Original Article

Severe Asthma Standard-of-Care Background
Medication Reduction With Benralizumab: ANDHI in
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patients with severe eosinophilic asthma.

practice setting.

What is already known about this topic? In the phase Illb, placebo-controlled ANDHI double-blind study, benralizumab
significantly reduced asthma exacerbations and improved symptoms, patient-reported outcomes, and lung function for

What does this article add to our knowledge? Results from the ANDHI in Practice (IP) substudy provide insight and
confidence that background medications can be reduced while maintaining asthma control with benralizumab in a clinical

How does this study impact current management guidelines? Current Global Initiative for Asthma guidelines
recommend reducing background asthma medications when symptoms have been controlled and lung function stabilized.
The ANDHI IP identifies a successful approach to stepping down treatment for severe asthma in the era of biologics.

BACKGROUND: The phase IIIb, randomized, parallel-group,
placebo-controlled ANDHI double-blind (DB) study extended
understanding of the efficacy of benralizumab for patients with

“Department of Pneumology CHU Liége, GIGAI3, University of Liége, Liége,
Belgium

PRespiratory Research Unit, Nottingham Respiratory NIHR BRC, University of
Nottingham, Nottingham, UK

“Global Medical Affairs, AstraZeneca, Cambridge, UK

9Department of Respiratory CIC Nord INSERMINRAE C2VN, Aix Marseille
University, Marseille, France

“Pulmonology Unit, S. Valentino Hospital, Local Health Authority, Montebelluna,
Italy

"Royal University Hospital, University of Saskatchewan, Saskatoon, Sask, Canada

#Hospital Son Espases-IdISBa and Ciberes, Palma de Mallorca, Spain

"University of Michigan, Ann Arbor, Mich

iClinical Research and Respiratory Medicine Department, Vithas Xanit International
Hospital, Benalmadena, Malaga, Spain

IBiometrics, Late-stage Development, Respiratory & Immunology, Bio-
Pharmaceuticals R&D, AstraZeneca, Cambridge, UK

*BioPharmaceuticals Medical, AstraZeneca, Gothenburg, Sweden

'BioPharmaceuticals Medical, AstraZeneca, Wilmington, Del

"MBioPharmaceuticals Medical, AstraZeneca, Barcelona, Spain

*These authors have contributed equally to this work.

This study was funded by AstraZeneca.

Conflicts of interest: R. Louis has received unrestricted research grants from Glax-
oSmithKline (GSK), AstraZeneca, Novartis, and Chiesi, and lecture or advisory
board fees from GSK, AstraZeneca, Novartis, and Sanofi. P. Chanez has served as
an advisory board member, consultant, or lecturer, and has received honoraria or
grants from Boehringer Ingelheim, Almirall, Centocor, GSK, Merck Sharpe and
Dohme (MSD), AstraZeneca, Novartis, Teva, Chiesi, Schering Plough, and Amu.
F. Menzella has received research grants from AstraZeneca, Novartis, and Sanofi,
and lecture fees and advisory board fees from AstraZeneca, Boehringer Ingelheim,
Chiesi, GSK, Mundipharma, Angelini, Novartis, and Sanofi. B. G. Cosio has
received honoraria for speaking at sponsored meetings from AstraZeneca, Teva,

severe eosinophilic asthma. Patients from ANDHI DB could join
the 56-week ANDHI in Practice (IP) single-arm, open-label
extension substudy.

Mundipharma, Boehringer Ingelheim, Chiesi, GSK, Sanofi, and Novartis; has
received financial support to travel to meetings organized by Chiesi, Menarini, and
Novartis; acts as a consultant for ALK, AstraZeneca, Mundipharma, Chiesi, and
Sanofi; has also received funding/grant support for research projects from a variety
of governmental agencies and not-for-profit foundations, as well as from Boeh-
ringer Ingelheim, AstraZeneca, Chiesi, and Menarini. N. L. Lugogo received
consulting fees from AstraZeneca and Teva; participated in advisory boards for
AstraZeneca, Genentech, GSK, Novartis, and Sanofi; and received grants for
clinical trials from AstraZeneca, Genentech, GSK, and Sanofi. R. Louis, P.
Chanez, F. Menzella, G. Philteos, B. G. Cosio, N. L. Lugogo, G. de Luiz, and T.
Harrison were all ANDHI study and ANDHI IP substudy investigators and
received financial support to conduct the studies. T. Harrison, N. Keeling, and J.
Kwiatek are employees of AstraZeneca and hold stock options. E. Garcia Gil was
an employee of AstraZeneca when the study was conducted. T. Adlington was
contracted to AstraZeneca when the study was conducted and is still contracted to
AstraZeneca. A. Burden was contracted to of AstraZeneca when the study was
conducted. The rest of the authors declare that they have no relevant conflicts of
interest.

Received for publication August 17, 2022; revised February 22, 2023; accepted for
publication March 5, 2023.

Auvailable online March 21, 2023.

Corresponding author: Tim W. Harrison, MD, Respiratory Research Unit, Not-
tingham NIHR BRC, University of Nottingham, Nottingham City Hospital,
Nottingham, NG5 1PB, UK. E-mail: Tim.Harrison @nottingham.ac.uk.

2213-2198

© 2023 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/).

https://doi.org/10.1016/j.jaip.2023.03.009


Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
mailto:Tim.Harrison@nottingham.ac.uk
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1016/j.jaip.2023.03.009

2 LOUIS ETAL

Abbreviations used
ACQ-6- Asthma Control Questionnaire-6
AE- Adverse event
DB- Double-blind
EOT- End of treatment
GINA- Global Initiative for Asthma
HD- High dosage
ICS- Inhaled corticosteroids
IP- In Practice
LABA- Long-acting (32-agonists
LAMA- Long-acting muscarinic antagonists
LD- Low dosage
LTRA- Leukotriene receptor antagonists
MD- Medium dosage
OCS- Oral corticosteroid

OBJECTIVE: Assess potential for standard-of-care background
medication reductions while maintaining asthma control with
benralizumab.

METHODS: Following ANDHI DB completion, eligible adults
were enrolled in ANDHI IP. After an 8-week run-in with ben-
ralizumab, there were 5 visits to potentially reduce background
asthma medications for patients achieving and maintaining
protocol-defined asthma control with benralizumab. Main
outcome measures for non—oral corticosteroid (OCS)-depen-
dent patients were the proportions with at least 1 background
medication reduction (ie, lower inhaled corticosteroid dose,
background medication discontinuation) and the number of
adapted Global Initiative for Asthma (GINA) step reductions at
end of treatment (EOT). Main outcomes for OCS-dependent
patients were reductions in daily OCS dosage and proportion
achieving OCS dosage of 5 mg or lower at EOT.

RESULTS: For non—OCS-dependent patients, 53.3% (n = 208
of 390) achieved at least 1 background medication reduction,
increasing to 72.6% (n = 130 of 179) for patients who
maintained protocol-defined asthma control at EOT. A total of
41.9% (n = 163 of 389) achieved at least 1 adapted GINA step
reduction, increasing to 61.8% (n = 110 of 178) for patients
with protocol-defined EOT asthma control. At ANDHI IP
baseline, OCS dosages were 5 mg or lower for 40.4% (n = 40 of
99) of OCS-dependent patients. Of OCS-dependent patients,
50.5% (n = 50 of 99) eliminated OCS and 74.7% (n = 74 of
99) achieved dosages of 5 mg or lower at EOT.
CONCLUSIONS: These findings demonstrate benralizumab’s
ability to improve asthma control, thereby allowing background
medication reduction. © 2023 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 2023;m:m-m)

Key words: Benralizumab; Eosinophils; Oral corticosteroids;
Open-label extension; Severe asthma; Eosinophilic asthma

INTRODUCTION

Of approximately 339 million people with asthma worldwide,
up to 10% have severe asthma.'” Asthma is classified as severe
when maximal, high-intensity treatment is needed for symptom
control or when asthma remains uncontrolled despite optimal
treatment.”” Severe asthma is a heterogeneous disease that
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encompasses multiple phenotypes.””’ Characterized by eosino-
philic inflammation of the airways, the eosinophilic phenotype is
the most common and is associated with greater risks of severe
exacerbations, acute respiratory events, impaired lung function,
and poor asthma control.'’"*

Patients with uncontrolled severe asthma experience increased
disease burden, including recurrent asthma exacerbations, that
can lead to increased hospitalizations and death.'”"” Despite
effective treatments for asthma such as inhaled corticosteroids
(ICS), long-acting P2-agonists (LABA), leukotriene receptor
antagonists (LTRA), and long-acting muscarinic antagonists
(LAMA), asthma remains uncontrolled in one-half of patients,
who require additional medications such as oral corticosteroids
(OCS) and biologics.'®"” Biologics are associated with decreased
asthma exacerbation rates, reduced asthma symptoms, and
improved lung function, and they have the potential to reduce
exposure to high ICS and OCS dosages and related adverse
events (AES)-S/7,17,Z()/23

Benralizumab, an interleukin-5 receptor alpha (IL-5Ra)—
directed cytolytic monoclonal antibody, induces rapid and near-
complete depletion of eosinophils.”* In the 24-week, phase ITIb,
randomized, placebo-controlled ANDHI double-blind (DB)
study, benralizumab showed early benefits in patient-reported
outcomes, health-related quality of life, and lung function, as
well as a 49% reduction in annualized asthma exacerbation rates
compared with placebo in patients with severe eosinophilic
asthma that was not adequately controlled at baseline with
background medications alone.” It is unknown whether these
background medications would still be needed alongside biologic
therapy for asthma control.

Asthma treatment recommendations from the Global Initia-
tive for Asthma (GINA) advise continuous reevaluation of the
need for each severe asthma treatment, including gradually
reducing or stopping OCS and considering reducing ICS dosage,
when symptoms have been controlled and lung function has
been stabilized for at least 3 months.”® More evidence-based
decision making is needed around the best approach for step-
ping down treatment in the era of biologic therapy.”>*” To
understand the potential for background medication reduction in
patients receiving benralizumab, eligible adults with severe
cosinophilic asthma who had completed ANDHI DB*” had the
option to enroll in the ANDHI in Practice (IP) open-label
extension substudy. The goal of ANDHI IP was to evaluate
whether benralizumab enabled patients to reduce their stable
standard-of-care asthma background medications used in
ANDHI DB” while maintaining asthma control in a clinical
practice setting.

METHODS

The methodology and results of the phase IIIb, randomized,
parallel-group, placebo-controlled ANDHI DB study have been
published.” Adult patients with a screening blood eosinophil count
of 150 cells/pL or higher and diagnosed by a physician to have severe
eosinophilic asthma requiring treatment with medium-dosage (MD)
to high-dosage (HD) ICS plus another background medication (eg,
LABA, LAMA, LTRA, or OCS) for at least 12 months prior to
enrolment were included in the ANDHI DB study.”” On comple-
tion of the DB period, eligible patients could enroll in the open-
label, 56-week ANDHI IP substudy, which was performed at 129
centers in 13 countries worldwide.
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Before the study was initiated, the clinical study protocol,
informed consent form, and any other relevant documents were
reviewed and approved by an independent ethics committee or an
institutional review board at each participating site. The study was
conducted in accordance with the ethical principles that have their
origin in the Declaration of Helsinki and are consistent with In-
ternational Council for Harmonisation and Good Clinical Practice,
applicable regulatory requirements, and the AstraZeneca company
policy on bioethics.

Study design and participants

For inclusion in ANDHI IP, patients had to complete the
ANDHI DB end-of-treatment (EOT) visit at the end of the 24-
week DB period (visit 11/wk 24) and provide written informed
consent. Exclusion criteria were reviewed in all potential participants
prior to inclusion. (Exclusion criteria details can be found in the
Online Repository available at www.jaci-inpractice.org).

After enrollment, patients continued their background medica-
tion regimen during an 8-week active run-in period (visits 13 and
14), followed by a 32-week period with 5 per-protocol potential
background medication reduction attempts 8 weeks apart (visit 15/
wk 32 to visit 23/wk 64), a 16-week maintenance period with no
further reductions (visit 23/wk 64 to visit 27/wk 80), including an
EOT visit (visit 27/wk 80) (Figure 1 and Video E1; available in this
article’s Online Repository at www.jaci-inpractice.org). All patients
received benralizumab 30 mg subcutaneously once every 4 weeks for
3 doses (visits 13, 14, and 15/wk 32), and once every 8 weeks
thereafter, with phone visits 4 weeks after each of the first 4
reduction visits (visit 16/wk 36, visit 18/wk 44, visit 20/wk 52, visit
22/wk 60). Some patients entered ANDHI IP on the same day as
ANDHI DB EOT (visit 11/wk 24), whereas others had a gap in
treatment, with open-label ANDHI IP visit 13 initiated later.
Benralizumab treatment continued throughout the active run-in,
reduction, and maintenance phases. Other medication(s) consid-
ered necessary for the patient’s safety and well-being were given at
the discretion of the investigator. Patients enrolled in ANDHI IP
remained blinded to their ANDHI DB treatment.

Outcomes

Main Efficacy Analysis Set. The Main Efficacy Analysis Set
included patients who received at least 1 dose of open-label benra-
lizumab in ANDHI IP, attended the first planned reduction visit
(visit 15/wk 32), and were not receiving long-term OCS for asthma
at visit 15/week 32. Patients using OCS for an asthma exacerbation
were included. The main outcomes for the Main Efficacy Analysis
Set were the proportion of patients with at least 1 background
medication reduction from baseline (visit 15/wk 32) through EOT
(visit 27/wk 80) and the proportion of patients with at least 1
adapted GINA step reduction®® from baseline to EOT.

The following criteria were required for background medication
reduction: (1) Asthma Control Questionnaire-6 (ACQ-6) score of
less than 1.5 (and no clinically meaningful deterioration in ACQ-6
score from the most recent clinic visit value [<+40.5] at visit 17/wk
40, visit 19/wk 48, visit 21/wk 56, and visit 23/wk 64); (2) no
interim clinically meaningful exacerbation since the last visit that
required an OCS burst (or an increase in the patients’ maintenance
OCS dosage) or a hospitalization for asthma; and (3) investigator
agreement that there was no clinical or other reason not to reduce.
Investigators could defer any scheduled dosage reduction if their
clinical assessment was that it would not be in the patient’s best
interest.

LOUISETAL 3

For patients in the Main Efficacy Analysis Set, per-protocol
background medication reductions were to be attempted at every
scheduled reduction visit in eligible patients who met reduction
criteria (Table I). Only single-step reductions were recommended at
cach visit. In general, reductions were to progress from ICS +
another controller(s) (eg, HD ICS/LABA) through to either low-
dosage (LD) ICS formulation and/or an as-needed reliever inhaler
regimen as tolerated (Figure 2, A). All non-LABA and non-OCS
controllers (eg, LTRA, LAMA, and/or xanthines) were to be dis-
continued before ICS or ICS/LABA were reduced.

Reduction of background medication was evaluated by adapted

GINA steps*:

e Step 1: no maintenance asthma controller regimen;

Step 2: LD ICS, an LTRA, or a xanthine as monotherapy;

Step 3: LD ICS/LABA or MD ICS as monotherapy; or LD ICS
plus an LTRA or plus a xanthine;

Step 4: MD ICS/LABA or HD ICS as monotherapy; and

Step 5: HD ICS/LABA; or any maintenance OCS.

The GINA step assessment was qualified as “adapted” for
ANDHI IP because the component of GINA step 5 that involved
biologic treatment (patients currently treated with an add-on bio-
logic) was excluded from adapted GINA categories because all pa-
tients were receiving benralizumab.*°

Reduction in maintenance medication was defined as discontin-
uation of LABA, LAMA, LTRA, or xanthines by visit 27/week 80
from visit 15/week 32, or reduction in maintenance ICS dosage
from HD to MD or MD to LD, or reduction from LD maintenance
to reliever ICS. (The ICS dosage classifications are presented in this
article’s Online Repository at www.jaci-inpractice.org.) Reduction in
maintenance ICS dosage from HD to LD or from MD ICS main-
tenance to reliever was counted as 2 reductions. Reduction from
supra-HD was also a reduction. If a patient discontinued 1 ICS
medication when they had taken 2 or more concurrenty (either
singly or part of a combination medication) but remained in the HD
ICS category, this was 1 reduction.

OCS-Dependent Analysis Set. The OCS-Dependent
Analysis Set included patients who received at least 1 dose of
open-label benralizumab in ANDHI IP, attended visit 15/week 32,
and were receiving maintenance OCS for asthma at visit 15/week
32. These patients were analyzed as a distinct group because OCS
dependence warranted prioritization of OCS elimination, which
limited the time available for further medication reductions. The
main outcome measures for OCS-dependent patients were the
proportion of patients achieving a 50%, 75%, 90%, or 100% OCS
dosage reduction from baseline to EOT and the proportion of pa-
tents achieving an OCS dosage of 5 mg or lower at EOT.

For patients in the OCS-Dependent Analysis Set, the OCS
dosage was to be tapered off prior to attempting reduction of the
non-OCS background controllers. In general, OCS was to be
reduced by 5-mg increments every 1 to 2 weeks, at the discretion of
the investigator, until a daily dose of 7.5 mg was achieved (Figure 2,
B). At this point, OCS was to be reduced more slowly and in smaller
decrements (eg, 1—2.5 mg every 4 wk) and could be discontinued if
the investigator judged it safe to do so.

Safety

The Safety Analysis Set included all patients who received at least
1 dose of open-label benralizumab in ANDHI IP. The AEs were
collected from time of consent through EOT (visit 27/wk 80).
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ANDHI IP Open-label Extension substudy
(56 wk duration)

(24 wk duration)
] 8wk g 32 wk: 16 wk: %
run-in i background medication reduction phase maintenance phase
1 (visits 13-14)x (visits 15-23) (visits 23-27) 2
Screen/ i .
run-in E Benralizumab
Placebo i f H H i
1 1 1 1 1
i i i i i
v v v v v
Visit 11 Visit 13 Visit 15 Visit 17 Visit 19 Visit 21 Visit 23 Visit 27
(wk 24) (wk 32) (wk 40) (wk 48) (wk 56) (wk 64) (wk 80)
ANDHI DB EOT ® ° PY PY °

J

Patients who completed the
ANDHI DB phase
either directly transferred or
had a gap between studies
depending on timing of
ANDHIIP entry

Five potential reduction attempts (8 wk apart)

Criteria for Background Controller Medication Reduction
* ACQ-6score <15
* No interim clinically significant exacerbation since last visit

= After visit 15, no clinically meaningful deterioration in ACQ-6 score
(<+0.5) since last visit

« Investigator agrees that there is no clinical or other reason not to reduce

FIGURE 1. ANDHI IP study design.

TABLE I. Recommended stepwise background asthma therapy reductions for the Main Efficacy Analysis Set (non—OCS-dependent

patients) during the reduction phase

Background therapy

Recommended reduction in therapy*

ICS/LABA plus another non-OCS controller(s)T

Discontinue all the non-LABA/non-OCS controllers so that only ICS/LABA

therapy remains

Daily HD ICS plus another non-LABA/non-OCS controller(s)f

Reduce the current HD ICS to an MD formulation at the first reduction visit;

continue the other controllers

Daily MD ICS plus another non-LABA/non-OCS controller(s)f

Discontinue all the non-LABA/non-OCS controllers so that only daily MD ICS

therapy remains

HD ICS/LABA only
MD ICS/LABA only

Reduce ICS dosage to medium
Either switch to an LD ICS/LABA or discontinue the LABA so that the patient is

on daily MD or HD ICS monotherapy

HD ICS only
MD ICS only
LD ICS/LABA only

Reduce to MD ICS only
Reduce to LD ICS
Discontinue maintenance ICS/LABA and switch patient either to LD ICS or to

as-needed LD ICS/formoterol (according to local practice/guidance)

LD ICS only

Either continue LD ICS or step down to as-needed SABA or as-needed LD ICS/

formoterol (according to local practice/guidance) according to clinical judgment

*Per-protocol background medication reduction was to be attempted at every scheduled reduction visit in eligible patients who met the reduction algorithm criteria. Investigators
were to adapt these recommendations to available local formulations and use their clinical judgment. It was to be understood that asthma reliever use was always indicated, as

usual.

FOther non-LABA, non-OCS controllers include therapies such as LTRA, LAMA, or theophylline.

Unresolved AEs at visit 11/week 24 (end of the 24-wk ANDHI DB)
continued to be documented for patients directly continuing ben-
ralizumab treatment with no gap between ANDHI DB and IP.

Post hoc analyses

The percentage of patients with uncontrolled asthma at EOT
(ACQ-6 > 1.5 or clinically significant exacerbations since visit 25/
wk to be determined or during the 8 wk prior) with asthma control

(ACQ-6 < 1.5) during any ANDHI IP visit before EOT was

assessed for the Main Efficacy Analysis Set and the OCS-Dependent
Set.

Statistical analysis

Summary statistics and analyses were reported for the Main Ef-
ficacy Analysis Set and the OCS-Dependent Analysis Set and
repeated for patients with controlled versus uncontrolled asthma at
EOT (visit 27/wk 80) in the Main Efficacy Analysis Set. An EOT
controlled asthma was defined as an ACQ-6 score less than 1.5 at

EOT, as established by Juniper and colleagues,”® and no clinically
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Main Efficacy Analysis Set

High-dosage ICS/LABA @ High-dosage ICS @

High-dosage ICS/LABA

Medium-dosage ICS/LABA

Low-dosage ICS/LABA (> ) Low-dosage ICS

@ Plus other controllers reduced
A (LAMA, LTRA, xanthines)

Medium-dosage ICS @

Medium-dosage ICS
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OCS-Dependent Analysis Set

5 mg reductions every
1-2 wk

Daily dosage of
7.5 mg achieved

Smaller reductions
(eg, 1-2.5 mg every 4 wk)

Discontinued if the investigator
judged it safe to do so

As-needed reliever medicine

B

FIGURE 2. Reduction of background for (A) the Main Efficacy Analysis Set and (B) the OCS-Dependent Analysis Set.

TABLE Il. Baseline patient demographics and characteristics at
ANDHI DB phase baseline: Main Efficacy Analysis and OCS-
Dependent Analysis Sets

Main Efficacy OCS-Dependent

Demographics/ Analysis Set Analysis Set
characteristics (n = 390) (n = 99)
Sex, female, n (%*) 232 (59.5) 58 (58.6)
Age (y), mean (SD)f 53.1 (12.43) 55.2 (11.40)
Age > 18 y at asthma 269 (69.2) 84 (84.8)
onset, n (%*)
Race, n (%*)
Asian 11 (3.3) 4 (5.1
Black 38 (11.3) 2 (2.6)
Native Hawaiian/other 1(0.3) 0
Pacific Islander
White 282 (83.7) 71 (91.0)
Other 5 (1.5) 1(1.3)
Missing 53 21
Body mass index (kg/mz), 30.32 (7.9) 29.01 (7.0)

mean (SD)T

Blood eosinophil count at
screening (cells/pL),
median (range){

440 (60—5,020) 430 (150—1,810)

>300, n (%*) 277 (71.4) 73 (73.7)
>150 to <300, n (%*) 111 (28.6) 26 (26.3)
Phadiatop positive§ at 214 (58.2) 41 (43.6)

baseline, n (%*)i

Total immunoglobulin E 138.0 (1.5-7,820.2)  149.2 (1.5-9,063.8)
(IU/mL), median

(range)

*Percentages calculated based upon patients with available data. Demographic/
characteristic data are from ANDHI DB period baseline.

7At ANDHI DB phase baseline (visit 4).

At ANDHI DB phase visit 1/visit 2.

§Qualitative assessment for the presence of allergen-specific immunoglobulin E.

significant exacerbations during the 8 weeks before EOT. EOT
uncontrolled asthma was defined as not meeting controlled asthma
criteria at EOT. Patients who withdrew or were lost to follow-up
and patients with missing ACQ-6 scores at EOT who had other-
wise completed the study were considered uncontrolled. No formal
hypothesis testing was conducted; all analyses were considered
descriptive, and all reported P values are nominal. (Statistical analysis
methodology details are in the Online Repository available at www.
jaci-inpractice.org.)

RESULTS

Of the 616 patients who had completed the ANDHI DB
study,” 504 consented to enter ANDHI IP between November
19, 2018, and October 21, 2020. A total of 503 enrolled patients
(99.8%) received open-label benralizumab (1 patient [0.2%)]
provided informed consent for ANDHI IP but did not receive
open-label benralizumab; no other study end points were
recorded for this patient). Of patients receiving benralizumab,
490 (97.2%) entered the background medication reduction
period (visits 15—23/wk 32—64) (For patient disposition details,
see the Online Repository and Figures E1, E2, and E3; available
in this article’s Online Repository at www.jaci-inpractice.org.)

Patients

The Main Efficacy Analysis Set included 390 patients. The
OCS-Dependent Analysis Set included 99 patients. Patient
characteristics in each were generally representative of a severe
asthma population (Table II).

All patients except 1 were taking maintenance ICS-containing
background medication at ANDHI IP baseline (Table III). In
the Main Efficacy Analysis Set, 387 patients (99.2%) were taking
LABA, with 359 patients (92.1%) on ICS/LABA as a fixed dose
combination device. A total of 378 patients (96.9%) were on
either HD or MD ICS/LABA. The proportion of patients taking
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TABLE lll. Asthma maintenance medications at ANDHI IP baseline (visit 15/wk 32): Main Efficacy Analysis and OCS-Dependent Analysis

Sets
Medication Statistic or category Main Efficacy Analysis Set (h = 390) OCS-Dependent Analysis Set (n = 99)
Maintenance ICS, n (%)* Yes 389 (99.7) 99 (100.0)
HD-ICS+ 243 (62.3) 69 (69.7)
SHD-ICS 9 (2.3) 4 (4.0
MD-ICS+ 135 (34.6) 26 (26.3)
LD-ICS+ 11 (2.8) 4 (4.0)
Other ICSt 3(0.8) 3 (3.0
Other ICS? only 1(0.3) 0
OCS, n (%)5 Yes NA|| 99 (100.0)
<5 mg NA|| 40 (40.4)
>5 mg NA|| 59 (59.6)
Mean dosage (mg), (SD; range) NA|| 9.3 (5.2; 1.0—20.0)
LABA, n (%)* Yes 387 (99.2) 97 (98.0)
Maintenance ICS/LABA, n (%)* Yes 359 (92.1) 83 (83.8)
HD-ICS{/LABA 212 (54.4) 49 (49.5)
SHD-ICS/LABA 7 (1.8) 4 (4.0)
MD-ICS{/LABA 139 (35.6) 30 (30.3)
LD-ICST/LABA 8 (2.1) 4 (4.0)
Other ICS/LABAT only 1(0.3) 0
LAMA, n (%) Yes 160 (41.0) 51 (51.5)
LTRA, n (%) Yes 205 (52.6) 42 (42.4)
Xanthines, n (%) Yes 14 (3.6) 9 (9.1)

SHD, Supra-high dosage.

*ICS and LABA taken as part of combination therapy were included in both individual- and combination-therapy categories.
fLow, medium, and high ICS dosages were classified using fluticasone propionate equivalent units.

TAs-needed reliever regimen consistent with local practice.
§OCS dosages were converted to their prednisolone equivalent.

||Patients receiving maintenance OCS medication for asthma at ANDHI IP baseline (visit 15/wk 32) were excluded from the Main Efficacy Analysis Set.

LAMA, LTRA, and xanthines was 41.0% (n = 160 of 390),
52.6% (n = 205 of 390), and 3.6% (n = 14 of 390), respec-
tively. The mean (SD) OCS dosage was 9.3 mg (5.21 mg), with
59 patients (59.6%) having an OCS dosage greater than 5 mg at
baseline and 40 (40.4%) with a dosage of 5 mg or lower at
baseline.

Controlled asthma status

In the Main Efficacy Analysis Set, 45.9% of patients (n = 179
of 390) had controlled asthma at ANDHI IP EOT and 47.5%
(n = 47 of 99) in the OCS-Dependent Set had controlled
asthma at EOT (Figure E4; available in this article’s Online
Repository at www.jaci-inpractice.org). Post hoc analysis showed
that, among those in the Main Efficacy Analysis Set with un-
controlled asthma at EOT, 61.1% (n = 129 of 211) had either
well- or partially controlled asthma at any prior ANDHI IP visit;
in the OCS-Dependent Set, 73.1% of patients (n = 38 of 52)
with uncontrolled asthma at EOT had controlled asthma at a
prior visit.

Background medication reductions

Main Efficacy Analysis Set. Approximately one-half of
patients (53.3%; n = 208 of 390) in the Main Efficacy Analysis
Set achieved at least 1 background medication reduction by EOT
(visit 27/wk 80). This increased to 72.6% (n = 130 of 179) in
patients with controlled asthma at EOT.

Overall, 59.0% of patients (n = 230 of 390) met the criteria
for reducing their background medication at 1 or more reduction

visits. A greater proportion of patients (76.0%; n = 136 of 179)
with controlled asthma at EOT met the criteria for medication
reduction than patients with uncontrolled asthma at EOT
(41.7%; n = 88 of 211). Overall, 41.0% of patients (n =160 of
390) did not reduce background medication at any reduction
period visit. For 23.1% of patients (n = 90 of 390), this was
because they had not met the asthma control criteria, but for
17.9% (n = 70 of 390) this was because the investigator rec-
ommended not to reduce controller medication despite the pa-
tient meeting asthma control criteria.

The investigator did not recommend a reduction in asthma
medication at 51.8% of visits when the other 2 reduction criteria
had been met. The most reported reasons for not reducing
background medications included physician considering
maximum stable reduction was reached (11.8%) and for pro-
phylactic reasons (9.2%) (Table El; available in this article’s
Online Repository at www.jaci-inpractice.org).

The percentage of patients in the Main Efficacy Analysis Set
on HD ICS reduced from 62.6% at baseline to 36.4% at EOT.
In the subset of patients with controlled asthma at EOT, the
reductions were more pronounced; 63.1% required HD ICS at
baseline and 25.1% at EOT (Figure 3). By EOT, 23.9% of
patients (n = 58 of 243) reduced from HD to MD ICS; 16.5%
(n = 40 of 243) reduced from HD to LD; and 30.4% (n = 41 of
135) reduced from MD to LD.

Overall, 39.4% of patients (n = 63 of 160) taking LAMA
medications, 33.7% (n = 69 of 205) of patients taking LTRA
medications, and 11.9% (n = 46 of 387) of patients taking
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FIGURE 3. Distribution of patients by ICS dosage categories at baseline§ and EOT 1: Main Efficacy Analysis Set. SHD, supra-high dosage.
*Controlled defined as ACQ-6 score <1.5 and no clinically significant exacerbations since visit 25/week 72 (or during last 8 wk prior to
visit 27/wk 80). tStart date prior to visit 27/week 80 and ongoing or with a stop date at or the day before visit 27/week 80. {SHD defined
for this study as fluticasone furoate >200 |ig; beclomethasone dipropionate >800 g for combination fixed-dosage medications including
the QVAR Redihaler; budesonide >1,600 Lg; ciclesonide >640 |i,g; mometasone furoate >800 pg; fluticasone propionate >2,000 ug.
The SHD group is a subset of the HD group. §Start date prior to visit 15/week 32 and ongoing past visit 15/week 32 or start date prior to
visit 15/week 32 with a stop date on or the day before visit 15/week 32.

Overall Patients controlled* at EOTt
400 ™ (n=390) (n=179)
350 [~
300
3250 =
_EQ
$200 —
©
o
150 |-
100 —
44
0 | ]
4
s 1o i | 3 | | \ |
Xanthine LAMA LTRA LABA Xanthine LAMA LTRA LABA
n=14 n =160 n=205 n=2387 n=3 n=69 n=84 n=176

- Background discontinued at EOT
Background continued at EOT

FIGURE 4. Number of patients continuing and discontinuing background medication by EOT t: Main Efficacy Analysis Set. *Controlled
defined as ACQ-6 score <1.5 and no clinically significant exacerbations since visit 25/week 72 (or during last 8 wk prior to visit 27/wk
80). fStart date prior to visit 27/week 80 and ongoing or with a stop date at or the day before visit 27/week 80.

LABA medications at ANDHI IP baseline discontinued these
medications by EOT (Figure 4). A higher proportion of patients
with controlled asthma at EOT had discontinued at least 1 of

these medications (LAMA 65.2% [n = 45 of 69]; LTRA 52.4%
[n = 44 of 84]; and LABA 19.9% [n = 35 of 176]).

Most patients (96.4%; n = 376) were categorized as adapted
GINA step 4 or 5 at ANDHI IP baseline (visit 15/wk 32)
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FIGURE 5. Percentage of patients achieving adapted§ GINA step reductions from baseline|| to EOT$ Main Efficacy Analysis Set. *One
patient on GINA step 1 had already achieved the minimum GINA step and therefore could not reduce further. T Controlled defined as ACQ-
6 score <1.5 and no clinically significant exacerbations since visit 25/week 72 (or during last 8 wk prior to visit 27/wk 80). {Start date
prior to visit 27/week 80 and ongoing or with a stop date at or the day before visit 27/week 80. §Adapted as calculated excluding biologic
use. ||Start date prior to visit 15/week 32 and ongoing past visit 15/week 32 or start date prior to visit 15/week 32 with a stop date on or

the day before visit 15/week 32.

TABLE IV. AE: Safety Analysis Set*

Safety Analysis

AE Set (n = 503) n (%)
Patients with any AE 343 (68.2)
AEs reported in > 5% of patients
MedDRA preferred term
Nasopharyngitis 45 (8.9)
Bronchitis 43 (8.5)
Sinusitis 35 (7.0)
Headache 29 (5.8)
Patients with > 1 severe AEs 44 (8.7)
Severe adverse events reported in > 1% of patients
MedDRA preferred term
Asthma 9 (1.8)
Patients with > 1 causally related AE 45 (8.9)
Causally related AEs reported in > 1% of patients
MedDRA preferred term
Headache 5 (1.0
Pyrexia 5 (1.0
Patients with any serious AE 56 (11.1)
Serious AEs reported in > 1% of patients
MedDRA preferred term
Asthma 18 (3.6)
Influenza 5 (1.0
Patients with any hypersensitivityf 44 (8.7)

MedDRA, Medical Dictionary for Regulatory Activities.

*AEs were coded with the use of the MedDRA, version 23.0.

fIncludes the following MedDRA preferred terms: Conjunctivitis allergic, Eczema,
Rash, Rhinitis allergic, and Urticaria.

(GINA step 1 n =1 [0.3%]; GINA step 2 n = 0; GINA step
3 n =13 [3.3%]; GINA step 4 n = 133 [34.1%]; and GINA
step 5 n = 243 [62.3%]). In the Main Efficacy Analysis Set,
41.9% of patients (n = 163 of 389) achieved at least 1 adapted

GINA step reduction from baseline to EOT, with 18.8% of
patients (n 73) achieving 2 or more step reductions. In
patients with controlled asthma at EOT, 61.8% (n = 110 of
178) achieved at least 1 adapted GINA step reduction, with
30.9% (n = 55) reducing by at least 2 adapted GINA steps
(Figure 5).

OCS-Dependent Analysis Set. In OCS-dependent pa-
tients, 50.5% (n = 50 of 99) eliminated OCS by EOT, and
63.8% (n = 30 of 47) with controlled asthma eliminated OCS
by EOT (Figure E5; available in this article’s Online Repository
at www.jaci-inpractice.org). Of patients whose OCS dosage was
greater than 5 mg at the start of ANDHI IP, 61.0% (n = 36 of
59) had reduced their dosage to 5 mg or lower by EOT. Mean
OCS dosage at ANDHI IP baseline was similar for controlled
(9.12 mg) and uncontrolled (9.40 mg) patients at EOT. Mean
OCS dosage at EOT was 2.48 mg for patients with asthma
control at EOT, a 72.8% decrease from baseline versus a mean
OCS dosage at EOT of 5.57 mg for patients with uncontrolled
asthma, a 40.7% decrease.

Safety

A total of 503 patients received open-label benralizumab
during ANDHI IP (Safety Analysis Set). Their mean (SD)
exposure duration was 319.0 days (73.03 d). Overall, 68.2% of
patients (n = 343 of 503) had at least 1 AE during ANDHI IP
(Table IV). The AEs reported in more than 5% of patients
overall in the ANDHI IP substudy (nasopharyngitis, bronchitis,
sinusitis, and headache) were consistent with the most
commonly reported AEs in ANDHI DB. There were 56 patients
(11.1%) with any serious AE and 12 (2.4%) with AEs leading to
discontinuation. Most AEs reported were assessed by the inves-
tigator as mild to moderate in intensity and unrelated to ben-
ralizumab. No deaths were reported.
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DISCUSSION

In the ANDHI IP open-label extension substudy, most non-
—OCS-dependent patients with severe eosinophilic asthma who
received benralizumab successfully reduced background medica-
tions while maintaining good asthma control, and half of the
OCS-dependent patients eliminated OCS use. In today’s clinical
practice, standard-of-care asthma controller regimens are stepped
up until control is achieved; however, evidence-based decision
making regarding the best approach for stepping down treatment
in the era of biologic therapy is warranted.”””” Reducing asthma
background medication use while maintaining asthma control is
emerging as a potential treatment goal that may lessen the treat-
ment burden, decrease AFE risk, and reduce cost.”>?’ As back-
ground asthma treatment reductions become more common,
clinical evidence of effective step-down strategies is needed to
inform decisions.”’ The ANDHI IP results provide confidence
that background medications can be reduced while maintaining
asthma control with benralizumab in a clinical practice setting.

Overall, 39.4% of patients (n = 63 of 160) discontinued
LAMA medications by EOT and 33.7% (n = 69 of 205) dis-
continued LTRA medications, compared with 11.9% (n = 46
of 387) discontinuation for LABA medications. These discon-
tinuations increased in patients with controlled asthma at EOT.
These findings align with the ANDHI IP protocol-defined
background medication reduction criteria, which stated that
all non-LABA and non-OCS background medications (eg,
LTRA, LAMA, and/or xanthines) should be discontinued
before ICS or ICS/LABA reduction. The protocol for back-
ground medication reduction in ANDHI IP was developed to
follow the reverse of the GINA step-up treatment™® and to
optimize safety and practicality. Medications usually added as
advanced GINA steps (eg, LTRA, LAMA) were reduced or
stopped first, followed by ICS dosage reductions. Discontinu-
ing treatments such as LAMA and LTRA medications before
ICS and LABA, which have established safety and efficacy at
low and moderate dosages, potentially involved less risk for the
patient despite the known safety risks of HD ICS.”" In addi-
tion, ICS/LABA medications are typically delivered in a single
device, making it difficult to reduce LABA dosages without
concurrent ICS reductions.

Patients with severe asthma that remains uncontrolled with
standard-of-care medication are often prescribed long-term
OCS despite the significant AEs associated with long-term
exposure.” OCS tapering may be facilitated with treatment
directed toward a pathway underlying inflammation (ie, eo-
sinophils)”” and may also be more effective than OCS for
asthma control.” In ANDHI IP, most patients who were OCS-
dependent at the start of the substudy achieved OCS dosage
reduction by EOT; one-half eliminated OCS use altogether and
three-quarters were receiving 5 mg or lower by EOT. This
builds on the growing body of evidence including results from
the recently completed PONENTE steroid-sparing study,
which demonstrated the potential of benralizumab to enable
OCS-dependent patients to reduce or eliminate OCS without
compromising disease control.””**

In a study examining ICS adherence and clinical outcomes in
OCS-dependent patients with severe eosinophilic asthma
completing 1 year of benralizumab or mepolizumab, ICS
adherence did not impact benralizumab efficacy.”” Patients
treated with benralizumab had similar exacerbation rate
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reductions irrespective of ICS adherence, unlike patients treated
with mepolizumab, who had worse outcomes with poor ICS
adherence.”” Studies in patients with severe atopic asthma also
support the feasibility of ICS reductions. In 2 phase III trials,
those patients with severe atopic asthma who required daily ICS
received either omalizumab or placebo for 16 weeks, followed by
a forced ICS reduction period, in which the ICS dosage was
reduced by a set amount undil discontinuation or symptom
worsening, and a subsequent dosage increase to optimize con-
trol.”®%? In both trials, ICS (beclomethasone or fluticasone)
dosages were reduced by 50% in patients who received pla-
cebo.”®” These outcomes cannot be compared directly with the
ANDHI IP findings because of differences in dose-reduction
strategies and patient populations. Withdrawing ICS or
reducing dosage has been shown to be safe in patients with non-
eosinophilic asthma irrespective of baseline asthma control, with
an elevated blood eosinophil count having the possibility to
predict the failure to stop ICS.”’ Benralizumab induces rapid and
nearly complete eosinophil depletion,24 which may be associated
with the safe reduction of ICS observed.

Approximately 46% of patients (n = 179 of 390) in the Main
Efficacy Analysis Set had controlled asthma at EOT, with an
ACQ-6 score lower than 1.5 at EOT and no clinically significant
exacerbations. These findings are consistent with ANDHI DB
and other phase III studies in which background medications
were kept stable and asthma control improved.””*"** The cur-
rent results reinforce the asthma control benefits of benralizu-
mab, despite background medication reduction.

Patients with EOT asthma control achieved more reductions
from baseline than patients without EOT asthma control, which
may be because reductions were only allowed in patients meeting
asthma control criteria at specific visits. More than one-half of
those who were uncontrolled at EOT were controlled at prior
visits and a medication reduction may have occurred.

When interpreting the background reduction results, it is
important to note that ANDHI IP was conducted in a clinical
practice extension setting with no control group. Patients and
physicians could opt to forego therapy reductions even though
step-down criteria were met. Although 230 patients met the
criteria for a therapy reduction during the reduction period and
208 had a medication reduction through the end of the trial,
investigators did not recommend reduction at approximately half
(51.8%) of reduction visits at which reduction criteria had been
met, with the most common reasons being the physician
considering maximum stable reduction reached and prophylaxis.
The relative passivity of physicians to adjust background medi-
cations according to the level of asthma control has been re-
ported.” Yet, reducing the dose of ICS may attenuate the risk of
osteoporosis and decrease the risk of adrenal insufficiency.*
Further analysis may identify reasons behind resistance to step-
ping down therapy and foster development of strategies to build
confidence and encourage dosage reductions in clinical practice.
Without a control group in this open-label study, it is not
feasible to determine whether the background medication re-
ductions would have been achieved without biologic treatment,
especially in patients with asthma control. It is uncertain whether
asthma control would be lost again in these patients, especially
because some studies have shown that HD ICS are no more
effective (ie, with no statistically or clinically significant differ-
ences in lung function or asthma symptoms) than MD ICS."
The ongoing open-label, parallel-group, active-controlled,
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multicenter, phase IV SHAMAL study (ClinicalTrials.gov
Identifier: NCT04159519), designed to assess how extensively
ICS/LABA may be tapered in adult patients with severe eosin-
ophilic asthma who have achieved disease control with benrali-
zumab, may support implementation of dosage reductions.*®

The safety profile of benralizumab during ANDHI IP was
consistent with ANDHI DB”” in the same patient group and
with other benralizumab trials that demonstrated the safety and
tolerability of benralizumab for up to 5 years.””***” No clini-
cally meaningful differences were observed in AE incidence when
comparing patients by previous treatment (benralizumab or
placebo) during ANDHI DB, indicating consistent safety of
benralizumab over varying treatment durations. This study
confirms findings from previous studies and post-marketing data
that demonstrate benralizumab is well tolerated, with an overall
AE profile similar to placebo in type and frequency.”’

ANDHI IP was ongoing during the global coronavirus
disease 2019 (COVID-19) pandemic. Although the contin-
gency measures and alternative processes implemented resulted
in minimal impact on the substudy’s overall conduct, data, and
interpretation, the pandemic did limit the potential of ANDHI
IP to fully assess background medication reductions. (Refer to
the Online Repository available at www.jaci-inpractice.org for
details.)

ANDHI IP demonstrates that standard-of-care background
medications, including OCS, can be tapered and adapted GINA
steps reduced for patients with severe eosinophilic asthma treated
with benralizumab while maintaining symptom control in a
clinical setting. These findings support benralizumab’s efficacy in
allowing background medication reduction. Additional studies
are required to assess the extent of background medication re-
ductions and whether severe eosinophilic asthma can be managed
with benralizumab and an anti-inflammatory—containing re-
liever in case of worsening in clinical practice.
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Severe asthma standard-of-care background medication
reduction with benralizumab: ANDHI in Practice substudy

ANDHI /IV PRACTICE EXCLUSION CRITERIA
Patients could not enter the substudy if any of the following
exclusion criteria were fulfilled:

o Patients who had participated in the ANDHI double-blind
(DB) study but failed to complete the ANDHI DB end-of-
treatment (EOT) visit 11. Patients who had completed the
ANDHI DB follow-up visit 12 were not excluded from
participation in ANDHI in Practice (IP).

o Patients who were unable to commit to the monthly visits as
required by the protocol or unable to commit to undergoing
protocol-guided reductions in asthma therapy, as directed by
the investigator.

o Patients who experienced a severe or serious treatment-related
adverse event (AE) during the ANDHI DB study, and those
for whom the investigator judged that it was not in patients’
best interests to extend possible treatment with benralizumab.

o Patients with approved or off-label use of systemic immuno-
suppressive medications within 3 months prior to the first visit
of ANDHI IP (visit 13). These included but were not limited
to small molecules such as methotrexate, cyclosporine,
azathioprine, and immunosuppressive/immunomodulating
biologics such as tumor necrosis factor blockers. Regular use of
systemic oral corticosteroids (OCS) was also excluded except
for the indication of asthma.

o Patients who received live attenuated vaccines 30 days prior to
the first visit of ANDHI IP (visit 13); other types of vaccines
were allowed.

o Patients who had planned surgical procedures during the
study.

o Patients with positive urine pregnancy test at visit 13, or pa-
tients who were actively breastfeeding or lactating.

STATISTICAL ANALYSIS METHODOLOGY

o All analyses based on Global Initiative for Asthma (GINA) step
reduction considered patients starting at adapted GINA step > 2
only. The baseline adapted GINA step was determined based on
maintenance asthma medications at visit 15/week 32. The final
step was determined based on asthma medications at visit 27/week
80 (EOT).

o For patients who withdrew or were lost to follow-up prior to EOT
(visit 27/wk 80), a last observation carried forward approach was
used, and asthma controller medications and reductions were
assessed based on patients’ last site visits. Visit 15/week 32 was
used if there was no suitable prior visit, and the number of re-
ductions was calculated as 0.

e Proportions of patients achieving 1 or more asthma controller
medication reductions, X or more GINA step reductions (in
which X ranged from 1 to 4), and Y GINA step reductions (in
which Y ranged from 0 to 4 and 0 included no change and any
increase in adapted GINA step) were estimated with nominal
95% CI derived using the exact Clopper-Pearson method.

o The statistical analyses were performed by IQVIA using SAS
version 9.4 or higher.
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PATIENT DISPOSITION

Of the 504 enrolled patients, 1 (0.2%) did not receive open-
label benralizumab. This patient provided informed consent for
the substudy, but no other events were recorded. Of patients
receiving benralizumab, 490 (97.2%) entered the background
medication reduction period (visits 15—23/wk 32—64). Of these
patients, 390 were included in the Main Efficacy Analysis Set, 99
were included in the OCS-Dependent Analysis Set, and 1 is not
in either set because the patient did not attend visit 15. A total of
459 patients (91.1%) entered the maintenance period of the
substudy, and 447 of these patients (88.7%) completed this
period. A total of 12 patients (2.4%) did not complete the
maintenance period, with the main reason being patient decision
(6 patients [1.2%]). A total of 450 patients (89.3%) completed
open-label benralizumab treatment during the substudy, and 447
(88.7%) completed the substudy. Fifty-two (10.3%) dis-
continued benralizumab treatment during the substudy, with the
main reason for discontinuation being patient decision (22 pa-
tients [4.4%]). All patients who discontinued benralizumab
treatment also discontinued the substudy. Three patients who
had completed benralizumab treatment withdrew before end of
treatment (for reasons of “other”—coronavirus disease 2019
[COVID-19] movement restriction [2 patients] and patient
withdrawal [1 patient]).

The Main Efficacy Analysis Set (n = 390) and the OCS-
Dependent Analysis Set (n = 99) were distinct patient groups.

IMPACT OF THE COVID-19 PANDEMIC ON ANDHI
IN PRACTICE

The ANDHI IP substudy was ongoing as the COVID-19
pandemic was occurring globally. Although the contingency
measures and alternative processes implemented during the
substudy resulted in minimal impact on the overall conduct,
data, and interpretation of results, the pandemic period did limit
the potential of the substudy to fully assess reductions in back-
ground medication. Missed or reduced on-site visits, decisions
not to reduce medication despite patients meeting the reduction
criteria, and a general cautious approach by investigators for
recommending reductions, especially during the pandemic
period, were all influencing factors for how many opportunities
patients had to reduce their asthma controller medication.
Despite these indirect effects related to the COVID-19
pandemic, 93% of scheduled visits took place, and 3% had a
reason for not reducing related to COVID-19.

Enrollment of patients for the substudy was completed before
the pandemic started and, therefore, was not impacted. One of
the 504 enrolled patients (0.2%) had a COVID-19—related
adverse event (AE) recorded during the substudy. Of the 504
patients enrolled, 3 (0.6%) did not complete the substudy
maintenance phase (defined as post visit 23/wk 64 up to and
including scheduled EOT [visit 27/week 80] or investigational
product discontinuation visit for those patients who prematurely
discontinued study treatment [or last patient contact post visit 13
if EOT or investigational product discontinuation visit was
missing], inclusive), 2 patients (0.4%) discontinued benralizu-
mab treatment during the substudy, and 3 patients (0.6%) were
withdrawn from the substudy, all owing to logistical restrictions
associated with the COVID-19 pandemic. Other COVID-
19—related  discontinuation reasons represent logistical
restrictions.
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The impact of any COVID-19—related study disruption or
patient illness during ANDHI IP on the efficacy analyses was
considered minor. Although 40% of patients had COVID-
19—related study disruptions, the majority of scheduled visits
were completed on-site. Results of sensitivity analyses performed
to assess the impact of the COVID-19 pandemic were supportive
of the main efficacy results.

The number of scheduled reduction visits in which the reason
for not recommending a reduction in background asthma
medication was specifically COVID-19—related was low (27
visits [3.0%]), even though indirect effects related to COVID-
19, including reduced number of on-site visits and general
cautious approach followed by investigators in recommending
reductions, could have occurred.

One COVID-19—related AE (COVID-19 infection) was re-
ported. The event was mild in intensity, resolved after 15 days
without treatment, and did not lead to withdrawal of the patient
from the substudy.

MAINTENANCE ICS DOSAGE CATEGORIES BY
COMPOUND*’

Maintenance ICS dosage categories for adults and adolescents
(>12 years of age) used in ANDHI IP, by total daily dosage:

Single-dosage beclomethasone  dipropionate medications
(pressurized metered-dose inhaler [pMDI], standard [non-
fine] particle; hydrofluoroalkane propellant [HFA], non-
chlorofluorocarbon  propellant [CFC]), excluding the
QVAR Redihaler: low (200—500 pg), medium
(>500—1000 pg), high (>1,000 pig), and supra-high (not
applicable [NA])

J ALLERGY CLIN IMMUNOL PRACT
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Combination fixed-dosage beclomethasone dipropionate
medications (pMD], extra-fine particle; HFA, non-CFC),
including the QVAR Redihaler: low (100—200 lg), me-
dium (>200—400 pg), high (>400 Lg), and supra-high
(>800 pg)

Budesonide (dry powder inhaler [DPI]): low (200—400 pig),
medium (>400—800 Lg), high (>800 pg), and supra-
high (>1,600 g as metered; 1,280 [ig as delivered)

Ciclesonide (pMDI, extra-fine particle; HFA, non-CFC): low
(80—160 Ug), medium (>160—320 [ig), high (>320 pg),
and supra-high (>640 pg)

Fluticasone furoate (DPI): low (NA), medium (100 pg), high
(200 pg), and supra-high (>200 pg)

Fluticasone propionate (DPI): low (100—250 pg), medium
(>250—500 ug), high (>500 Ug), and supra-high
(>2,000 pig)

Fluticasone propionate (pMDI, standard [non-fine] particle;
HFA, non-CFC): low (100—250 pg), medium
(>250—500 pg), high (>500 pg), and supra-high
(>2,000 pig)

Mometasone furoate (DPI): low (NA), medium (200—400
lg), high (>400 pg), and supra-high (>800 Lig)

Mometasone furoate (pMDI, standard [non-fine] particle;
HFA, non-CFC): low (NA), medium (200—400 [ig), high
(>400 Hg), and supra-high (>800 lg)

REFERENCES
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| 504 Patients enrolled

p—

1(0.2%) Patients who did not receive treatment
1(0.2%) No open-label benralizumab taken

503 (99.8%) Patients who
received treatment
13 (2.6%) Patients who did not enter background asthma
controller reduction period
3 (0.6%) Adverse event
: 2 (0.4%) Failure to meet continuation criteria
490 (97.2%) Patients who 2 (0.4%) Lost to follow-up
entered background asthma | | (1 904) Withdrawal by subject
controller reduction period

31 (6.2%) Patients who did not enter
maintenance period
10 (2.0%) Adverse event
2 (0.4%) Lost to follow-up
6 (1.2%) Physician decision
1 (0.2%) Protocol-specified withdrawal criterion met
12 (2.4%) Withdrawal by subject

p—

459 (91.1%) Patients who
entered maintenance period

12 (2.4%) Patients who did not complete

N maintenance period
2 (0.4%) Lost to follow-up

3(0.6%) Other

447 (88.7%) Patients who 3 (0.6%) Other COVID-19-related
| 447 (88.7%) Patients who completed maintenance 1 (0.2%) Protocol-specified withdrawal criterion met
" completed the study period 6 (1.2%) Withdrawal by subject

56 (11.1%) Patients withdrawn from study 52 (10.3%) Patients who discontinued treatment

13 (2.6%) Adverse event 13 (2.6%) Adverse event
»| 6 (1.2%) Lost to follow-up 4 (0.8%) Failure to meet continuation criteria
3 (0.6%) Other 6 (1.2%) Lost to follow-up
6 (1.2%) Other

3 (0.6%) Other COVID-19-related
6 (1.2%) Physician decision
4 (0.8%) Protocol-specified withdrawal criterion met
24 (4.8%) Withdrawal by subject

2 (0.4%) Other COVID-19-related
1(0.2%) Protocol deviation
22 (4.4%) Withdrawal by subject

450 (89.3%) Patients
who completed
treatment

FIGURE E1. Patient disposition: overall.
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25 (6.4%) Patients who did not enter
maintenance period
8 (2.1%) Adverse event
1(0.3%) Lost to follow-up
5 (1.3%) Physician decision
1(0.3%) Protocol-specified withdrawal criterion met
10 (2.6%) Withdrawal by subject

.| 353 (90.5%) Patients who
completed the study

390 Patients enrolled
390 (100.0%) Patients who
received treatment
390 (100.0%) Patients who
entered background asthma
controller reduction period
12 (3.1%) Patients who did not complete
365 (936%) Patients who maintenance penod
entered maintenance period 2 (0.5%) Lost to follow-up
3 (0.8%) Other
3 (0.8%) Other COVID-19—related
1 (0.3%) Protocol-specified withdrawal criterion met
6 (1.5%) Withdrawal by subject
353 (90.5%) Patients who
completed maintenance
period 356 (91.3%) Patients who <
completed treatment

8 (2.1%) Adverse event
3 (0.8%) Lost to follow-up
3 (0.8%) Other
3 (0.8%) Other COVID-19-related
5 (1.3%) Physician decision

16 (4.1%) Withdrawal by subject

37 (9.5%) Patients withdrawn from study

2 (0.5%) Protocol-specified withdrawal criterion met

33 (8.5%) Patients who discontinued treatment

8 (2.1%) Adverse event
2 (0.5%) Failure to meet continuation criteria
3 (0.8%) Lost to follow-up
5 (1.3%) Other

2 (0.5%) Other COVID-19—related
1(0.3%) Protocol deviation
14 (3.6%) Withdrawal by subject

FIGURE E2. Patient disposition: Main Efficacy Analysis Set.
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99 Patients enrolled

|

99 (100.0%) Patients who
received treatment
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6 (6.1%) Patients who did not enter
maintenance period
2 (2.0%) Adverse event
1(1.0%) Lost to follow-up
1(1.0%) Physician decision
2 (2.0%) Withdrawal by subject

99 (100.0%) Patients who
entered background asthma
controller reduction period

M

93 (93.9%) Patients who
completed the study

A 4

93 (93.9%) Patients who
entered maintenance period
93 (93.9%) Patients who 93 (93.9%) Patients who
completed maintenance completed treatment <
period

2 (2.0%) Adverse event
1(1.0%) Lost to follow-up
1(1.0%) Physician decision

2 (2.0%) Withdrawal by subject

Y

6 (6.1%) Patients withdrawn from study

6 (6.1%) Patients who discontinued treatment
2 (2.0%) Adverse event
1 (1.0%) Lost to follow-up
1(1.0%) Other
2 (2.0%) Withdrawal by subject

FIGURE E3. Patient disposition: OCS-Dependent Analysis Set. OCS, Oral corticosteroid.
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All patient analysis (n = 504)

Received open-label
© VYes
Safety analysis set (n = 503)

o
T - ©
OYes

OCS at visit 15?
Yes @ @ No

0CS-dependent analysis (n = 99) Main efficacy analysis (n = 390)

i is (n =39
D (4]
Asthma control*at EOT? Asthma control*at EOT?

Yes @ @ No Yes @@ No
n=47 n=>52 n=179 n=211
(47.5%) (525 (45.9%) (54.1%)

FIGURE E4. Asthma control in the Main Efficacy Analysis Set and
the OCS-Dependent Analysis Set. EO7, End of treatment; OCS,
oral corticosteroids. *Controlled defined as Asthma Control
Questionnaire-6 score < 1.5 and no clinically significant exacer-
bations since visit 25/week 72 (or during last 8 wk prior to visit
27/wk 80).
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Overall Patients controlled* at EOTt
100 (n=99) (n=47)

Patients (%)

>0 >50 >75 >90 100 >0 >50 >75 >90 100

OCS dosage reduction (%)

FIGURE E5. Reductions in OCS dosage from baseline} to EOTt in OCS-dependent patients OCS, Oral corticosteroid. *Controlled defined
as Asthma Control Questionnaire-6 score < 1.5 and no clinically significant exacerbations since visit 25/week 72 (or during last 8 wk
prior to visit 27/wk 80). T Start date prior to visit 27/week 80 and ongoing or with a stop date at or the day before visit 27/week 80. {Start
date prior to visit 15/week 32 and ongoing past visit 15/week 32 or start date prior to visit 15/week 32 with a stop date on or the day
before visit 15/week 32.

TABLE E1. Reasons for investigator not recommending back-
ground medications reduction when reduction criteria were met

Main Efficacy Analysis Set (n = 390) Visits, n (%)
Background medication reduction criteria were met 906
Investigator recommended background medication 433 (47.8)
reduction
Investigator did not recommend background medication 442 (48.8)
reduction (any reason except COVID-19)
Investigator did not recommend background medication 27 (3.0)
reduction because of COVID-19
Investigator decision missing 4 (04)
Reason description when investigator did not recommend reduction
Physician decision to put reduction on hold until next 17 (1.9)
visit
Physician decision for prophylactic reasons 83 (9.2)
Patient decision 51 (5.6)
Deterioration after last reduction attempt 10 (1.1)
Physician considers maximum stable reduction 107 (11.8)
reached
Respiratory signs/symptoms/condition 46 (5.1)
Exercise-related 7 (0.8)
Impaired/deteriorated lung function 57 (6.3)
COVID-19—related: physician decision for 19 (2.1)
prophylactic reasons
COVID-19—related: patient decision 7 (0.8)
COVID-19—related: other 1(0.1)
Comorbidity 12 (1.3)

Other 52 (5.7)
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