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Cuestionario para un abordaje multidisciplinar de la via
respiratoria tinica en los pacientes con rinosinusitis cronica con
polipos nasales y asma

Dear Editor,

The united airways concept calls for a multidisciplinary
approach to asthma and/or chronic rhinitis/rhinosinusitis (CRS),
aimed at integral airway treatment'? and better coordination
among specialists.? Failure to treat rhinitis/rhinosinusitis is asso-
ciated with poor asthma control, especially of severe asthma.*>
Biological treatments targeting type 2 (T2) inflammatory medi-
ators in severe respiratory diseases offer a new therapeutic
option directed against the pathophysiological mechanism of these
difficult-to-control united airways diseases (UAD).

UAD endotyping/phenotyping currently focuses on distinguish-
ing between T2 and non-T2 inflammation as a determining factor in
the choice of biologic. In our setting, >80% of patients with CRS with
nasal polyps (CRSwWNP) and >50% of asthmatic patients have a T2
inflammatory endotype in the nasal and bronchial mucosa that may
benefit from the same biologic. CRSWNP, with or without asthma, is
the most severe form of T2 inflammation in the upper airway, and
is also the most costly due to the greater need for treatment and
use of healthcare services, and a greater reduction in health-related
quality of life (HRQoL). There are currently no T2 inflammation
biomarkers that can predict the response of patients with a spe-
cificinflammatory endotype to biological treatment. Consequently,
therapeutic decisions are still based on phenotypic characteristics
or clinical markers.

Several studies have shown a link between the upper and lower
airways. In patients with asthma and CRSWNP, a correlation has
been shown between higher sinus occupancy and poorer asthma
control.® Late onset is associated with severe asthma,” and the
same is true of CRSWNP and aspirin-exacerbated respiratory dis-
ease (AERD), which usually appears between the fourth and fifth
decades of life. AERD is associated with severe asthma and CRSWNP,
and is a clinical marker of UAD severity.?

Anosmia is linked to the intensity of T2 inflammation and pre-
dicts positive findings in nasal endoscopy (NE) and sinus computed
tomography (CT) scan.®'? Anosmia is also a determining factor in
QoL measured using the Sinonasal Outcome Test (SNOT-22).

There are several T2 inflammation biomarkers in UAD, mainly
eosinophilia, fractional exhaled nitric oxide (FeNO), and total serum
IgE. Evidence has shown that the greater the intensity of T2
inflammation, the higher the prevalence of CRSWNP and its multi-
morbidity with asthma.

Poor implementation of UAD concept, failure and lack of coor-
dination in the management of UAD comorbidities, absence of a
common interdisciplinary language that unifies concepts and the
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way in which torecord standard “quantifiable” variables, have been
identified as the main unmet needs in patient management.

A multidisciplinary group of Ear, Nose and Throat (ENT) physi-
cians, allergologists, pulmonologists and hospital pharmacists from
different centres met with the aim of developing a checklist for the
management of UAD, for interdisciplinary use. The item selection
was unanimously agreed after three rounds of review in which the
discussion focused on the definitions of inflammatory phenotypes
and endotypes (T2 or non-T2) and on the selection of T2 biomark-
ers and clinical markers. The diagnostic definitions and the severity
and control criteria proposed in Clinical Practice Guidelines (CPGs)
were used, as well as the criteria provided in international con-
sensus documents for selection of CRSWNP patients for biological
treatment.2*11.12 This checklist aims to facilitate the standardised
recording of clinical and biological markers that can be used to
objectively evaluate the degree of involvement and response in
each patient, and to improve both interdisciplinary communication
and patient selection and follow-up for anti-T2 biological therapy
in routine clinical practice.

A standard checklist should include the collection of clini-
cal markers of UAD severity. CRSWNP, late-onset asthma, AERD,
anosmia, impaired QolL, surgical recurrence, and corticosteroid
dependence are independently associated with severe asthma,
and are useful clinical markers to select candidates for biological
therapy.>'? The same variables that reflect CRSWNP severity can
be used to evaluate therapeutic response.!> Improvement in symp-
toms and NP size on NE, sinus occupancy on sinus CT scan, and QoL
may be indicators of a good response to biologics and, therefore, of
a reduction in the need for systemic corticosteroids.

The checklist for the unified approach to UAD (Table 1) includes
the recording of upper and lower airway symptoms, as well as
specific clinical situations such as AERD.

Issues related to the standard diagnostic strategy in the man-
agement of UAD were also included. For the treatment of sinonasal
diseases, the 4-step diagnostic algorithm proposed in the latest
SEPAR guidelines for the management of UAD was considered'*:

- Step 1: note nasal and sinus symptoms in the medical record
using the definitions established in the ARIA and EPOS CPGs,>*
and assess the severity level using a visual analogue scale (VAS)
(Table 1). Special attention should be paid to recording anosmia®
and rating its severity using a VAS (Table 1); this does not pre-
clude the use of other more specific smell tests.

- Step 2: evaluate polyp size (Nasal Polyp Score [NPS]) using NE.

- Step 3: perform respiratory allergy tests. The most commonly
available T2 biomarkers in routine clinical practice are included:
blood eosinophils (cells/iL), FeNO (ppb), total IgE (IU/mL), skin
allergy testing or specific IgE in blood. The SNOT-22 questionnaire
is recommended for QoL assessment.

- Step 4: perform imaging tests, primarily sinus CT scan and eval-
uation using the Lund-Mackay score (required for presurgical
assessment).

Finally, the checklist includes questions regarding the presence
of other T2 diseases, especially atopic dermatitis, food allergy and
eosinophilic oesophagitis.
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Table 1
Data collection checklist for multidisciplinary management and standardised approach to T2 inflammation-related
diseases of the airway: CRSWNP and Asthma.

1. Does the patient have upper airway symptoms?’
Q Sneezing O Loss of smell

U Nasal blockage/obstruction/congestion U Pain/facial pressure

U Nasal discharge (anterior or posterior nasal drip) Q Others (specify)

2. Does the patient have lower airway symptoms? °

Qd Coughing O Dyspnoea
Q Expectoration Q Others (specify)
U Wheezing

3. Age at onset of asthma °

4. Age at onset of CSR

5. Diagnosis, level of severity, and control as defined by the GEMA/GINA, ARIA and EPOS

guidelines "

- Rate the level of severity of CRSWNP on a VAS. Ask the patient: “Rate the discomfort of your
CRS symptoms from 0 and 100 mm, where 0 = no discomfort and 100 = the greatest possible
discomfort?" Classifications: mild (VAS 0-30), moderate (VAS >30 and <70) y severe (VAS >70-
100)

— ACT score

6. If CRS has lasted more than 12 weeks, define the level of QoL involvement °

Use the SNOT-22 questionnaire

7. Does the patient report loss of smell? °

4 No

O Yes

In case of loss of smell, rate the degree on a VAS? or alternative test. Ask the patient: “Rate the

discomfort of your loss of smell symptoms from 0 and 100 mm, where 0 = no discomfort and 100 =
the greatest possible discomfort?"

8. Does the patient have a history of endoscopic nasal surgery? °

U No

d Yes

If yes, give number of interventions

9. Does the patient have a history of AERD/NERD?°

O No

O Yes

10. Systemic corticosteroid treatment °

Milligram equivalent of prednisone administered over the preceding year

11. Other relevant T2-related chronic inflammatory diseases:

Atopic dermatitis: 0 Yes 0 No. Eosinophilic oesophagitis: 1 Yes 1 No

Food Allergy: 1 Yes U No Others (specify) U

12. Allergology diagnosisc Results of skin and/or allergen-specific IgE test (IU/mL)
13. Total IgE® (IU/mL)

14. Blood eosinophil count (cells /pL) ¢

15. FeNO® (ppb)

16. 16. Nasal Endoscopy: NPS

17. Sinus CT: Lund-Mackay score

Abbreviations: ACT, asthma control test; CRS, chronic rhinosinusitis; CRSWNP, chronic rhinosinusitis with nasal polyps;
FeNO, fractional exhaled nitric oxide; IgE, immunoglobulin E; IU, international units; AERD/NERD, aspirin or nonsteroidal
antiinflammatory drug (NSAID)-exacerbated respiratory disease; NPS, nasal polyp score; ppb, parts per billion; SNOT-22,
sino-nasal outcome test 22; QoL, quality of life; VAS, visual analogue scale.

2EVA 0-100mm. Anosmia is indicated by VAS>70mm, Hyposmia by VAS>30mm and <70 and Normosmia by
VAS <30 mm.

bClinical markers of severity.

Biological markers of T2 inflammation.
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In summary, CRSWNP and late-onset asthma can be treated with
the same anti-T2 biological therapy, which allows a comprehensive
approach to UAD and requires proper patient selection.!” The use
of a standard checklist of objective variables as part of the multi-
disciplinary UAD management could significantly improve clinical
communication between specialists, in addition to facilitating the
early diagnosis of T2 inflammatory diseases of the entire airway,
and the proper selection of candidates for biological treatment,
with subsequent follow-up and evaluation of their response. To
the best of our knowledge, this is the first proposal for a standard
interdisciplinary checklist for the management of T2 inflammation
ofthe airways in the context of asthma and CRSWNP. This consensus
checklist will need to be validated in clinical practice. Also, research
on the quantitative evaluation of the proposed variables might help
to predict the need for subsequent therapeutic interventions.
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