered at a lower daily dose and used only once daily.
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Coding
Code

Description

Reviewed for Medical Necessity
HCPCS
J0517

Injection, benralizumab (Fasenra®), 1 mg

J2182

Injection, mepolizumab (Nucala®), 1 mg

J2786

Injection, reslizumab (Cinqair®), 1 mg

Note:

CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS).

Related Information
Benefit Application
Nucala® (mepolizumab) is managed under both pharmacy and medical benefits.
Fasenra® (benralizumab) is managed under both the pharmacy and medical benefits.
Cinqair® (reslizumab) is managed under the medical benefit only.

Consideration of Age
The ages noted in the policy statements are based on the FDA labeling for these agents.
For site of service for medical necessity the age described in this policy is 13 years of age or
older. Site of service is defined as the location where the drug is administered, such as a

hospital-based outpatient setting, an infusion center, a physician’s office, or at home. The age

criterion for site of service for medical necessity is based on the following: Pediatric individuals

are not small adults. Pediatric individuals differ physiologically, developmentally, cognitively, and
emotionally from adult individuals, and vary by age groups from infancy to teen. Children often
require smaller doses than adults, lower infusion rates, appropriately sized equipment, the right
venipuncture site determined by therapy and age, and behavioral management during

Page | 12 of 29

∞

administration of care. Specialty infusion training is therefore necessary for pediatric IV

insertions and therapy. Due to pediatrics unique physiology and psychology, site of service
review is limited to individuals above the age of 13.

Evidence Review
Description
Asthma
Asthma is a chronic disease that causes airways of the lungs to become narrow due to

inflammation, which leads to difficulty breathing. During an asthma attack, breathing can

become so difficult that the individual is unable to get enough oxygen. Severe attacks can make
the individual seek medical attention, even hospitalization, and these attacks can be life-

threatening. There are more than 400,000 asthma-related hospitalizations each year. Severe

asthma is estimated to account for 5-10% of all cases, with only 3% being severe, refractory,

eosinophilic disease.8 Individuals with severe asthma are at risk for frequent exacerbations and

hospitalizations. Development of therapies to control asthma in this subpopulation is an unmet
need.

More than 22 million people in the U.S. have asthma, and it is the most common chronic

childhood disease.4 Asthma affects many people regardless of age, race, and sex. According to

the CDC, as of 2013, 8.3% of children and 7% of adults struggle with asthma. African Americans
have the highest prevalence at 9.9%, followed by Whites at 7.4% and Hispanics, 5.9%.

In asthmatics, certain internal or external triggers can set off an allergic or hypersensitivity

reaction in the bronchial airways. In some individuals, this is associated with hypereosinophilia.

IL-5 is a key player in the growth, development and function of eosinophils to cause and sustain
airway inflammation. Inflammation can lead to asthma attacks. Repeated attacks can lead to
worse symptoms, sensitivity to further attacks, and bad outcomes including death.

Alternative treatments for asthma include inhaled corticosteroids (ICS), inhaled long-acting

beta-adrenergic agents (LABAs), leukotriene modifying drugs, methylxanthines, and the

monoclonal antibody to IgE omalizumab (Xolair). Inhaled corticosteroids have become the
cornerstone of maintenance therapy for individuals with persistent asthma. Despite these

available therapies, there are individuals who remain poorly controlled on maximum therapy
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(including oral corticosteroids) and there are individuals with severe persistent asthma who are
resistant to corticosteroids.

Nucala® (mepolizumab)
Nucala® (mepolizumab), a humanized monoclonal antibody (IgG1 kappa), is the first of a novel
class of medications capable of treating severe asthma in refractory individuals. Unlike
omalizumab, a monoclonal antibody that is effective in treating IgE related asthma,

mepolizumab is designed to prevent exacerbations in individuals with eosinophil mediated

disease. Eosinophils have a variety of functions in inflammatory immune reactions. They can
bind worms and parasites via IgE, present antigens, release pro-inflammatory mediators

including IL-5 and leukotrienes, and kill microorganisms. Within their granules they contain

peroxidase, major basic protein, and eosinophil-derived neurotoxin. IL-5 acts on eosinophils

directly via the alpha chain of IL-5Ra, a type I IL-5 receptor. IL-5 also plays a role in other

cytokine cellular mediators such as basophils and mast cells. Mepolizumab binds directly to IL-5
with high specificity and high affinity, preventing the association of IL-5 with the eosinophil
receptor IL-5Ra and thus preventing the inflammatory cascade.

Efficacy
Mepolizumab was approved in July 2021 for treatment of chronic rhinosinusitis with nasal

polyps. The key study supporting efficacy of mepolizumab in chronic rhinosinusitis was the

SYNAPSE trial. In SYNAPSE, 407 adult individuals with CRSwNP were randomized to receive

NUCALA 100 mg or placebo administered subcutaneously once every 4 weeks while continuing

nasal corticosteroid therapy. Individuals must have received background nasal corticosteroid for

≥8 weeks pre-screening. Individuals had recurrent and symptomatic CRSwNP, and had at least 1

surgery for the removal of nasal polyps within the previous 10 years. Individuals were required
to have nasal obstruction symptoms with a visual analog scale (VAS) score of >5 out of a

maximum score of 10. Individuals were also required to have an endoscopic bilateral nasal polyp
score (NPS) of ≥5 out of 8 with NPS ≥2 in each nasal cavity. Individuals reported nasal

obstruction VAS scores daily by placing a single mark on a continuous line labeled from 0 (none)
to 100 (as bad as you can imagine). The distance along the line was converted to a 0-to-10-

point scale for scoring. For NPS, polyps on each side of the nose were graded on a categorical

scale (0 = no polyps, 1 = small polyps in the middle meatus not reaching below the inferior
border of the middle concha, 2 = polyps reaching below the lower border of the middle

turbinate, 3 = large polyps reaching the lower border of the inferior turbinate or polyps medial
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to the middle concha, 4 = large polyps causing almost complete congestion/obstruction of the
inferior meatus) for a total score of 0 to 8.

Individuals who received NUCALA 100 mg had a statistically significant improvement (decrease)
in bilateral NPS at Week 52 and nasal obstruction VAS score from Weeks 49 to 52 at the end of
the 52-week treatment period. The proportion of individuals who had surgery was significantly
reduced by 57% (hazard ratio: 0.43, 95% CI: 0.25, 0.76) in the group treated with NUCALA 100

mg compared with the placebo group.

Mepolizumab is a new alternative for treating severe eosinophilic asthma. The key studies

supporting efficacy of mepolizumab in severe eosinophilic asthma are the DREAM and MENSA
trials. In DREAM, 621 refractory asthma individuals were randomized on a 1:1:1:1 ratio to

placebo, 75mg mepolizumab IV, 250mg IV, and 750mg IV. Standard background treatment
included ≥ 880 mcg/day fluticasone equivalent +/- oral corticosteroids (OCS) and other

controllers. Eosinophilic asthma was defined as having an eosinophil count ≥ 300 cells/mcL,

sputum eosinophils 3%, exhaled NO ≥ 50 ppb, or deterioration of control in the last 12 months

following < 26% reduction in inhaled corticosteroid (ICS). Individuals received 13 infusions at 4-

week intervals. The primary outcome was the rate of significant exacerbations from start through
4 weeks after the last visit (approximately 12 months). The 3 mepolizumab groups experienced
reduction in exacerbation rates per year of 48% (95% CI 31–61%; p<0.0001), 39% (19–54%;

p=0.0005), and 52% (36–64%; p<0.0001) vs placebo, respectively. A post hoc analysis examined
differences in exacerbation rates in OCS dependent individuals (3.12 P; 1.54 M) and non-OCS
dependent (1.9 P; 1.07 M). Both groups benefited from the addition of mepolizumab.

In MENSA, 576 individuals with recurrent exacerbations on high-dose ICS and with eosinophil
counts of ≥ 300 cells/mcL in the last 12 months or those 150 cells/mcL were randomized to
mepolizumab 75mg IV, 100mg SQ, or placebo for 32 weeks. The primary endpoint was

exacerbation rate. The 100mg SQ dose showed a 53% reduction (47% for 75mg IV) over placebo
at 32 weeks. Unlike in the DREAM trial where FEV1 improvement was <82 mL for all groups and
not statistically significant, in MENSA, FEV1 in the SQ treatment group improved 98mL from
baseline over placebo.

In a smaller study, 135 individuals with severe eosinophilic asthma were randomized to placebo
or mepolizumab 100mg SQ in addition to baseline maintenance therapy. After a 3–8-week

optimization phase, a 16-week steroid reduction phase followed. At the end of this phase, the
placebo group was not able to reduce the OCS dose, while the treatment group achieved a

median OCS dose reduction of 50%. One-quarter of the study group had no decrease in steroid
dosage or withdrew, and 16% were able to achieve complete or near complete steroid
reduction.
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Another study used an investigational anti IL-5 monoclonal antibody during asthma

exacerbations in the emergency department for individuals with high eosinophil counts.

Individuals in the treatment group had fewer exacerbations at 12 weeks than those given

placebo (3.59 vs 1.82; P = .01) and fewer exacerbations leading to hospitalization (1.62 vs 0.65; P
= .02). Providers may assume these results apply to mepolizumab as well.

Safety
Mepolizumab is generally well tolerated compared to placebo. Common adverse events

included headache, chest pain, flushing, erectile dysfunction, rash, conjunctivitis, fatigue, upper
respiratory tract infection, rhinitis, bronchitis, sinusitis, viral infection, injury, nausea, and

pharyngitis. Urinary tract infections and muscle spasms have also been reported in more than

3% of treated individuals. A review of exposure-adjusted nonfatal serious adverse events using
the three main efficacy trials as well as open label follow-up data (n=1299) was performed by

the FDA. Placebo-subtracted SAEs per 1000 subject-years were (total): infections 5 (54.2), cardiac
disease 3 (6.8), musculoskeletal and connective tissue disease 6 (13.6), immune system disorders
3 (6.8), metabolic and nutrition related 6.8 (6.8), skin and subcutaneous disorders 6.8 (6.8), and
hepatobiliary disorders 6.8 (6.8). Within this data, the notable conditions above placebo are

(total): herpes zoster 13.6 (13.6), atrial flutter 3.3 (6.8), and hypersensitivity 3.3 (6.8). There were 3
new malignancies in the placebo group (N=412) and 0 in the mepolizumab group (N=263).

No imbalance in withdrawals occurred across the three key studies supporting efficacy. Four
deaths were reported across the treatment groups (N=916) but only three were caused by

respiratory problems. Due to the severity of asthma in the individual populations, no deaths

have been attributed directly related to mepolizumab treatment.

A year-long follow-up study (mepolizumab N=29) conducted over a 12-month period

monitored the rebound effect of taking individuals off anti-IL-5 treatment. While no appreciable

increase in exacerbation rate was found in the placebo-treated group, the mepolizumab group

increased in exacerbations from 0.56 per individual in the first three months to 1.2 in months 3-6
(P < 0.007). However, the rates of exacerbations never went over pre-treatment baselines.

Fasenra® (benralizumab)
Fasenra® (benralizumab) is a monoclonal antibody to the IL-5 receptor. It binds to the

receptor’s alpha subunit on the cell surface of eosinophils and basophils, leading to cell death

and accompanied by a rapid and nearly complete elimination of eosinophils in blood and airway
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sputum.29 Also, a reduction in cytotoxic granules (eg, ECP, EDN) was seen following

benralizumab administration.30 Note that the site of action of the other two IL-5 antagonists for
severe eosinophilic asthma, mepolizumab (Nucala®) and reslizumab (Cinqair®), is different from
that of benralizumab. Mepolizumab and reslizumab act by binding to circulating IL-5.

Efficacy
The CALIMA (n=1306) and SIROCCO (n=1205) trials were double blind, placebo controlled,
multicenter phase 3 pivotal trials that enrolled adults with asthma uncontrolled by inhaled
corticosteroids and long-acting beta agonists.21,22 Subjects received BEN 30mg given by

subcutaneous injection every four weeks for 3 doses, then every four or eight weeks for 48-56

weeks, along with stable doses of background therapy. The primary outcome for both trials was

the asthma exacerbation rate in subjects with baseline eosinophil counts of at least 300 cells per
microliter. Key secondary outcomes were the exacerbation rates in subjects with eosinophil
counts under 300 cells per microliter, lung function, and asthma symptom scores.

The table below shows results for subjects broken down by those with higher eosinophil levels
at baseline (>300 cells/µL), which is the primary analysis group, and results for the lower
eosinophil group (<300 cells/µL), a secondary analysis group.

CALIMA: Placebo adjusted changes in exacerbation rates, lung function, and asthma
symptom scores by baseline eosinophil level and treatment regimen
Baseline eosinophils > 300

Baseline eosinophils < 300

(primary analysis group)

(secondary analysis group)

cells/µL
Mean (95%CI)

BEN Q 4 wks (n=241)

BEN Q 8 wks

Exacerbation rate

-0.33 (-0.54, -0.12)*

FEV1 (in liters)
Asthma symptom
score

cells/µL

BEN Q 4 wks

BEN Q 8 wks

-0.26 (-0.48, 0.04)*

-0.43 (-0.7, -0.08)*

-0.48 (-0.82, -0.14)*

0.125 (0.037, 0.213)*

0.116 (0.028, 0.204)*

0.064 (0.049, 0.176)

0.15 (0.127, 0.096)

-0.19 (0.38, -0.01)*

-0.25 (-0.44, -0.07)*

-0.24 (-0.51, 0.03)

-0.10 (-0.37, 0.16)

(n=239)

(n=116)

(n=125)

* Indicates a statistically significant difference vs. placebo, CI= confidence interval, RR= rate reduction, Q= every,

wks=weeks
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SIROCCO: Placebo adjusted changes in exacerbation rates, lung function, and asthma
symptom scores by baseline eosinophil level and treatment regimen
Baseline eosinophils > 300

Baseline eosinophils < 300

(primary analysis group)

(secondary analysis group)

cells/µL
Mean (95%CI)

BEN Q 4 wks

BEN Q 8 wks

Exacerbation rate

-0.60 (-0.87, -0.33)*

FEV1 (in liters)

0.106 (0.016,

Asthma symptom
score

(n=275)

cells/µL

BEN Q 4 wks

BEN Q 8 wks

-0.68 (-0.95, -0.42)*

-0.36 (-0.71, 0.00)*

-0.21 (-0.58, 0.16)

0.159 (0.068,

-0.025 (-0.134,

0.102 (0.003, 0.208)
-0.22 (-0.48, 0.05)

(n=267)

(n=124)

0.196)*

0.249)*

0.083)

-0.15 (-034, 0.4)

-0.29 (-0.48, -.10)*

0.00 (-0.27, 0.27)

(n=131)

* Indicates a statistically significant difference vs. placebo, CI= confidence interval, Q= every, wks=weeks

A published, post-hoc, subgroup analysis of CALIMA and SIROCCO focused on results in the

BEN 30mg every 8-week cohorts, excluding data from every 4-week cohorts.35 The goal was to

ascertain the effect of BEN using a different cutoff for subgroup analyses of 150 cells/µL, instead
of the pre-defined 300 cells/µL cutoff. Details of these subgroup analyses are shown below and
demonstrate that most key outcome results were statistically significant in the cohorts with

baseline eosinophil counts of at least 150 cells/µL compared to placebo, but not in those with
lower counts.

Placebo-adjusted outcomes by baseline eosinophil count (BEN 30mg Q8 week
cohorts only)

Baseline blood eosinophils

Baseline blood eosinophils

SIROCCO (n=325)

CALIMA (n=300)

SIROCCO (n=48)

CALIMA (n=48)

All exacerbations

-0.63 (-0.91, -0.345)*

-0.40 (-0.61, -0.19)*

-0.33 (-0.91, 0.25)

-0.54 (-1.23, 0.14)

ED visit/hosp

-0.10 (-0.19, -0.002)*

Not calculable

0.15 (-0.10, 0.40)

Not calculable

FEV1 in liters

0.163 (0.087, 0.239)*

0.116 (0.41, 0.191)*

0.140 (-0.45, 0.325)

-0.131 (-0.306,

Asthma sx score

-0.23 (-0.41, -0.06)*

-0.16 (-0.33, 0.01)

-0.40 (-0.78, -0.03)*

0.04 (-0.37, 0.45)

mean (95% CI)

>150 cells/µL

* Indicates a statistically significant difference vs. placebo, sx=symptom
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A second published, post-hoc, subgroup analysis of pooled data from CALIMA and SIROCCO
showed that trial subjects with baseline blood eosinophils of 150 cells/µL or more had

significantly better reductions in the annual rate of asthma exacerbations compared to

placebo.36 The table below shows the relationship between baseline eosinophil levels and

change in asthma exacerbation rates for this post hoc analysis.

Placebo-adjusted asthma exacerbation rate by baseline blood eosinophil count and
dosing regimen39

Eosinophil cells/µL

Benralizumab 30mg

Benralizumab 30mg

<150

-0.29 (95% CI -0.71, 0.13) n=101

-0.35 (95% CI -0.76, 0.06) n=105

every four weeks

every eight weeks

150-299

-0.43 (95% CI -0.79, -0.08)* n=136

-0.27 (95% CI -0.65, 0.10) n=147

300-449

-0.41 (95% CI -0.66, -0.17)* n=216

-0.32 (95% CI -0.58, -0.05)* n=201

>450

-0.47 (95% CI -0.69, -0.25)* n=295

-0.59 (95% CI -0.8, -0.37)* n=298

* Indicates a statistically significant difference vs. placebo, CI= confidence interval

ZONA23 (n=220) was a 28 week, randomized, double blind, placebo-controlled phase 3 trial that

compared the ability of BEN to reduce oral corticosteroid use in asthmatic adults with a
minimum blood eosinophil count of 150 cells per microliter taking 7.5mg to 40mg of

prednisone daily and stable doses of background therapy prior to enrollment. The dosing

regimens of BEN were the same as those used in CALIMA and SIROCCO. The graphs below show
a marked and statistically significant reduction in oral prednisone requirements in both BEN
groups vs. placebo, while concurrently reducing asthma exacerbation rates. Also, a greater
proportion of subjects in the BEN groups were able to reduce their oral prednisone to
physiologic levels (<5mg/day) compared to placebo.

Safety
The available safety evidence for BEN in severe asthma includes four yearlong trials

(N=2125/3220)21,22 and two trials of 3-6 months duration (N=217/330)25,26. The range of doses

studied was from 2mg to 100mg, given by subcutaneous injection every 4 or 8 weeks, or by a
one-time IV infusion. An overview of safety information from the pivotal trials is given here.
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These data represent the largest number of subjects receiving BEN for up to a year (N=1,664).

Long-term safety data are being collected in the extension trial, BORA (NCT02258542), which is
not yet completed.34 The information presented here focuses on AEs of a more serious nature.

There were nine deaths reported, seven with BEN and two with placebo, over the course of the
yearlong pivotal trials (N=2511).21,22 Deaths are not unexpected in this individual population.

Serious adverse events (SAEs) occurred less frequently with BEN vs. placebo in the CALIMA trial
(9-10% vs. 14%), the most common being worsening of asthma (4-5% vs. 5%). Ten subjects

(<1%) withdrew from the trial due to an SAE, seven in the BEN groups and three in the placebo
group. In the SIROCCO trial, SAEs occurred less frequently with BEN vs. placebo (12% vs. 14%),

the most common being worsening of asthma (5-6% vs. 8%). Other SAEs were reported at less
than 1%. Between 13%-15% of subjects developed an antibody response to BEN, but this did

not affect efficacy and was not associated with hypersensitivity reactions. Overall, the AE profile
of BEN is like that of placebo across these pivotal trials, including the rate of injection site
reactions.

Cinqair® (reslizumab)
Cinqair® (reslizumab) is a biologic that inhibits interleukin-5 (IL-5), a key cytokine in the
regulation of eosinophil production. Specifically, reslizumab is a humanized monoclonal

antibody that binds to IL-5, preventing IL-5 from binding to cell surface receptors and thereby
interrupting cell signaling pathways leading to eosinophilia and airway inflammation. IL-5

receptors are present on several cells involved in the inflammatory processes of asthma,
including eosinophils, basophils, mast cells, and airway smooth muscle cells.

Efficacy
Published data from the two, 52-week, placebo-controlled, pivotal trials (studies 3082/3083) in
953 subjects with eosinophilic asthma demonstrate superiority of reslizumab 3mg/kg in

reducing exacerbation rate by approximately half (rate ratio 0.46, 95% CI 0.37,0.58, p<0.0001)

compared to placebo. Exacerbations are considered a clinically meaningful endpoint. Results of

these trials are appropriately pooled because of similarities in design, individual population, and
consistency of results. Secondary endpoints: improvements in lung function were significantly
greater in the reslizumab treatment groups (FEV1 +110ml, 95% CI 67,150, p<0.0001), but the

placebo-adjusted change in quality of life (AQLQ) observed with reslizumab was not clinically
meaningful (0.23 units, 95% CI 0.16,0.39, p<0.0001). Reslizumab had a profound effect on
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lowering eosinophil count (cells per microliter) compared to placebo (-576 vs. -101, 95% CI 501,-450, p<0.0001).

Subgroup analyses of exacerbation rate results by region of these two pivotal trials revealed no
benefit to reslizumab over placebo for subjects in the United States. This was a pre-planned

analysis appropriately incorporated into the stratified randomization scheme. Post-hoc analyses
of exacerbation data conducted by the FDA showed no meaningful benefit to treatment in

adolescents and blacks worldwide, as well as U.S. residents. Similarly, there was no meaningful
improvement in lung function with reslizumab in adolescents, elderly, blacks, and Asians.

However, these results were deemed an anomaly and the advisory panel agreed 13 (yes) to 1

(no) on the efficacy of reslizumab in adults. All 14 panel members agreed efficacy in adolescents
(age 12-17) had not been established. Subgroup analyses for exacerbations and lung function
results are illustrated in the figures below.

In addition to the two exacerbation trials noted above, there were two, Phase 3, lung function

trials (studies 3081 and 3084) and one Phase 2 trial (study 5-0010) critiqued for this monograph.
Study 3081 was a 16-week trial involving 315 subjects with eosinophilic asthma treated with

reslizumab 0.3mg/kg, reslizumab 3 mg/kg or placebo. The placebo-adjusted increase in FEV1

was significant for both reslizumab treatment groups (>100ml and p<0.05) at week 16.

Secondary endpoints: there were mixed results for the quality-of-life outcomes Asthma Control

Questionnaire (ACQ) and Asthma Quality of Life Questionnaire (AQLQ). Neither reslizumab

group was superior to placebo in ACQ. The proportion of responders (AQLQ > 0.5 units) was
significantly greater with reslizumab 3mg/kg vs. placebo (64% vs. 48%, p=0.02), but the
reslizumab 0.3 mg/kg dosage was not superior to placebo. It should be noted that the

responder analysis, for both ACQ and AQLQ results, was not the pre-planned method for
analyzing these results, so may be prone to bias.

Study 3084 enrolled 496 subjects with moderate-to-severe asthma (with or without eosinophilia)

in a placebo-controlled, 16-week trial of reslizumab 3mg/kg. Changes in FEV1 and Asthma

Control Questionnaire (ACQ) were analyzed according to baseline eosinophil levels (<150, 150-

300, 300-500, > 500 cells/microliter). The greatest placebo-adjusted increase in FEV1 was seen in
the group with >500 cells/microliter, but this was not statistically significant. Similarly, there was
no significant change from baseline in quality of life (ACQ) in any eosinophil subgroup.

The phase 2 study of reslizumab 3mg/kg vs. placebo in 106 subjects with eosinophilic asthma

(study 5-0010) lasted 15 weeks. The investigators planned to look at results in two subgroups:

those with nasal polyps and those without. Subjects with nasal polyps had a better improvement
in quality of life compared to those without polyps, but lung function was improved more in the

subjects without nasal polyps. Specifically, there was no significant improvement in quality of life
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(ACQ) seen with reslizumab in the all-treated analysis, but there was a significant placebo-

adjusted benefit seen in the nasal polyp subgroup (-0.94, 95% CI -1.65, -0.22, p=0.0119). Overall

results for lung function (change in FEV1) were significantly better for reslizumab subjects, but

this was mainly driven by the placebo-adjusted benefit seen in the subjects without nasal polyps
(+249 ml, 95% CI 31,466, p=0.0257).

Safety
Two serious safety signals, anaphylaxis and muscle toxicity, were identified in the pooled safety

data from the placebo-controlled asthma studies. Three (of five) cases of anaphylaxis reported in
the reslizumab group were deemed related to treatment. Potentially life-threatening creatine

phosphokinase (CPK) elevations (ten times the upper limit of normal) were reported in 0.8% of
reslizumab subjects versus 0.4% of subjects in the placebo group. The most common adverse
reaction (incidence greater than or equal to 2%) includes oropharyngeal pain.

Some subjects from the controlled trials (n=1052) elected to enroll in a two-year open-label

extension study designed to further evaluate safety (study 3085). Three deaths were reported,

but none were considered related to reslizumab. Serious adverse events (SAEs) were reported in
7% of subjects; 3 cases of skin basal cell carcinomas and ten other malignancies, which were
characterized as typical for this individual population.

Most advisory panel members (11/14) agreed the safety profile of reslizumab in adults was
acceptable for approval.

Practice Guidelines and Position Statements
IL-5 inhibitors are recommended as add-on treatment in step 5 of the GINA 2017 guidelines for
asthma treatment41. See figure below.
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2017 Update
Recent data do not indicate a need for change to the above medical necessity criteria.

2019 Update
Updated indicated age for Nucala® (mepolizumab) from 12 years old to 6 years old per

package insert. Also defined criteria for Nucala coverage for eosinophilic granulomatosis with

polyangiitis (EGPA), used Lanham criteria for EGPA (like criteria used by clinical trial by Wechsler

ME, Akuthota A, Jayne D, et al., doi10.1056/NEJMoa1702079). A literature search was conducted
from August 1, 2017, to November 20, 2019. No other studies were found that would require
further changes to this policy.
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2020 Update
Reviewed prescribing information for Cinqair® (reslizumab), Fasenra® (benralizumab), and

Nucala® (mepolizumab). No new information was identified from the prescribing information.
A literature search was conducted regarding combination use of the IL-5 inhibitors with

Dupixent® (dupilumab) or Xolair® (omalizumab). Only a few case studies were identified with

limited evidence to support combination therapy. Updated criteria regarding combination

therapy of the IL-5 inhibitors with Dupixent® (dupilumab) or Xolair® (omalizumab) based on

limited evidence available regarding efficacy and safety of combined use. Updated the table on
High Dose Regimens of Inhaled Corticosteroids and references.

2021 Update
Added a new indication to Nucala® (mepolizumab) for adults with chronic rhinosinusitis with

nasal polyps and defined criteria for medical necessity. Inclusion criteria from the SYNAPSE trial
and policy criteria for Xolair and Dupixent were evaluated to guide analysis and criteria
development.

2022 Update
Reviewed prescribing information for all drugs in policy. A literature search was conducted from
November 1, 2021, through October 17, 2022. No new information was identified that required

a change to the policy.

References

1.

Pavord ID, Korn S, Howarth P, et al. Mepolizumab for severe eosinophilic asthma (DREAM): a multicentre, double-blind,

2.

Ortega HG, Liu MC, Pavord ID, et al. Mepolizumab treatment in patients with severe eosinophilic asthma. N Engl J Med.

3.

Bel EH, Wenzel SE, Thompson PJ, et al. Oral Glucocorticoid-Sparing Effect of Mepolizumab in Eosinophilic Asthma. N Engl J

placebo-controlled trial. Lancet. 2012;380:651–659.
2014;371(13):1198–1207.

Med. 2014; 371:1189-1197.

Page | 24 of 29

∞

4.

Chaudhry S, Abugov R. Joint Clinical and Statistical Briefing Document. FDA Pulmonary-Allergy Drugs Advisory Committee

5.

Donald Y.M. Leung, and Stanley J. Szefler. Diagnosis and management of steroid-resistant asthma. Clin. Chest Med. 1997;18(3):

6.

CDC. Most recent data on Asthma. Accessed September 28, 2021.

7.

Menzella F, Lusuardi M, Galeone C, Taddei S, Zucchi L. Profile of anti-IL-5 mAb mepolizumab in the treatment of severe

8.

Simpson JL, Scott R, Boyle MJ, Gibson PG. Inflammatory subtypes in asthma: assessment and identification using induced

9.

European Medicines Agency. Withdrawal assessment report for Bosatria. Accessed September 28, 2021.

Meeting June 11, 2015. Accessed September 28, 2021.
611-625.

refractory asthma and hypereosinophilic diseases. J Asthma Allergy. 2015; 8: 105–114.
sputum. Respirology. 2006;11:54–61.

10. Wenzel SE. Eosinophils in asthma – closing the loop or opening the door? N Engl J Med. 2009;360(10):1026–1028.
11. Flood-Page PT, Menzies-Gow AN, Kay AB, Robinson DS. Eosinophil’s role remains uncertain as anti-interleukin-5 only partially
depletes numbers in asthmatic airway. Am J Respir Crit Care Med. 2003;167(2):199–204.

12. Flood-Page P, Swenson C, Faiferman I, et al. A study to evaluate safety and efficacy of mepolizumab in patients with moderate
persistent asthma. Am J Respir Crit Care Med. 2007;176:1062–1071.

13. Zia-Amirhosseini P, Minthorn E, Benincosa LJ, et al. Pharmacokinetics and pharmacodynamics of SB-240563, a humanized
monoclonal antibody directed to human interleukin-5, in monkeys. J Pharmacol Exp Ther. 1999;291(3):1060–1067.

14. Liu Y, Zhang S, Li DW, Jiang SJ. Efficacy of anti-interleukin-5 therapy with mepolizumab in patients with asthma: a meta-analysis
of randomized placebo-controlled trials. PLoS One. 2013;8(3):e59872.

15. Haldar P, Brightling CE, Hargadon B, et al. Mepolizumab and exacerbations of refractory eosinophilic asthma. N Engl J Med.
2009;360:973–984.

16. Haldar P, Brightling CE, Singapuri A, et al. Outcomes after cessation of mepolizumab therapy in severe eosinophilic asthma: a
12-month follow-up analysis. J Allergy Clin Immunol. 2014;133(3):921–923.

17. Nowak RM, Parker JM, Silverman RA, et al. A randomized trial of benralizumab, an antiinterleukin 5 receptor α monoclonal
antibody, after acute asthma. Am J Emerg Med. 2015;33(1):14–20.

18. Prazma CM, Wenzel S, Barnes N, Douglass JA, Hartley BF, Ortega H. Characterization of an OCS-dependent severe asthma
population treated with mepolizumab. Thorax. 2014;69(12):1141–1142.

19. Tanaka H, Komai M, Nagao K, et al. Role of interleukin-5 and eosinophils in allergen-induced airway remodeling in mice. Am J
Respir Cell Mol Biol. 2004;31:62.

20. Fanta C, Bochner B, Hollingsworth H. Treatment of intermittent and mild persistent asthma in adolescents and adults. UpToDate
[online database]. Last updated March 2016. Accessed September 28, 2021.

21. Fitzgerald JM, Bleeker ER, Nair P, et al. Benralizumab, an anti-interleukin-5alpha monoclonal antibody, as add-on treatment for

patients with severe, uncontrolled, eosinophilic asthma (CALIMA): a randomised, double-blind, placebo-controlled Phase 3 trial.
Lancet 2016;388:2128-42.

22. Bleeker, ER, Fitzgerald JM, Cahnez P, et al. Efficacy and safety of benralizumab for patients with severe asthma uncontrolled with
high-dosage inhaled corticosteroids and long-acting beta2 agonists (SIROCCO): a randomised, multicentre, placebo-controlled
phase 3 trial. Lancet 2016;388:2115-27.

23. Nair P, Wenzel S, Rabe KF, et al. Oral glucocorticoid-sparing effect of benralizumab in severe asthma. N Engl J Med
2017;376:2448-58.

24. Nowak RM, Parker JM, Silverman RA, et al. A randomized trial of benralizumab, an interleukin 5 receptor monoclonal antibody,
after acute asthma. Am J Emerg Med. 2015 Jan;33(1):14-20.

Page | 25 of 29

∞

25. Castro M, Wenzel SE, Bleeker ER, et al. Benralizumab, an anti-interleukin 5 receptor alpha monoclonal antibody, versus placebo
for uncontrolled eosinophilic asthma: a phase 2b randomised dose-ranging study. Lancet Respir Med. 2014 Nov;2(11):879-90.

26. Park HS, Kim MK, Imai N, et al. A Phase 2a study of benralizumab for patients with eosinophilic asthma in South Korea and
Japan. Int Arch Allergy Immunol 2016;169:135-45.

27. Ferguson GT, Fitzgerald JM, Bleeker ER, et al. Benralizumab for patients with mild to moderate, persistent asthma (BISE): a
randomized, double-blind, placebo-controlled, phase 3 trial. Lancet Respir Med 2017;5:568-76.

28. Brightling CE, Bleeker ER, Panetierri RA, et al. Benralizumab for chronic obstructive pulmonary disease and sputum eosinophilia:
a randomised, double-blind, placebo-controlled, phase 2a study. Lancet Respir Med. 2014 November;2(11):891-901.

29. Sanofi and Regeneron announce positive dupilumab topline results from phase 3 trial in uncontrolled persistent asthma.
Accessed September 28, 2021.

30. https://www.astrazeneca.com/our-focus-areas/respiratory.html Accessed September 28, 2021.
31. https://clinicaltrials.gov/ct2/show/NCT02417961 Accessed September 28, 2021.
32. Nucala® (mepolizumab) for injection, for subcutaneous use, prescribing information. GlaxoSmithKline, Research Triangle Park,
NC. January 2022.

33. A look at mepolizumab for treating severe eosinophilic asthma. Accessed September 28, 2021.
34. Goldman M, Hirsch I, Zangrilli JG, Newbold P, Xu X. the association between blood eosinophil count and benralizumab efficacy
for patients with severe, uncontrolled asthma: subanalyses of the Phase 3 SIROCCO and CALIMA studies. Curr Med Res Opin
2017;33(9):1605-13.

35. Fitzgerald JM, Bleeker ER, Menzies-Gow A, et al. Predictors of enhanced response with benralizumab for patients with severe
asthma: pooled analysis of the SIROCCO and CALIMA studies. Lancet Resp Med 2017 Sep 8. pii S2213-2600(17)30344-2 doi
S2213-2600(17)30344-2. 10.1016/S2213-2600(17)30344-2. [Epub ahead of print]

36. Center for Disease Control and Prevention; Asthma Data, Statistics, and Surveillance. Accessed September 28, 2021.
37. Green RH, Brightling CE, McKenna S, et al. Asthma exacerbations and sputum eosinophil counts: a randomized controlled trial.
Lancet 2002;360(9347):1715-21.

38. Patterson M, Borish L, Kennedy J. The past, present, and future of monoclonal antibodies to IL-5 and eosinophilic asthma. J
Asthma Allergy 2015. Nov3;8:125-34.

39. Fasenra™ (benralizumab) for injection, for subcutaneous injection, preliminary prescribing information. AstraZeneca
Pharmaceuticals, Wilmington, DE, October 2019.

40. Global Initiative for Asthma; Global Strategy for Asthma Management and Prevention 2017. Available at:

www.ginasthma.org Accessed September 28, 2021.

41. Castro M, Mathur S, Hargreave F, et al. Reslizumab for inadequately controlled asthma with elevated eosinophil counts: results

from two multicenter, parallel, double-blind, randomised, placebo-controlled, phase 3 trials. Lancet Respir Med 2015;3:355-66.

42. Castro M, Mathur S, Hargreave F, et al. Reslizumab for poorly controlled, eosinophilic asthma. Am J Respir Crit Care Med
184;1125-32.

43. Mathur S, Castro M, Hargreave F, et al. Efficacy of reslizumab in patients with poorly controlled eosinophilic asthma: subgroup
analysis of patients with nasal polyps. J Allergy Clin Immunol 127;2:AB84. (abstract 313)

44. Food and Drug Administration; Briefing Document for Pulmonary-Allergy Advisory Committee Meeting. BLA 761033. Dec 9,
2015.

45. Murphy K, Jacobs J, Bjermer L, Shalit Y, Garin M. Long-Term Safety and Efficacy of Reslizumab in Patients with Inadequately

Controlled, Moderate-To-Severe Asthma and Elevated Blood Eosinophil Counts: An Open-Label Extension Study. Am J Respir
Crit Care Med 191;2015:A6455.

Page | 26 of 29

∞

46. Patterson M, Borish L, Kennedy J. The past, present, and future of monoclonal antibodies to IL-5 and eosinophilic asthma. J
Asthma Allergy 2015. Nov3;8:125-34.

47. Cherian S, Konstantinova T, Hu J, Khan SH. Safety Profile of Dual Biologic Therapy with Omalizumab and a Second Biologic
Agent. Journal of Allergy and Clinical Immunology. 2020;145(2).

48. Ortega G, Tongchinsub P, Carr T. Combination Biologic Therapy for Severe Persistent Asthma. Annals of Allergy, Asthma &
Immunology. 2019;123(3):309-311.

49. Thomes R, Darveaux J. Combination Biologic Therapy in Severe Asthma: A Case Series. Annals of Allergy, Asthma &
Immunology. 2018;121(5).

50. Han JK, Bachert C, Fokkens W, Desrosiers M, et al; SYNAPSE study investigators. Mepolizumab for chronic rhinosinusitis with

nasal polyps (SYNAPSE): a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Respir Med. 2021 Apr 16:S22132600(21)00097-7. doi: 10.1016/S2213-2600(21)00097-7. Epub ahead of print. PMID: 33872587.

51. Cinqair® (reslizumab) injection, for intravenous use. Prescribing information. Teva Respiratory, LLC, Frazer, PA. Revised January
2019.

Appendix

Drug Class
Inhaled corticosteroids

Drug Names
Alvesco® (ciclesonide), Arnuity® Ellipta® (fluticasone furoate), Asmanex® HFA

(mometasone), Asmanex® Twisthaler® (mometasone), Flovent® Diskus® (fluticasone

propionate), Flovent® HFA (fluticasone propionate), Pulmicort Flexhaler®

(budesonide), and QVAR Redihaler® (beclomethasone)
Long-Acting Bronchodilators

Severent® Diskus (salmeterol xinafoate)

Combination Long-acting

Advair® (fluticasone/salmeterol), Breo® Ellipta® (fluticasone/vilanterol), Dulera®

Oral Corticosteroids

methylprednisolone, prednisone, prednisolone

Leukotriene Modifiers

Singulair® (montelukast sodium), Accolate® (zafirlukast)

Bronchodilator and Corticosteroid

(mometasone/formoterol), Symbicort® (budesonide/fomoterol fumarate)

History

Date

01/12/16
02/09/16

Comments

New policy, add to Medical subsection. Considered medically necessary for labeled
indications when criteria are met.

Interim Update. Medical necessity criteria liberalized; deterioration of asthma control
criterion removed.
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Date

Comments

01/01/17

Coding update; added new HCPCS code J2182 effective 1/1/17. Moved coding table to

07/07/17

Policy moved into new format, no changes to policy statement.

09/01/17

Annual Review, approved August 22, 2017. No changes to policy statement. A

02/18/16

Minor typographical and formatting errors fixed.
Policy Guidelines section.

literature search was conducted from 1/1/16 to 8/15/17. No new studies were found

that would require changes to this policy. Removed HCPCS code J3490. Title changed

from Mepolizumab (Nucala®) to Nucala® (mepolizumab).
02/01/18

Interim Review, approved January 16, 2018. Policy title was changed from “Nucala®

(mepolizumab)“ to “IL-5 Inhibitors” to include Fasenra™ in policy. Added HCPCS codes

J3490 and J3590.
03/01/18

Interim Review, approved February 27, 2018. Criteria for Nucala updated to include

08/01/18

Annual Review, approved July 13, 2018. No changes made to policy.

09/21/18

Minor update. Added Consideration of Age statement.

01/01/19

Coding update, added HCPCS code J0517 (new code effective 1/1/19).

01/01/20

Annual Review, approved December 17, 2019. Updated indicated age criteria, effective

FDA label update. Reference was updated.

January 1, 2020, and defined EGPA coverage criteria for Nucala (mepolizumab),

effective for dates of service on or after April 3, 2020, following provider notification.
Removed HCPCS codes J3490 and J3590.
05/01/20

Interim Review, approved April 14, 2020. Added coverage criteria for Cinqair

(reslizumab), which may be considered medically necessary as add-on maintenance

treatment of patients with severe asthma when criteria are met. Coverage criteria for

Cinqair (reslizumab) (HCPCS code J2786) becomes effective for dates of service on or
after August 7, 2020, following provider notification.
08/01/20

Interim Review, approved July 23, 2020, and effective August 7, 2020. Updated criteria
for Nucala (mepolizumab), Fasenra (benralizumab) and Cinqair (reslizumab) removing
reference to “at the time of treatment” from blood eosinophil count.

10/01/20

Annual Review, approved September 17, 2020. Updated criteria for Cinqair

(reslizumab), Fasenra (benralizumab), and Nucala (mepolizumab) that the medications
are not to be used as combination therapy with Dupixent (dupilumab) or Xolair

(omalizumab) for the treatment of asthma.
12/01/20

Interim Review, approved November 10, 2020. Added coverage criteria to Nucala
(mepolizumab) for the treatment of hypereosinophilic syndrome (HES). Updated

asthma criteria for Nucala (mepolizumab), Fasenra (benralizumab), and Cinqair

(reslizumab) for patients with oral corticosteroid dependent asthma not able to

discontinue use of oral corticosteroids for blood eosinophil or sputum eosinophil tests.
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Date

10/01/21
11/01/21

Comments

Annual Review, approved September 14, 2021. Added a new indication to Nucala for
the treatment of chronic rhinosinusitis with nasal polyps (CRSwNP).

Interim Review, approved October 12, 2021. Updated Nucala (mepolizumab) criteria
for the treatment of EGPA to include requirement patient is taking a stable dose of
prednisone or prednisolone. Updated Nucala criteria for the treatment of HES to

document patient is without FIP1L1-PDGFRA kinase-positive HES and that patient is

receiving stable background HES therapy. Updated Nucala criteria are effective for

dates of service on or after February 4, 2022. Added site of service review for Cinqair
(reslizumab) for dates of service on or after February 4, 2022.
12/01/22

Annual Review, approved November 7, 2022. No changes to policy statements.
Changed the wording from "patient" to "individual" throughout the policy for
standardization.

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and

local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit

booklet or contact a member service representative to determine coverage for a specific medical service or supply.

CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2022 Premera

All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when

determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member

benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.
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Discrimination is Against the Law
Premera Blue Cross (Premera) complies with applicable Federal and Washington state civil rights laws and does not discriminate on the basis of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera does not exclude people or treat them differently because of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera provides free aids and services to people with disabilities to
communicate effectively with us, such as qualified sign language interpreters and written information in other formats (large print, audio, accessible
electronic formats, other formats). Premera provides free language services to people whose primary language is not English, such as qualified interpreters
and information written in other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera has failed to
provide these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation,
you can file a grievance with: Civil Rights Coordinator ─ Complaints and Appeals, PO Box 91102, Seattle, WA 98111, Toll free: 855-332-4535, Fax: 425-918-5592,
TTY: 711, Email AppealsDepartmentInquiries@Premera.com. You can file a grievance in person or by mail, fax, or email. If you need help filing a
grievance, the Civil Rights Coordinator is available to help you. You can also file a civil rights complaint with the U.S. Department of Health and Human
Services, Office for Civil Rights, electronically through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf,
or by mail or phone at: U.S. Department of Health and Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201,
1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.
Washington residents: You can also file a civil rights complaint with the Washington State Office of the Insurance Commissioner, electronically through
the Office of the Insurance Commissioner Complaint Portal available at https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by
phone at 800-562-6900, 360-586-0241 (TDD). Complaint forms are available at https://fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.
Alaska residents: Contact the Alaska Division of Insurance via email at insurance@alaska.gov, or by phone at 907-269-7900 or 1-800-INSURAK (in-state,
outside Anchorage).

Language Assistance
ATENCIÓN: si habla español, tiene a su disposición servicios gratuitos de asistencia lingüística. Llame al 800-722-1471 (TTY: 711).
PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 800-722-1471 (TTY: 711).
注意：如果您使用繁體中文，您可以免費獲得語言援助服務。請致電 800-722-1471 (TTY：711）。
CHÚ Ý: Nếu bạn nói Tiếng Việt, có các dịch vụ hỗ trợ ngôn ngữ miễn phí dành cho bạn. Gọi số 800-722-1471 (TTY: 711).
주의: 한국어를 사용하시는 경우, 언어 지원 서비스를 무료로 이용하실 수 있습니다. 800-722-1471 (TTY: 711) 번으로 전화해 주십시오.
ВНИМАНИЕ: Если вы говорите на русском языке, то вам доступны бесплатные услуги перевода. Звоните 800-722-1471 (телетайп: 711).
LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 800-722-1471 (TTY: 711).
MO LOU SILAFIA: Afai e te tautala Gagana fa'a Sāmoa, o loo iai auaunaga fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711).
ໂປດຊາບ: ຖ້ າວ່ າ ທ່ ານເວ້ າພາສາ ລາວ, ການບໍລິການຊ່ ວຍເຫຼື ອດ້ ານພາສາ, ໂດຍບໍ່ເສັຽຄ່ າ, ແມ່ ນມີພ້ ອມໃຫ້ ທ່ ານ. ໂທຣ 800-722-1471 (TTY: 711).
注意事項：日本語を話される場合、無料の言語支援をご利用いただけます。800-722-1471 （TTY:711）まで、お電話にてご連絡ください。
PAKDAAR: Nu saritaem ti Ilocano, ti serbisyo para ti baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam. Awagan ti 800-722-1471 (TTY: 711).
УВАГА! Якщо ви розмовляєте українською мовою, ви можете звернутися до безкоштовної служби мовної підтримки. Телефонуйте за
номером 800-722-1471 (телетайп: 711).
ប្រយ័ត្ន៖ បរើសិនជាអ្ន កនិយាយ ភាសាខ្មែ រ, បសវាជំនួយខ្ននកភាសា បោយមិនគិត្ឈ្នល
ួ គឺអាចមានសំរារ់រំប រ ើអ្ន ក។ ចូ រ ទូ រស័ព្ទ 800-722-1471 (TTY: 711)។
ማስታወሻ: የሚናገሩት ቋንቋ ኣማርኛ ከሆነ የትርጉም እርዳታ ድርጅቶች፣ በነጻ ሊያግዝዎት ተዘጋጀተዋል፡ ወደ ሚከተለው ቁጥር ይደውሉ 800-722-1471 (መስማት ለተሳናቸው: 711).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltiidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711).
.)711 : (رقم هاتف الصم والبكم800-722-1471  اتصل برقم. فإن خدمات المساعدة اللغوية تتوافر لك بالمجان، إذا كنت تتحدث اذكر اللغة:ملحوظة
ਧਿਆਨ ਧਿਓ: ਜੇ ਤੁਸੀਂ ਪੰ ਜਾਬੀ ਬੋਲਿੇ ਹੋ, ਤਾਂ ਭਾਸ਼ਾ ਧ ਿੱ ਚ ਸਹਾਇਤਾ ਸੇ ਾ ਤੁਹਾਡੇ ਲਈ ਮੁਫਤ ਉਪਲਬਿ ਹੈ। 800-722-1471 (TTY: 711) 'ਤੇ ਕਾਲ ਕਰੋ।
เรี ยน: ถ้าคุณพูดภาษาไทยคุณสามารถใช้บริ การช่วยเหลือทางภาษาได้ฟรี โทร 800-722-1471 (TTY: 711).
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfügung. Rufnummer: 800-722-1471 (TTY: 711).
UWAGA: Jeżeli mówisz po polsku, możesz skorzystać z bezpłatnej pomocy językowej. Zadzwoń pod numer 800-722-1471 (TTY: 711).
ATANSYON: Si w pale Kreyòl Ayisyen, gen sèvis èd pou lang ki disponib gratis pou ou. Rele 800-722-1471 (TTY: 711).
ATTENTION : Si vous parlez français, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711).
ATENÇÃO: Se fala português, encontram-se disponíveis serviços linguísticos, grátis. Ligue para 800-722-1471 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia l'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 800-722-1471 (TTY: 711).
. تماس بگیريد800-722-1471 (TTY: 711)  با. تسهیالت زبانی بصورت رايگان برای شما فراهم می باشد، اگر به زبان فارسی گفتگو می کنید: توجه

Premera Blue Cross is an independent licensee of the Blue Cross Blue Shield Association serving businesses and residents of Alaska and Washington State, excluding Clark County.
052493 (07-01-2021)

