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The 2nd Rhinology Future Debate, organized by EUFOREA (European Forum for Research and Education in Allergy and Airways
diseases) was held in Brussels in December 2017. One of these debates addressed the position of MP-AzeFlu in allergic rhinitis
(AR) treatment. The current article summarizes this debate; reviewing recent data, and exploring how this has been interpreted by
experts and incorporated into AR management guidelines and a clinical decision support system (CDSS). The Allergic Rhinitis & its
Impact on Asthma (ARIA) guideline position MP-AzeFlu firstline for the treatment of AR, and in preference to intranasal cortico-
steroids (INSs) during the first 2 weeks of treatment. The AR CDSS recommends MP-AzeFlu as one of the firstline treatments for
patients with a visual analogue scale (VAS) score <5/10 cm, and in preference (along with INS) for those with a VAS score >5/10
cm. Panellists agreed that AR management should be kept as simple as possible, with some preferring a‘one treatment fits all
approach; while others preferred a step-up approach. The need to change the AR management mentality was acknowledged, ac-
cepting that most patients use their medication as needed and use multiple treatments; AR medications are needed which have a
very fast onset of action and which target breakthrough symptoms. Panellists agreed that MP-AzeFlu has a role to play here, since
it has a 5 minute onset-of-action, provides clinically-relevant symptom relief in 15 mins and AR control in < 3 days, targets nasal
hyper-reactivity (NHR) which likely contributes to uncontrolled AR and breakthrough symptoms, and provides more effective AR
symptom relief than INS monotherapy or INS + oral antihistamine. Finally, experts considered it likely that MP-AzeFlu should have
a greater impact on asthma control than INS in co-morbid patients, but clinical data is required to back up existing pharmacoeco-
nomic evidence. The next Rhinology Future Debate will be in held in Brussels in Dec 2019.
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Introduction on all aspects of global innovation in rhinologic devices, diag-
The Rhinology Future Debates is a clinician-orientated meeting nostics and biologicals, connecting scientists, physicians, regu-
that has been established to fill a gap with regard to industry- lators, corporate leaders, venture capitalists and other investors.

investor meetings in the field of rhinology. The meeting focuses The debates are organized by the European Forum for Research
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Figure 1. Individual user data from Allergy Diary showing visual ana-
logue scale (VAS) score on allergic rhinitis (AR) treatment. INS: intranasal
corticosteroid; MP-AzeFlu (intranasal azelastine/fluticasone propionate

in single spray; Dymista®).

and Education in Allergy and Airway Diseases (EUFOREA), which
aims to reduce the preventable and avoidable burden of morbi-
dity and disability due to chronic airway diseases . EUFOREA
brings together specialists from the entire healthcare system to
create opportunities for innovative thinking and development
of new techniques, devices, protocols and concepts.

The second Rhinology Future Debate took place in Brussels in
December 2017 and brought together key experts in the field
of respiratory diseases, industrial partners and patients for a
discussion forum in the rhinology/respiratory field. Debate
topics included (i) prevention of asthma by allergen-specific
immunotherapy, (ii) nasal turbinate as a therapeutic target,

(iii) biologicals in asthma (2017 update), and (iv) positioning of
MP-AzeFlu (Dymista®, Mylan Inc., USA) in allergic rhinitis (AR)
treatment. These debates were recorded and are available via
the EUFOREA (www.euforea.eu) and Rhinology Future websites
(www.rhinology-future.com).

The aim of the current article is to summarize the MP-AzeFlu de-
bate, reviewing recent data, exploring how this has been inter-
preted by experts and incorporated into AR management guide-
lines and clinical decision support systems (CDSSs). MP-AzeFlu
comprises an intranasal anti-histamine (i.e. azelastine (AZE)), an
intranasal corticosteroid (INS; i.e. fluticasone propionate (FP))
and a novel formulation delivered in a single spray (e.g. larger
spray volume, finer droplet size distribution, and lower viscosity
versus marketed FP products) “. Its efficacy and safety have
been assessed in a large clinical development programme con-
ducted in the U.S., Europe and Asia ©'%, In Europe, it is indicated
for the relief of symptoms of moderate-to-severe seasonal AR
and perennial AR if monotherapy with either intranasal antihis-
tamine or glucocorticoid is not considered sufficient “,
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Figure 2. Effect of MP-AzeFlu (MP-azelastine/fluticasone propionate;
Dymista®), FP (fluticasone propionate; Flonase®) + LOR (loratadine;
Claritin®) and placebo on change from baseline in total nasal symptom
score (TNSS) assessed over a period of 4 hours following exposure to
ragweed pollen in an allergen exposure chamber. Arrow: onset of action;
dotted arrow: onset to clinically relevant effect compared to placebo

(i.e. 1.17 change in TNSS). MP-AzeFlu (1 spray/nostril; 138pg/50ug); FP

(1 spray/nostril; 50 pg) + LOR (10 mq). LS: least squares; SE: standard
error. * p<0.005 vs placebo; T p=0.038 vs placebo; # p<0.003 vs FP + LOR.
Modified from Bousquet et al, 2017 9.

Positioning of MP-AzeFlu in AR treatment

There are many classes of medication available for the treatment
of AR, ranging from leukotriene receptor antagonists, chromo-
nes and anti-histamines (oral & topical), to INS, and combination
intranasal therapies delivered in a single device (e.g. MP-AzeFlu)
1119 Some of these are only available on prescription, but many
are available over the counter at pharmacies, making self-ma-
nagement a common practice in AR. Unfortunately, AR control
remains poor for many patients >'9, with most resorting to
poly-pharmacy (most commonly an oral anti-histamine + INS) in
an effort to achieve better and faster nasal and ocular symptom
relief 1729, This practice of adding an oral anti-histamine to an
INS is neither endorsed by the scientific evidence "% nor by
the latest ARIA (Allergic Rhinitis & its Impact on Asthma) update,
which does not recommended it at all for perennial AR, and
acknowledges that for seasonal AR, the potential net benefit
would not justify spending additional resources 3. AR sufferers
have a strong preference for an AR treatment which provides
complete and rapid symptom relief and has a fast onset of
action @, Patients’ AR treatment behaviour in real life may be ex-
plained by these preferences. Data from an AR app for patients,
called Allergy Diary (www.euforea.eu/innovation/allergy-diary.
html) 2*2% show how users do not take AR treatment every day,
rapidly switch from one AR treatment to another, achieve AR
control on more effective AR therapies (e.g. MP-AzeFlu), but then
stop taking it or step down when symptoms are well controlled,
and start treatment again when symptoms return (Figure 1). An
AR treatment which provides rapid complete relief with a rapid
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Figure 3. Effect of MP-AzeFlu (MP-azelastine/fluticasone propionate;
Dymista®) on the visual analogue scale (VAS) score over time in 2756
patients with moderate-to-severe allergic rhinitis. Data are presented
as mean (standard deviation) *p<0.001 versus baseline. Modified from
Klimek et al., 2016 (1,

onset of effect would accommodate patient treatment behavi-
our in real-life.

MP-AzeFlu has many of the attributes sought by patients from
an AR treatment. Firstly, it has a 5 minute onset of action, the
most rapid of any AR treatment, compared to 150 minutes for

a loose combination of FP and oral loratadine (LOR: Figure 2),
and is significantly more effective than FP + LOR over a 4h time
fame @, Furthermore, MP-AzeFlu achieved a clinically relevant
effect at 15 mins versus 210 mins for FP + LOR 9. Secondly,
MP-AzeFlu provides rapid and sustained AR control in real life,
assessed using a visual analogues scale (VAS) and the 5/10 cm
cut-off recommended by MACVIA ARIA %27, Patients treated
with MP-AzeFlu crossed this MACVIA-ARIA control cut-off before
Day 3, and over 90% of patients considered their symptoms

to be well- or partly-controlled at that time point (Figure 3) 9.
Thirdly, MP-AzeFlu provides relief from both nasal and ocular
symptoms associated with AR, being twice as effective as an INS
or intranasal anti-histamine for overall relief (Figure 4) ?. It also
targets patients’ most bothersome symptoms, being 54% and
67% more effective than FP for nasal congestion and ocular itch
relief, respectively 7. This is an important finding since patients
consider nasal congestion to be their most bothersome nasal
symptom, as it affects mood, sleep and productivity ®®, whereas
ocular symptoms have the greatest negative impact on quality
of life 9. Finally, MP-AzeFlu provides complete symptom relief
for many patients, and does so approximately a week faster than
FP or AZE monotherapy 7.

MP-AzeFlu has been positioned in the guidelines based on

these data '*'42%, According to the British Society of Allergy and
Clinical Immunology guidelines, MP-AzeFlu is recommended for
AR patients who have failed anti-histamine or INS therapy (after
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Figure 4. Effect of treatment with MP-AzeFlu (MP-azelastine/fluticasone;
Dymista®; n=153), fluticasone propionate (FP; n=151) or azelastine (AZE;
n=152) for 14 days (all 1 spray/nostril bd) on overall change from base-
line in reflective total of 7 symptom scores (rT7SS) in patients with mod-
erate/severe AR. T p=0.013 vs MP-AzeFlu; ¥ p=0.0004 vs MP-AzeFlu. LS:

least squares. Produced using tabular data from Meltzer et al., 2013 7.

checking for use, concordance and dose) 4. Considering that
most AR patients with moderate-severe disease have been, or
are currently, on an AR treatment, with 70% using multiple the-
rapies 7, this population represents the majority of AR patients
visiting their physicians. ARIA position MP-AzeFlu firstline for
the treatment of AR, and in preference over INS during the first
2 weeks of treatment, due to faster response 3. This position

is backed up by the AR clinical decision support system, which
recommends MP-AzeFlu as one of the firstline AR treatment
options for those with a VAS score <5, and in preference (along
with INS) for those with a VAS score =5 7).

Debate

Interpretation of how MP-AzeFlu should be prescribed

Like the guidelines themselves, opinion on the positioning of
MP-AzeFlu within them, and how it should be used to manage
AR in clinical practice varied amongst the panel members. There
was a general consensus that AR management should be kept
as simple as possible, with treatment chosen on the basis of
severity, medical history (including the presence of nasal hyper-
reactivity (NHR)), efficacy, onset and patient preference. Some
experts preferred a‘one treatment fits all approach’; treating
with the most effective medication immediately to obtain
disease control, and sticking with that medication, without ad-
ding the complexity of stepping up and stepping down (Table
1). MP-AzeFlu fits this approach well, being the most effective
symptomatic treatment for AR, targeting both nasal and ocular
symptoms ? as well as NHR ©%, and also providing rapid and
sustained control in real life 9. Others considered that AR treat-
ment should be proportionate, recognizing that many patients
obtain sufficient symptom relief on oral anti-histamines or INS.
Rather, MP-AzeFlu should be reserved for those AR patients
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who need it, matching the treatment to the patient, while at
the same time managing healthcare costs (Table 1). Within this
opinion was the acknowledgment that most patients visiting
their doctor have moderate-to-severe AR and have tried many
other AR treatments, with most using multiple therapies 73",
Finally, others questioned the need for guidelines, highlighting
the necessity to fulfil the needs and treatment behaviour of the
patient and not the wishes of physicians. Currently, 9000 users
from 23 countries use the Allergy Diary app to monitor their AR
control and treatment ©2. What is clear from the data derived
from this app is that only 4% of users are taking their AR medica-
tion regularly. There is, therefore, a need to change our menta-
lity regarding AR management, towards an acceptance of an‘as
needed approach’to AR medication use (in the vast majority of
cases) and, as a consequence, towards AR medications which
have a very fast onset of action and which target breakthrough
symptomes. In the future there may be a move away from guide-
lines towards change management. AR management is current-
ly changing. Change occurs continuously around us, and can

be challenging. At its best, it should be effective and combine
both technological and people-orientated solutions &3, Effective
change has been characterized as unfreezing old behaviours,
introducing new ones and re-freezing them ©3, Perhaps it's time
to unfreeze old AR management principles, incorporate novel
technologies and patient behaviour into a new approach?

The experts agreed that clarity on MP-AzeFlu positioning within
the guidelines would be facilitated by robust health economic
data. In the EU, avoidable costs per patient insufficiently treated
for allergy range between €55 and €151 billion per annum due
to absenteeism and presenteeism ©%. A potential saving of €142
billion could be made each year in the EU by appropriately
treating allergic disease ©%. ARIA acknowledge that appropriate
treatment of AR improves symptoms, quality of life as well as
work and school performance 3. MP-AzeFlu could potentially
save the European health economy billions every year as it is the
fastest acting therapy @9, is twice as effective as INS 7 (previous-
ly considered the most effective symptomatic treatment option)
1112 provides AR control in 3 days "% and significantly reduces
NHR @9, NHR is present in up to two thirds of patients ©%, and

a potential cause of breakthrough symptoms on treatment
reported by AR patients 37, Moreover, MP-AzeFlu may reduce
AR-related costs ©®. Health-economic data from a commerci-
ally insured database in the U.S. showed that for AR patients
needing an intranasal anti-histamine and an INS, MP-AzeFlu had
better economic outcomes than for patients who rely on the
free combination of these agents, with significantly lower AR-
related pharmacy costs noted in the MP-AzeFlu cohort (5128 vs
$268) ¥, MP-AzeFlu also appeared to keep asthma-related uti-
lization and costs down for asthma and AR co-morbid patients,
associated with a reduction in pharmacy- and total-costs by 79%

52

and 56%, respectively, compared to the loose combination ©#,

Patient preference

Frank and open discussion with AR patients, in the doctor’s of-
fice or at the pharmacy, is key to achieving good disease control.
Providing patients with the information necessary to make an
informed choice about their AR therapy and actively including
them in the decision making process are fundamental to the
principles of patient empowerment 9. As physicians, we are
often guilty of trying to impose on patients what they need,
rather than on what they want. Patient preferences and expecta-
tions for AR treatment differ, and we should respect that. Some
patients prefer an oral anti-histamine for example, while others
prefer an intranasal therapy or to start with the most effective
therapy available in order to quickly achieve control “?. Other
surveys have shown that AR sufferers have a strong preference
for a treatment which provides complete symptom relief and
has a fast onset of action ®*29, and specifically for nasal sprays
they want a favourable safety profile and the ability to use it‘as
needed’ ®9. However, it was recognized that predictors of suc-
cess of treatment, are also important to patients. Prediction of
success with MP-AzeFlu is evident from its clinical trial data (e.g.
1in 2 patients achieve substantial symptom relief) 7, real life
data (e.g. 1 in 2 patients feel their AR is well-controlled by Day 3)
19 and chamber study data (e.g. 5 min onset of action) @9. MP-
AzeFlu is not indicated for prn use ¥, but data form the Allergy
Diary show that this is how AR sufferers take it, as well as other
AR medications ™. In real life, AR control is achieved rapidly with
MP-AzeFlu, even when not used continuously as recommended
(Figure 1), a testament to MP-AzeFlu’s efficacy and onset of
action profile. These data should be confirmed in a clinical trial
setting. Recognizing which patients are likely to respond best to
which treatments will improve AR management (Table 1).

Nasal hyperresponsiveness: a neglected clinical feature of
AR

NHR is present in up to two-thirds of AR patients ¢, but is
frequently ignored. It is defined as an increased sensitivity of
the nasal mucosa to environmental, non-specific stimuli (e.g.
temperature/humidity changes, smoke, strong odours, exercise
and emotional stress), leading to nasal symptoms “'-42, First
data with MP-AzeFlu show that it significantly reduces NHR in
response to cold dry air %, which may be responsible for the
breakthrough symptoms frequently reported by AR patients.
Mechanisms underlying MP-AzeFlu’s effect include inhibition
of mast cell degranulation and stabilization of the mucosal
barrier, thus preventing ingress of allergens to the submucosa.
MP-AzeFlu also synergistically abrogated eosinophils in the
bronchoalveolar lavage from a murine model of house dust
mite-induced allergic inflammation and the combination of
AZE + FP (but not either alone) desensitized sensory neurons



Table 1. summary of panel discussion.

Key opinions

Allergic rhinitis debate 2017

Future needs

First line — most effective treatment first to obtain disease control OR

Step up - following treatment failure with anti-histamine or INS

Robust health economic data needed

Move away from guidelines towards change management for AR

There is a need to tailor the treatment to the needs of the patient; to

prescribe a treatment which fits to how patients treat their AR in real life

Recognizing which patients are likely to respond best to which treat-
ment will improve AR management

Rapid AR control in real life with MP-AzeFlu when used as needed
should be confirmed in a clinical trial setting

NHR is a neglected clinical feature of AR,

Physicians have a responsibility to prescribe treatments which target
NHR, since it likely contributes to uncontrolled AR and breakthrough
symptoms frequently reported by AR patients.

MP-AzeFlu significantly reduced NHR in house dust mite sensitive AR,
with confirmation by objective testing; more evidence is required

The upper airway should be managed with the most effective AR treat-
ment, to improve asthma outcomes and prevent progression of rhinitis
to asthma

MP-AzeFlu should have a greater impact on asthma control than INS in
co-morbid patients.

Pharmaco-economic evidence has shown that asthma-related costs are
lower for patients treated with MP-AzeFlu versus the loose combination

of AZE and FP. Clinical evidence is now required to back up this evidence
in a well-defined patient population.

INS: intranasal corticosteroid; AR: allergic rhinitis; NHR: nasal hyperrreactivity; AZE: azelastine; FP: fluticasone propionate

expressing the transient receptor potential A1 and V1 chan-
nels 9, Activation of these neuronal channels is responsible for
the development of idiopathic rhinitis and non-allergic hyper-
reactivity “>*9, The panel acknowledged that NHR is clearly a
neglected phenotype of AR, and that physicians have a respon-
sibility to prescribe treatments which target NHR, since it likely
contributes to uncontrolled AR. MP-AzeFlu clearly has a role to
play in the successful management of NHR, but more evidence
is required (Table 1).

AR and asthma

Asthma and rhinitis are linked on several levels “54), They have
a high co-incidence rate “*, share common histological features
4850 have similar triggers “*552 and inflammatory proces-

ses M%) Indeed, rhinitis often precedes the development of
asthma, and is one of the strongest independent risk factors

for the onset and incidence of asthma ©2. Furthermore, poor
rhinitis control predicts poor asthma control 9, and those
with both diseases use more asthma medication ®® and have
more physician visits and hospitalizations for asthma 7. Given
the relationship between AR and asthma, it appears likely

that reducing inflammation in the upper airway will improve
outcomes in the lower airway for co-morbid patients. Asthma
and rhinitis, should, therefore, be optimally treated together "
49, The upper airway should be managed with the most effective
AR treatment, which should improve asthma outcomes and

possibly prevent progression of rhinitis to asthma. INS, but not
oral anti-histamines, have a positive impact on many asthma
outcomes, such as improved pulmonary function and reduced
asthma rescue medication use %>9, However, INS monotherapy,
and even multiple therapies, provide sub-optimal symptom
relief for many AR patients with moderate/severe disease '”.
More effective AR treatments than INS, such as MP-AzeFlu 7-®
should have a greater impact on asthma control in co-morbid
patients. Pharmaco-economic evidence has already shown that
asthma-releated costs (both total costs and pharmacy costs)

are lower for patients treated with MP-AzeFlu versus the loose
combination of AZE and FP ©#. Lower asthma pharmacy costs
(on MP-AzeFlu), implies less asthma medication usage which is a
surrogate marker of asthma control. The panel agreed that clini-
cal evidence is now required to back up this pharmacoeconomic
evidence in a well-defined patient population. Such evidence
may be gleaned from a real-life study or retrospectiviely by
analyzing asthma and AR medication usage in primary care.
However, randomized controlled trials are also needed.

Summary of take home messages from panel mem-
bers

AR patients need a treatment like MP-AzeFlu which acts quickly
and provides more complete symptom control than INS or mul-
tiple therapies, since real life data show that most patients do
not take their medication regularly and frequently co-medicate.
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Currently, MP-AzeFlu is the most effective symptomatic treat-
ment for AR and is well tolerated, making it an ideal first-line
option which provides patients with what they want (i.e. fast
help when they need it). Allergen specificimmunotherapy is
currently the only disease modifying treatment option. Future
avenues of research with MP-AzeFlu include an assessment of
its effect in non-allergic rhinitis and also an investigation of any
disease modifying effects.
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