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ABSTRACT

Chronic rhinosinusitis with nasal polyps (CRSWNP) is an inflammatory condition of the nasal and
paranasal tissues, characterized by the presence of bilateral nasal polyps. While etiology and
pathogenetic mechanisms are heterogeneous and complex, in most patients, disease is mediated
predominantly through type 2 inflammatory processes. Clinical management is challenging, and a
multidisciplinary approach is preferred. Principal treatment approaches are the use of local/sys-
temic corticosteroids and sinonasal surgery, although outcomes can be unsatisfactory. Recent
availability of biological therapies targeting underlying inflammatory processes can offer effective
treatment options in uncontrolled disease. Specialist guidelines greatly assist clinical decision-
making, although as these are chiefly written from a global/international perspective, they may
not wholly accommodate disease patterns and clinical practice at a regional level. An expert panel
of specialists from Latin America was convened to develop regional guidance on the management
of CRSWNP through a consensus approach. The present article presents the chief observations and
recommendations which can provide guidance for clinicians in the Latin American region.
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INTRODUCTION

Chronic  rhinosinusitis  (CRS) is common,
affecting more than 10% of the general
population worldwide, and globally, poses a sub-
stantial clinical burden."? When evaluated using
standardized criteria, the global prevalence of
symptomatic CRS ranges from 5.5% in Brazil to
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as high as 28% in Iran."? These values may
overestimate the prevalence; others report that
the true prevalence may be less than 5%.% Two
broad CRS phenotypes exist, characterized on
the basis of the presence or absence of nasal
polyps; patients with chronic rhinosinusitis with
nasal polyps (CRSWNP) account for up to 20% of
all CRS.*

Clinical management of CRSWNP can be com-
plex. Conventional treatment strategies include
topical intranasal (INS) or oral corticosteroids
(OCS)"? with surgical intervention in patients
with persistent or uncontrolled disease.®® The
availability of biologics now provides a far
greater scope of therapeutic options for those
patients not responding to conventional
medical therapy. Clinical decision-making has
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been greatly assisted by the development of
comprehensive evidence-based specialist guide-
lines, which continue to evolve and update in
response to the latest evidence. These include the
updated European Position Paper on Rhinosinusi-
tis and Nasal Polyps (EPOS 2020),"% the
International Consensus Statement on Allergy
and Rhinology: Rhinosinusitis (ICAR-RS-2021),7
and consensus-based recommendations from the
European Forum for Research and Education in
Allergy and Airway Diseases (EUFOREA).2?
Although some differences exist, chiefly related
to different methodological approaches, these
guidelines  present broadly complementary
guidance for CRSWNP management.”® While
such guidelines provide valuable insight from an
international/global perspective, they may not
wholly account for differences in clinical disease
patterns, available clinical resources and
therapeutic options and strategies that exist at a
regional level. In addition, there may be some
uncertainty in how such guidelines would apply
at a more local level. Development of regional
guidance can inform an approach to CRSwNP
management that accommodates any such
regional differences, and can provide perspective
on the validity of such guidance in the regional
setting. At present such guidance is lacking for
the Latin America (LATAM) region. Furthermore,
our experience is that most CRSwWNP cases are
still  managed principally by primary care
physicians, who are unlikely to be aware of
evidence-based guidelines such as EPOS or
EUFOREA, and so guidance tailored towards our
colleagues within primary care can have value.
With this aim, an expert panel was convened to
evaluate the utility of existing guidelines to clinical
practice within the region, identify gaps, and
develop guidance for the management of
CRSwNP in adults that may better reflect physician
experience and patient needs within LATAM.

METHODOLOGY

A multidisciplinary expert panel was formed
comprising specialists in respiratory, allergy, and
otorhinolaryngology  from  Argentina, Brazil,
Colombia, and Mexico. Panelists were selected
based on their expertise in treating CRSwNP,
publication record, and involvement in similar
activities.

Two online meetings were held in October and
November 2021. The first encompassed a general
discussion on CRSwWNP disease and management
within the LATAM region. The second meeting
focused on the international guidance for adult
CRSwNP, with discussion on existing gaps or
possible modifications to address the loco-
regional needs. Based on these discussions and
recommendations within EPOS 2020 guidelines,"?
a series of discussion points on the principles of
CRSwNP  diagnosis and  treatment were
developed and reviewed between January 31
and February 14, 2022 using an interactive online
platform  (Within3;  https://www.within3.com).
Each panelist either agreed, disagreed, or
proposed an alternate to each discussion
point. The aim was not to generate formal
recommendation statements or to report on
consensus agreement values. The discussion
points, feedback, and cross-panel dialog were
collated and presented as a series of explanatory
text and a narrative review of clinical management,
which formed the basis of the present manuscript.
All panelists reviewed and commented on manu-
script drafts and this is considered as agreement
on the proposals for management of CRSWNP. The
results of this process are outlined in the following
sections.

DISEASE DEFINITIONS AND DIAGNOSTIC
APPROACH

Current guidelines provide clear diagnostic
criteria for CRS, based upon clinical symptoms and
evidence of sinonasal mucosal disease.’?7°
Diagnosis of rhinosinusitis requires the presence
of >2 symptoms, one of which should be either
nasal blockage/obstruction/congestion, or
discharge, and either facial pain/pressure or
headache and/or reduction or loss of smell.’? In
addition, clinical confirmation of mucosal disease
(presence of polyps, mucopurulent discharge
and/or edema, or mucosal obstruction within the
ostiomeatal complex or sinuses) is required via
endoscopy or computed tomography (CT)."? The
cardinal symptoms of CRS are similar to acute
disease.”®"""% |n the panel's experience, overt
facial pain with CRSwWNP is uncommon in the
LATAM region, whereas headache or reported
symptoms of pressure or fullness may be more
common. CRS diagnosis requires rhinosinusitis
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lasting for >12 weeks (without interruption),”? and
assumes that the acute episode has been
managed appropriately with nasal irrigation and
INS. Although acute rhinosinusitis may be
diagnosed on clinical grounds alone in clinical
practice, the importance of endoscopic/CT
confirmation of CRS must be emphasized, as
findings will determine disease classification and
subsequent treatment.

Diagnosis of CRSWNP requires the presence of
bilateral, endoscopically visualized polyps in the
middle meatus.”? Where polyps are absent,
patients are considered to have chronic
rhinosinusitis without nasal polyps (CRSsNP). If
only unilateral disease is found on endoscopy/

CT, then alternative diagnoses must be
considered (eg, tumors, encephaloceles)."'2
Other forms of CRS (eg, allergic fungal

rhinosinusitis), may present with focal unilateral
disease. 21314

ETIOLOGY AND PATHOGENESIS OF CRS

Pathophysiologic mechanisms in CRS involve an
often complex interaction of host and environ-
mental factors, each contributing to an individual
disease profile."® Such host-environment in-
teractions are described as “internal milieu” and
"exposome”, respectively. The exposome includes
the environment and social aspects including
personal or family medical history (eg, excess an-
tibiotics use in childhood, atopy in close family
members). Host-environmental interactions influ-
ence disease profiles in terms of both endotype
and phenotype, which are particularly important
when considering biological therapies. Endotypes
broadly reflect the underlying biology and patho-
genetic mechanisms (such as type-2 inflammation)
whereas phenotypes reflect the patient’s clinical
profile (eg, comorbidities).’¢17

Ultimately, the patient’s profile results from both
endotype and phenotype, and the subtle interplay
between both. For example, while both CRSWNP
and CRSsNP present with broadly similar primary
clinical features, differences exist in the underlying
pathophysiology. From a phenotypic perspective,
although asthma is more prevalent in patients with
CRS compared with the general population, co-
existing asthma is strongly associated with
CRSwWNP (30-70% of patients) and asthma severity

is greater in patients with coexisting CRSWNP.*"#-

20 A wide range of comorbidities such as
nonsteroidal anti-inflammatory drug (NSAID)-
exacerbated respiratory disease (N-ERD) and
aspirin-exacerbated respiratory disease (AERD),
as well as atopic dermatitis, allergic rhinitis, and
food allergy, are also more prevalent in CRSwNP
versus CRSsNP.2"  Such associations reflect
common underlying type 2 inflammatory
processes, with eosinophilic tissue inflammation
mediated by type 2 cytokines, eg, interleukin (IL)-
4, IL-5, and IL-13 and local/circulating IgE,
evident in the majority of patients with CRSWNP."®

Greater understanding of such processes
has led to the distinction of CRS on the basis of
the  predominant underlying inflammatory
pattern (or endotype) in current classifications
such as EPOS 2020."2 This is relevant, given the
development of novel biologics targeting
underlying type-2 inflammation in CRSwNP?%23
and their subsequent introduction in current
recommendations.”#71®  Dupilumab, human
monoclonal 1gG4 antibody, binds the IL-4Ra
subunit present on the IL-4 and IL-13 receptor

complexes and inhibits both IL-4 and IL-13
signaling (key type-2 inflammatory pathway),
leading to reduced IgE production and

eosinophil recruitment.?*?® Omalizumab, human
monoclonal IgG1 antibody, binds the Fc region
of circulating IgE and blocks IgE interaction with
mast cells, basophils, and B-cells carrying the
high-affinity (Fc-e-Rl) IgE receptor, with subse-
quent downregulation of receptor expression by
these cells.?® Mepolizumab, human monoclonal
IgG1 antibody, binds circulating IL-5, thereby
blocking its interaction with the alpha-chain on the
IL-5 receptor on eosinophils, inhibiting down-
stream effects on eosinophil maturation, recruit-
ment and survival 242>

CRS CLASSIFICATION

EPOS 2020 classifies CRS on the basis of: dis-
ease distribution ie, localized (unilateral) and
diffuse (bilateral), dominant endotype (eg, the
presence/absence of type-2 inflammation), and
clinical phenotype.’® In this approach, diffuse
disease with a predominantly type-2 inflamma-
tory endotype includes CRSwNP.



4 Maspero et al. World Allergy Organization Journal (2024) 17:100886

http://doi.org/10.1016/j.waojou.2024.100886

EPOS 2020 includes laboratory criteria for type-
2 inflammation in CRS."? Clinical and laboratory
criteria suggestive of type-2 inflammation in CRS
have also been recently reported from Brazil?*
and the panel considered these criteria useful in
identifying patients with type-2 inflammation.
Accordingly, type-2 inflammation is suggested by
the presence of at least 3 out of the following 5
clinical criteria; age of onset between 30 and 50
years, improvement in smell with OCS, co-existing
adult-onset asthma, aspirin or NSAID intolerance,
and confirmed bilateral nasal polyps and thick
nasal mucus (allergic/eosinophilic mucin); and at
least 1 of 3 inflammatory biomarkers; tissue
eosinophilia >10 cells/high-power field, or serum
eosinophilia >250 cells/uL, or total serum IgE
>100 1U/mL.?4

Approximately 80% of CRSwWNP patients in the
western hemisphere present with a type-2 in-
flammatory profile. In the remaining 20%, the in-
flammatory profile is considered non-type 2,
either type-1 or type-3. Type-1 inflammatory pro-
files (characterized by IFN-gamma and IL-12
expression within the sinonasal tissues) are more
commonly associated with  CRSWNP in Asian
populations; type-3 inflammatory profiles are less
common, characterized by IL-17 and IL-22
expression.?® Furthermore, some patients exhibit
a mixed inflammatory profile (ie, type-2 and non-
type-2). Other forms of CRS with predominantly
type-2 inflammatory pathways include allergic
fungal rhinosinusitis (AFRS) and central compart-
ment atopic disease (CCAD), a relatively recently
described CRS variant, with a strong association
with inhalant allergen exposure." While both
AFRS and CCAD are characterized by the
presence of polyps, these conditions are
classified separately from classical CRSwNP."?
AFRS is recognized by the presence of
eosinophilic mucin with non-invasive fungal hy-
phae within the sinonasal mucosa, and often a
type | hypersensitivity to fungi.?"*'# In CCAD, the
disease pattern is that of polypoid mucosal
changes in the superior nasal septum, middle
and/or superior turbinates and meatuses.?’
While polyps associated with CRSwNP and
polypoidal degeneration may seem similar on

CT, these can be differentiated during nasal
endoscopy and surgery.

DIAGNOSTIC AND CLINICAL ASSESSMENT
OF CRSWNP

Clinical and laboratory
CRSwNP follows well-established guidance.
Most clinical and laboratory investigations are
performed in the specialist setting, although
some (eg, complete blood count and serum total
IgE levels) can be done within primary care.
Patients with CRSwWNP often have altered lower
airway function (frequently unrecognized) at
presentation and may show lower FEV; and
FEV,/FVC ratio. Thus, baseline spirometry and
Asthma Control Test (ACT) at initial specialist
evaluation is useful for all patients with CRSWNP
(and throughout follow-up). Nasal airflow and
patency can be evaluated via peak nasal inspira-
tory flow (PNIF) or other modalities such as rhino-
manometry (RM) and acoustic rhinometry (AR).28

evaluation  of
1,2,7-10

Nasal endoscopy and CT are essential for
confirmatory diagnosis of CRSWNP. Both modalities
have high diagnostic accuracy,??? although choice
may differ depending on physician specialty and
available resources. While large nasal polyps may
be visualized using anterior rhinoscopy alone,
endoscopy is the optimal modality and could be
considered the "standard of care", and even
mandatory by otorhinolaryngologists  (ORL).
However, endoscopy may not be available in all
settings, where possible, referral to centers
providing endoscopy is recommended. CT scans
offer an alternative for initial diagnosis, especially
for physicians in other specialties, and is useful in
excluding differential diagnoses. CT scans are
often preferred for surgical evaluations.

For each modality the extent of sinus disease
can be assessed using simple, widely used mea-
sures.”®? The endoscopic nasal polyp score (NPS)
assesses polyp size, with scores from 0 to 4 on
each side; no polyps (0), polyps confined to the
middle meatus (1), multiple polyps occupying the
middle meatus (2), polyps extending beyond
middle meatus and/or olfactory cleft (3), and
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polyps completely obstructing the nasal cavity
(4).2° Scores are aggregated to generate a total
NPS ranging from 0 to 8, with higher scores
indicating more extensive disease. For CT
evaluations, the Lund-Mackay scoring system
(LMS) is long-established and a principal outcome
in most clinical studies.®" This grades each of the
paranasal sinuses (frontal, maxillary, sphenoid
sinuses, anterior and posterior ethmoidal cells
and the ostiomeatal complex) on the basis of
none, partial, or complete opacification (scored
as 0, 1 or 2, respectively) to generate a total LMS
score ranging from 0-24.3"

Laboratory investigations include assessment of
eosinophils and allergy testing, typically involving
evaluation of serum allergen-specific IgE levels
and skin prick tests (SPT). Total serum IgE and
serum eosinophils are important biomarkers to
assess endotype and confirm the presence of type
2 inflammation; while tissue eosinophilia is also
indicative, this is usually performed on surgical
specimens (and is not part of the routine initial
work-up).

Patient self-evaluation of olfactory function is
highly subjective and correlates poorly with
objective measures. Olfactory function can be
objectively assessed using a variety of tests. In the
40-item University of Pennsylvania Smell Identifi-
cation Test (UPSIT), patients identify correct smell
from 4 possible answers, across 40 distinct
odorant strips. The final score (ranging from 0 to
40, higher score indicates better olfaction) can be
compared with normative age- and sex-specific
thresholds. Olfactory function can then be
graded as normal (typically >35), mild (31-34),
moderate (26-30) or severe (19-25) microsmia or
with complete loss/anosmia (<18). Although
widely used in clinical studies, challenges with
UPSIT include cultural biases.? UPSIT has been
validated for Brazil,** but may not necessarily be
practical for routine olfactory assessment in the
LATAM region. A short form (12-item) version
(the Brief-Smell Identification Test, B-SIT) is also
available.? Another widely used olfactory function
tool is the Connecticut Chemosensory Clinical
Research Center (CCCRC) test, which assesses
both the odor threshold component and the
odor identification component, allowing for both
quantitative and qualitative evaluations.** The
CCCRC test has been adapted and validated for

Brazil.** Other objective tests include the “Sniffin’
Sticks” test, a 3-step test (evaluating 16 odorants)
spanning olfactory threshold, discrimination and
identification domains to generate a Threshold,
Discrimination, Identification (TDI) global olfactory
score (ranging from 0 to 48). Higher scores indi-
cate better olfaction, with outcomes graded as
normal, hyposmia, and anosmia (thresholds are
based upon normative values). This has been vali-
dated for Brazil.*®* However, objective olfactory
tests are still not widely available in all LATAM
regions, and a standard approach for smell
assessment in CRSWNP has yet to be determined.

CRS disease severity is based upon assessment
of disease impact on quality of life (QoL).? The
Sino-Nasal Outcome Test-22 (SNOT-22) is the
most widely used tool, and cross-cultural trans-
lated versions have been validated for Brazil, Chile
and for Spanish-speaking patients.***? SNOT-22
is a 22-item patient questionnaire which exam-
ines severity of physical symptoms (12 questions)
and impact on health-related QoL (10 questions).
Each question asks the patient to rate severity/
impact from none through very mild, mild, mod-
erate, severe, and very severe (scored as 0 to 5,
respectively). From this a total SNOT-22 score is
generated (range 0-110). Scores >50 are generally
considered to reflect severe disease impact.*%4" A
reduction of 8-9 points in the SNOT-22 score is
considered as the minimum clinically important
difference (MCID).#%43

Visual analog scale (VAS) can also be used to
quantify severity of symptoms and evaluate the
impact on patient QoL. On a 10-cm scale, with
0 indicating absence of symptoms and 10 indi-
cating the most severe symptoms, patients mark
on a horizontal line that they feel represents the
intensity/severity of their symptoms. VAS scores for
total and individual sinonasal symptoms can easily
be quantified, where a higher score indicates
greater severity. Scores of <2, >2 to <5 and
> 5 cm represent well-controlled, partially
controlled and uncontrolled symptoms, respec-
tively.m** VAS scores for total nasal symptoms and
individual symptoms correlate with SNOT-22,
suggesting its utility in assessing disease severity,
monitoring disease course, and treatment
decisions.**
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While the diagnostic tests and patient-centered
outcomes described above are considered
important in the routine work-up, some may seem
impractical and/or beyond the scope of routine
clinical assessment. However, they remain the most
valid tools for complete assessment and their use
during initial diagnostic and prognostic work-up is
to be encouraged.

TREATMENT APPROACH AND CARE
PATHWAYS

The primary goal of CRS treatment is to achieve
and maintain clinical control, in which the patient
is symptom-free or where symptoms are not
impacting QolL. Definitions of control differ
slightly in different guidelines. EPOS 2020
consider CRS as controlled, partly-controlled or
uncontrolled based on the presence/absence of a
range of clinical signs and symptoms. These
include nasal blockage, mucopurulent rhinor-
rhea/postnasal drip, facial pain/pressure, smell
impairment, sleep disturbance or fatigue, pres-
ence/absence of mucosal disease on endoscopy,
and use or need for rescue medication i.e., short-
term OCS or antibiotics.”? For routine clinical
practice the panel favored a more simplified
approach to assessment of CRSwWNP control (as
either controlled or uncontrolled), in which
CRSWNP may be considered as uncontrolled if
one or more of the above signs or symptoms
persist despite appropriate treatment. Physician
assessment of control is chiefly based upon
clinical findings and endoscopic examination,
while patient-reported symptom severity, distur-
bance in smell and impact on Qol, and sleep or
fatigue can be measured via VAS or the SNOT-22.

Patient education is a crucial element of care at
all stages of management. The impact of recog-
nized irritants and the need to avoid exposure
should be emphasized, as should the potential
benefits of treatment on comorbidities such as
asthma. Practical advice on self-care (ie, correct
nasal irrigation technique) is fundamental. Infor-
mation on the benefits of different therapies (and
potential adverse effects) is essential for patient
engagement.

First-line treatment options are nasal saline irri-
gation and use of topical INS, either as sprays or
drops.*®> A wide range of INS preparations are

available, and while data from clinical studies
would not seem to favor any particular agent,
some reports suggest that drops or high volume
irrigations may be more effective.?"***7 INS
are well tolerated with no significant adverse
effects.”? There are limited data for benefit of
antibiotics in the treatment of CRS or CRSWNP."?
If response is poor, OCS can be used, with the
caveat that short-term use (eg, for up to 2 weeks)
is recommended due to risks with prolonged OCS
use."?*® There is only some evidence for short-
term improvement in symptoms (eg, smell and
nasal blockage) with OCS,"?4? and use of short-
term OCS doses (eg, 1-2 courses per year) can be
beneficial in patients with poor response or un-
controlled disease.”? While there are no specific
dosing recommendations, tapering down from an
initial 25-50 mg equivalent of prednisone (or
1 mg/kg/day [max 80 mg]) is a common strategy
in clinical practice.

Multidisciplinary =~ specialist ~ management
involving ORLs and allergists/immunologists/
pulmonologists provide the best approach for
ensuring timely and appropriate evaluation, and
use of the most appropriate therapeutic
strategies to achieve optimal outcomes.®%*"
When considering referral and care pathways for
CRSwNP, immediate referral is essential if any
red-flag alarm signs or symptoms exist (eg, vi-
sual impairment, severe headache, neurological
signs) or with persistent unilateral signs/symp-
toms which may indicate an important alternative
etiology.”? In other cases, the panel advises early
referral from primary care for all patients with
suspected CRSwWNP (ideally within 6-12 weeks if
unresponsive to topical treatments)."? This
facilitates the necessary endoscopic and/or
CT assessments to confirm CRSwNP and
exclude other diagnoses, and a more complete
clinical and laboratory evaluation to identify the
inflammatory endotype.

Care in the specialist setting and surgical
considerations

Following complete assessment (including
endoscopy and/or CT evaluation), the initial treat-
ment approach in the specialist setting remains
focused on delivering and evaluating response to
adequate medical treatment (topical irrigation, INS
and periodic OCS)"? (Fig. 1). It should be emphas-
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All CRSwWNP

Nasal irrigation +

Intranasal steroids

Short-course oral
corticosteroids

H+

Uncontrolled/refractory disease

ESS

Persistent disease
Consider evaluation by
multidisciplinary team

l

Unsuitable for ESS
1. Medical co-morbidity
2. Patient declines surgery

|

Consider biologics

Fig. 1 Treatment approach in CRSWNP. A step-wise approach is recommended. Abbreviations: CRSWNP, chronic rhinosinusitis with nasal

polyps; ESS, endoscopic sinus surgery

ized that such therapy remains the foundation of
care throughout management.’#7-1931  The
majority of patients with uncontrolled disease
despite optimal medical therapies are then
considered for endoscopic sinus  surgery
(ESS),5:6:52 although (as discussed below) for
some patients use of biologics can be
considered at this point.®>’ A prolonged delay
between diagnosis and surgery is associated with
worse outcomes, thus a timely intervention is
highly relevant in disease management.”

The aims of ESS are to improve anatomical
function within the paranasal sinus and nasal
cavities and remove diseased tissue.** As well
as restoring patency, remodeling facilitates
mucociliary clearance and optimizes access for
greater distribution of subsequent INS.>"%2
While much of the supportive evidence for the
benefits of ESS are drawn from non-randomised
or observational studies, a recent randomized
controlled study has shown that ESS combined
with routine first-line medical therapy results in
improved patient reported outcomes (reduction
in SNOT-22 scores) compared with routine

medical therapy alone.®® While criteria for
timing and choice of specific surgical options
vary, a useful starting point is the criteria
developed by an international expert panel to
reduce unnecessary surgery.® Using the RAND/
UCLA  appropriateness methodology, they
agreed that ESS should be considered in
patients with LMS >1, persistent symptomatic
disease after >8 weeks of medical therapies (INS
and short-course OCS) and post-treatment total
SNOT-22 score >20.° These are the minimal
threshold criteria for ESS, also described in
EPOS 2020, with the qualification that not all
patients meeting these criteria  should
necessarily have surgery.’? Ideally patients
should be referred to a Center of Excellence
for ESS. While the extent of ESS procedures

can vary (from partial to complete), most
guidelines recommend a complete ESS
procedure rather than focal procedures,'?*”

which also reflects the present panel’s views.
Extensive descriptions of surgical procedures are
well-reviewed  elsewhere.®®>  Most  involve
complete sinus opening including anterior and
posterior ethmoidectomy, with middle meatal
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antrostomies,  sphenoidotomy and  frontal
opening (a Draf lla procedure), although more
extensive procedures beyond the confines of
sinuses (eg, Draf Ill) may be used on occasion.

Disease recurrence following ESS is high, and
many patients require subsequent revision pro-
cedures. A meta-analysis reported an overall revi-
sion rate of 18.6%; another reported a revision rate
of 24.9% within 6 months.>**® Revision rates are
higher in patients with prior incomplete ESS,
prior revision surgery, those with CRSwWNP, and
higher still in  CRSwNP  with co-existing
asthma ®436:57

USE OF BIOLOGICS IN CRSWNP

The emergence of effective biologics targeting
the underlying type-2 inflammation now provides
additional options for patients with uncontrolled
CRSWNP.?22°%  Their use is now established
in current guidelines, although with slight
differences in specific criteria and thresholds.” %7~
19 The panel considered that criteria reported in
EPOS 2020"? represent a pragmatic approach in
clinical decision-making. Accordingly, biologics
can be considered based on the presence of at
least three of the following five features; (1)

Indications for biologic therapy in CRSwWNP

Criteria
1. tissue eosinophilia 210 cells/high-power field
2. serum eosinophilia 2250 cells/mcL
3. total serum IgE 2100 IU/mL

Need for systemic corticosteroids 1. 2 courses oral corticosteroids per-year
2
3

Parameter
Evidence of type-2 inflammation

evidence of type-2 inflammation (tissue eosino-
philia >10 cells/high-power field, or serum eosin-
ophilia >250 cells/uL, or total serum IgE >100 U/
mL); (2) need for systemic corticosteroids (>2
courses OCS per-year OR long-term [>3 months]
low-dose steroids) or contraindications for sys-
temic corticosteroids; (3) significantly impaired
QoL (eg, with SNOT-22 > 40); (4) significant loss of
smell (anosmia on smell test); (5) with comorbid
asthma (requiring regular inhaled corticoste-
roids).’? (Fig. 2). Other factors and treatment
options may be considered before considering
biologics; for example, for those patients with N-
ERD/AERD, aspirin  desensitization can be
effective although safety and tolerability may
affect its usefulness in clinical practice.?'>°

The positioning of biologics in the treatment of
uncontrolled CRSwNP continues to evolve. At
present, EPOS 2020 recommends biologics for
those patients with CRSWNP refractory to routine
medical therapy, and where disease remains un-
controlled despite prior (and often repeated) ESS.
The panel agreed with this general approach, as
when adequately performed with appropriate pa-
tient selection, ESS remains an effective treatment.
However, EPOS 2020 also indicates that biologics
can be considered in those patients where surgery

3 criteri t i Unsuitable for ESS
. long-term (>3 months) low-dose steroids [ criterfa presen ] AND [ Prior ESS ] OR 1. Medical co-morbidity

. contraindications for systemic corticosteroids 2. Patient declines surgery
Significantly impaired quality of life | SNOT-22 240
Significant loss of smell Anosmia on smell test (e.g., UPSIT)
Comorbid asthma Requiring irregular inhaled corticosteroids)
Assessment of treatment response to biologics
CRSwNP with comorbidities 4-6 months
Parameter

No response 0 criteria

1. Reduced nasal polyp size
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Fig. 2 Criteria for use of biologics and assessment of treatment response. Abbreviations: CRSWNP, chronic rhinosinusitis with nasal
polyps; ESS, endoscopic sinus surgery; SNOT-22: Sino-nasal outcome test-22; UPSIT: University of Pennsylvania smell identification test
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may be contraindicated (eg, unfit for surgery to
medical comorbidities).’? Biologics may also be
considered for patients with CRSwNP and
asthma, as these patients have a higher rate of
disease recurrence even post-surgery. In addi-
tion, in some cases, patients may prefer not to have
surgery. Again, the panel agreed with this frame-
work and recognized that informed shared-
decision making is an important consideration in
treatment choices.®’

In line with established guidance from EPOS
2020"? and EUFOREA2? the panel does not
advocate for use of specific agents, although
most clinical experience to date in CRSwNP is
with dupilumab. Ultimately choice of any specific
biologic will be governed by patient profile,
physician experience and agent availability,
ideally within a shared decision-making frame-
work. In this, patient education as to the benefits
and risks of biologics is essential. Given their
relatively recent introduction, inform patients of
the favorable safety profile observed in clinical
studies, and discuss potential adverse effects (eg,
nasopharyngitis, headache, injection-site
erythema).

While biologics such as dupilumab show evi-
dence of improvement within 4-8 weeks,®?
assessment at 6 months is generally considered
an appropriate time-point for evaluation of treat-
ment response, although assessment at 4 months
can be made."*7'% Building on criteria
developed by EUFOREA® EPOS 2020 reports
specific criteria for assessment of treatment
response.”? In these, 5 objective criteria are
considered; reduced nasal polyp size; reduced
need for systemic corticosteroids; improved Qol;
improved sense of smell; and reduced impact of
comorbidities. Response is then graded based
on the number of these parameters being met;
0 (no response); 1-2 (poor); 3-4 (moderate); and
5 (excellent). While the panel considered these to
be generally useful for the LATAM setting, one
limitation would seem to be the requirement for
improvement in comorbidities for rating the
response to biologics as excellent; and
consequently, for patients without comorbidities
(eg, asthma) an excellent response may not be
achievable. To accommodate those patients
without comorbidities, the panel’s view was that
comorbidity impact should not apply to

assessment of such patients (ie, reducing these
criteria to a 4-item set for patients without comor-
bidities (Fig. 2). A holistic view on clinical benefits
is essential; while reductions in NPS, reduced
OCS need, and improved asthma control, are
clearly of real clinical value, other outcomes such
as improvements in smell and specific symptoms
such as nasal congestion may be more important
from a patient perspective. Furthermore, a
broader chronological assessment, rather than
assessment at specific time-points, may be more
suitable in some settings.

These criteria can be used to evaluate benefits
of a chosen biologic, and to assess whether
discontinuation and/or switching to an alternative
biologic is indicated. At present, there are limited
data to support specific recommendations. How-
ever, some general proposals can be made. Firstly,
continuing with conventional medical treatment
(topical irrigation and use of INS) during biologic
therapy is essential, and patients must be
educated on the importance of this. Where there is
some evidence of improvement early on (eg, after
4-6 months of biologics), then treatment should be
continued (and re-evaluated after a further 6
months). Where there is limited or no response at 6
months, then we would suggest switching to an
alternative agent. However, such patients should
also be revaluated to confirm evidence of type-2
inflammation, and their suitability for biologics. In
addition, surgical options should be reconsidered.
Aspirin desensitization should be considered in
patients with N-ERD/AERD.?"*° This emphasizes
the importance of a multi-disciplinary approach
throughout the management of patients with se-
vere/uncontrolled CRSwNP.

ADDITIONAL OBSERVATIONS AND
CONSIDERATIONS

The emergence of biologics has the potential to
transform the current approach to CRSwWNP man-
agement. However, some additional points are
worth making. Firstly, there remains a need to
better characterize the burden of CRSWNP in the
region. Epidemiological data are lacking; limited
data are available for Brazil, with the prevalence of
CRS estimated as 5.5% based on population
questionnaires.®® However, these data were
reported in 2012, and more complete data for
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CRS, and in particular for CRSwWNP in other
countries in the LATAM region are lacking.
Similarly, laboratory assessment of immune-
phenotypes is not yet routinely performed within
the LATAM region, and such regional data are
limited. More robust regional data on epidemi-
ology and the impact of CRSWNP, may help in
cost-effectiveness evaluations to support broader,
appropriate use of biologics in the region.
Furthermore, at present, there is relatively limited
real-world data for the use of biologics in CRSwNP.
Studies reporting biologic use within the LATAM
region are to be encouraged. Finally, while the
value of a multidisciplinary approach is empha-
sized, access to specialist services may be limited
in rural areas. Educational initiatives and direct
support of clinicians and patients are essential to
provide equitable access to the most appropriate
care.

The principles of management of CRSWNP we
present are subject to a number of limitations. As a
starting point we chose to focus chiefly on guid-
ance presented in EPOS 20,"? which we believe
provides a practical and pragmatic approach to
CRSWNP patient care. In this we discuss core
aspects of these guidelines in the context of how
these apply to our colleagues in the LATAM
region. While the principles and specific details
for diagnosis and treatment of CRSwNP we
describe are drawn from evidence-based guid-
ance (chiefly EPOS 20), and represent the
consensus view from a multidisciplinary expert
panel, our aim was not to make specific formal
recommendations or to systematically evaluate the
underlying evidence base. As such, the guidance
we present is our expert opinion, and should be
considered on these terms. In addition, while we
have made some proposals as to use of medical
agents (topical steroids and biologics) we have
remained relatively neutral in respect to specific
agents, and their relative merits in CRSwNP. In part
this limitation was deliberate as agent availability
and licensed indications may vary across the re-
gion. Subsequent to our initial workshops, a
number of evidence-based clinical guidelines have
been developed, including one from the American
Academy of Allergy, Asthma & Immunology
(AAAAIl)/American College of Allergy, Asthma, and
Immunology (ACAAI).®" This guideline, drawing

from a number of quality systematic reviews and
network meta-analyses of clinical studies, 223
reports on the use of and relative merits of
different INS formulations, aspirin desensitization,
and different biologics in the medical
management of CRSWNP.®" These articles can
serve as a valuable resource for clinicians when
considering appropriate biologic agents.

CONCLUSIONS

Here, we present key aspects of the current
understanding of CRSWNP and provide a practical
approach and guidance on the clinical manage-
ment of patients within the LATAM region. Our
consensus is that most patients will benefit from a
multidisciplinary approach to evaluation and clin-
ical management. Many patients respond to
medical treatment (principally focused on topical
treatment directed towards inflamed nasal mucosa
and adjunctive short-term use of systemic cortico-
steroids). However, those with more severe/un-
controlled disease require surgery. In this, patient
selection is critical and for some patients, treat-
ment with biologics could be considered at this
stage. For those patients with persistent, uncon-
trolled symptoms despite surgery, biologics
should be considered. When used, treatment
response should be assessed using established
criteria (ideally after 4-6 months) and consider
alternative treatments if response is poor.
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