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nasal polyps and asthma in multimorbid patients: a 
multidisciplinary Delphi consensus 

Eugenio De Corso1, Adriano Vaghi2, 
Marco Corbò3, Carlotta Pipolo4, 
Alessandra Vultaggio5, Andrea 
Matucci5, Elena Cantone6, Gianenrico 
Senna7, Marco Caminati8, Frank Rikki 
Canevari9, Carlo Lombardi10, Aikaterini 
Detoraki11, Giorgio Walter Canonica12, 
Jan Walter Schroeder13, Maria 
D’Amato14, Maria Angiola Crivellaro15, 
Matteo Gelardi16, Francesco Antonio 
Salzano17, Davide Mattavelli18, Vittorio 
Rampinelli18, Alberto Macchi19, 
Ernesto Pasquini20, Manuele Casale21, 
Stefania Gallo19, Girolamo Pelaia22, 
Claudia Crimi23, Giovanna Elisiana 
Carpagnano24, Enrico Heffler25, 
Eustachio Nettis26, Maria Beatrice 
Bilò27, Veronica Seccia28, Giancarlo 
Ottaviano29, Claudio Micheletto30, 
Stefano Del Giacco31, 

Summary
Objective. Chronic rhinosinusitis with nasal polyps (CRSwNP) and asthma often coexist and share 
common underlying pathophysiological mechanisms. This study addresses challenges in the diag-
nosis and treatment of multimorbid patients with CRSwNP and asthma providing new insights for 
their management.
Methods. Using a modified Delphi method, a scientific board of 40 Italian clinicians (pulmonolo-
gists, allergists/clinical immunologists, and ear, nose, and throat specialists) developed consensus 
statements regarding the multimorbid patient with severe CRSwNP and asthma and including the 
disease burden, assessment, treatment and multidisciplinary management of multimorbid patients. 
Results. All statements reached consensus. Experts acknowledged the substantial disease burden, 
the key pathophysiological role of type 2 inflammation in multimorbid patients and the need for 
multidisciplinary care. The use of biologics represents a highly effective therapeutic opportunity 
for patients with comorbidities, optimising overall outcomes. Integrated care pathways and regular 
multidisciplinary re-assessment were deemed essential for treatment decisions and improved care 
in multimorbid patients.
Conclusions. This consensus highlights the value of a multidisciplinary approach for multimorbid 
CRSwNP and asthma patients, advocating for endotype-driven therapies and standardised path-
ways in clinical practice.

Key words: asthma, nasal polyps, biologic therapy, precision medicine, chronic rhinosinusitis, 
comorbidities

Cover figure. Framework for an integrated, multidisciplinary approach to optimise care in 
multimorbid patients. 
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Introduction
Chronic rhinosinusitis with nasal polyps (CRSwNP) is a 
complex condition characterised by symptoms that profound-
ly impact quality of life (QoL)  1-3. CRSwNP is frequently 
accompanied by comorbidities, particularly those affecting 
the lower airways; among these, asthma is present in up to 
67% of patients with CRSwNP. Similarly, CRSwNP is of-
ten found in patients with asthma, with a stronger association 
observed in those with severe asthma (57.1-62%) compared 
to mild asthma (38-42.9%). When CRSwNP and asthma co-
exist in the same patient, both diseases manifest with more 
severe symptoms compared to patients with either condition 
alone 4. Given the strong pathophysiological interconnection 
between CRSwNP and asthma and, more generally, between 
upper and lower respiratory tract disorders, the “united air-
way disease” theory has gained increasing recognition 5. 

Type 2 (T2) inflammatory mechanism is a common un-
derlying cause of CRSwNP and asthma in multimorbid 
patients 6. In patients with severe asthma who also exhibit 
substantial sinus disease, analysis of computed tomogra-
phy (CT) scans has revealed a positive association between 
mucosal thickening and elevated T2 inflammatory markers, 
such as eosinophil counts in sputum and blood, and high 
fractional exhaled nitric oxide (FeNO) levels 7. This shared 
T2 mechanism is primarily triggered by epithelial-targeting 
stimuli, such as allergens, superantigens, and pathogens. 
These stimuli compromise epithelial barrier integrity, lead-
ing to dysfunction that facilitates downstream inflammatory 
pathway activation and perpetuates chronic inflammation in 
the upper and lower airways – a hallmark of both CRSwNP 
and asthma  8,9. In turn, the damaged epithelium releases 
alarmin cytokines such as thymic stromal lymphopoietin 
(TSLP), IL-33 and IL-25, which amplify downstream T2 
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inflammatory pathways by promoting the secretion of IL-
4, IL-5, and IL-13 in airway diseases  10. Intriguingly, the 
severity of asthma and CRSwNP and the extent of T2 in-
flammatory responses are most pronounced in patients with 
nonsteroidal anti-inflammatory drug-exacerbated respira-
tory disease (NSAID-ERD) compared to those without 11. 
Concerning clinical management, guidelines for asthma 
and CRSwNP both recommend the importance of an ob-
jective diagnosis supported by instrumental examinations 
and stress the need to measure disease severity and reas-
sess disease control to guide treatment decisions. Recom-
mended background therapies include local corticosteroids 
for both conditions (inhaled and intranasal for asthma and 
CRSwNP, respectively), whereas systemic corticoster-
oids should be avoided  2,12. To date, three biologic drugs 
have been approved as add-on therapies for severe, uncon-
trolled CRSwNP (dupilumab, omalizumab, mepolizumab), 
and other monoclonal antibodies (mAbs) (depemokimab, 
tezepelumab, itepekimab, lebrikizumab) are either in pre-
clinical development or under evaluation in ongoing clinical 
trials. The advent of biologics for the treatment of CRSwNP 
has led to a redefinition of treatment goals and measures of 
response in this disease 13. By targeting distinct pathogenic 
drivers of T2 inflammation, these pharmacological agents 
represent innovative immunomodulating options for both 
CRSwNP and asthma in multimorbid patients 14. 
For many years, the nose and lungs have been assessed and 
treated as separate entities in clinical practice. However, 
the united airway disease theory emphasises the need to 
evaluate the upper and lower respiratory tracts as a single 
system for several reasons: anatomical and physiological 
continuity, shared inflammatory pathways, impact on dis-
ease severity and control, coexistence of diseases, shared 
risk factors, improved diagnosis and treatment outcomes, 
exacerbation and disease progression, discordant response 
to the same treatment (for example using biologics)  15. 
Therefore, a multidisciplinary team should be involved at 
all stages of care – from diagnosis to planning of treatment 
and follow-up – to achieve optimal clinical outcomes in 
both diseases. This team should include allergists/clinical 
immunologists, pulmonologists, and ear, nose, and throat 
(ENT) specialists, with a solid understanding of inflamma-
tory pathogenic mechanisms and expertise in novel treat-
ment 16. As mentioned above, the use of mAbs against key 
T2 inflammatory players may promote a unified approach 
to address difficult-to-treat cases with coexisting CRSwNP 
and asthma. With the growing adoption of biologics for the 
treatment of severe, uncontrolled CRSwNP, the multidisci-
plinary management of multimorbid patients is becoming 

increasingly essential in clinical practice, especially at spe-
cialised referral centres 17. 
In this study, a scientific board consisting of pulmonolo-
gists, allergologists/clinical immunologists, and ENT spe-
cialists discussed gaps and challenges in the diagnosis and 
treatment of patients with CRSwNP and asthma, with a 
focus on severe CRSwNP manifestation. Using a modified 
Delphi methodology, the board developed 20 statements, 
guiding towards an improved multidisciplinary care model 
that enhances communication and knowledge exchange 
among specialties, while prioritising the individual needs 
of multimorbid patients.

Materials and methods
The scientific board included 40 members, including 10 
pulmonologists, 13 allergist-clinical immunologists and 
17 ENT specialists, ensuring the comprehensive collection 
of expert perspectives from the three key specialties most 
involved in the care of patients with both CRSwNP and 
asthma in Italy. The initiative was supported and promoted 
by the Rhinology Italian Committee of the Italian Society 
of Otorhinolaryngology and by the Italian Association of 
Hospital Pulmonologists (AIPO). 
The consensus procedure followed a modified Delphi 
method, which consists of multiple rounds of anonymous 
assessment and rating of statements previously developed 
by a group of experts. This method is widely recognised 
for achieving consensus in a specific field to help define 
best practices and offer practical guidance for clinical prac-
tice. Given its proven efficacy, this approach was chosen to 
gather insights among experts and address gaps and unmet 
needs in the management of multimorbid patients.
The main topics discussed by the scientific board were: 
1) disease burden in multimorbid patients with severe 
CRSwNP and asthma, 2) assessment of multimorbidity, 
3) need for multidisciplinary management for CRSwNP 
and asthma patients, and 4) treatment and re-assessment of 
multimorbid patients. The scientific board was divided into 
four distinct groups, each assigned to one of the four identi-
fied topics. Each group was responsible for conducting a 
thorough literature review and producing statements related 
to their designated topic. Comprehensive searches were 
performed across key medical databases, including MED-
LINE/PubMed, EMBASE, the Cochrane Library, and DB 
Central. Finally, a total of 20 statements were formulated.
The statements were voted by the scientific board using a 
dedicated online platform: SurveyMonkey (SurveyMonkey 
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Inc., San Mateo, California, USA, www.surveymonkey.
com.); two rounds of voting took place between October 
2023 and May 2024. The voting system clinicians were 
asked to rate their agreement level with the 20 proposed 
statements using a 9-point Likert scale, with each number 
corresponding to a level of agreement/disagreement [from 
1 to 3: disagree; from 4 to 6: neutral (nor agree nor disa-
gree); from 7 to 9: agree]. Consensus was achieved when 
at least 70% of voters agreed with the statement. The first-
round votes were analysed, presented and discussed virtu-
ally by the scientific board, and some statements amended 
if deemed necessary. Specifically, statements were reformu-
lated based on specific criteria: (a) ambiguous responses or 
widely dispersed scores, (b) overly generic or difficult-to-
understand phrasing, or (c) controversy arising from state-
ments combining two distinct declarations, which were then 
divided into separate statements. For statements reporting 
specific values (e.g., cut-offs), sources from which these 
values were derived were provided. The revised statements 
were subsequently rated again using the same 9-point nu-
meric scale during a second voting round, during which a 
new question was introduced to identify each member’s 
specialty, facilitating stratified data analysis. 

Results 
All 40 members of the scientific board voted on all the 
20 statements. Overall, the consensus (agreement >  70% 
of voters) was reached for all statements after the second 
round of voting. 

Disease burden in multimorbid patients with severe 
CRSwNP and asthma 
Table  I shows the consensus achieved for statements ad-
dressing the disease burden in multimorbid patients. Experts 
largely agreed on the elevated disease burden of multimorbid 
patients, with 100% of voters acknowledging that patients 
with both severe CRSwNP and asthma show greater clini-
cal severity compared to patients with either condition alone 
(statement #1). The scientific board also agreed on the higher 
CRSwNP burden in patients with asthma who also present 
NSAID-ERD (statement #2, 97.5%), and the frequent need 
for increased doses of oral corticosteroids (OCS) per year 
in patients with CRSwNP and asthma compared to patients 
with CRSwNP alone (statement #3, 97.5%). Overall, 92.5% 
of experts concurred that severe, uncontrolled CRSwNP in-
creases the risk of developing uncontrolled asthma (state-
ment #4), with the extent of T2 inflammation contributing to 
the severity of symptoms and inducing structural changes in 
both the nose and lungs (statement #5).

Assessment of multimorbidity
Table II summarises the consensus reached on statements 
regarding the assessment of CRSwNP and asthma. The ex-
perts agreed that objective tests should be used to diagnose 
asthma in patients with CRSwNP who present indicative 
symptoms (statement #6, 97.5%); more in detail, 100% 
of experts confirmed that lower airway symptoms should 
suggest the presence of asthma, especially in patients with 
adult-onset, severe CRSwNP, high blood eosinophil count 
and aspirin intolerance (statement #7). Conversely, patients 
with asthma who experience persistent nasal symptoms 
are likely to have CRSwNP, particularly when these symp-
toms are accompanied by smell dysfunction (statement #8, 
92.5%). In addition, the coexistence of CRSwNP and asth-
ma is unanimously considered a strong clinical indicator of 
T2 inflammation (statement #9, 100%). Finally, the experts 
concurred that both historical and current levels of T2 bio-
markers should be evaluated while considering the potential 
effect of concomitant treatments (e.g., OCS, biologics and 
others) (statement #10, 97.5%).

The need for multidisciplinary management for asth-
ma and CRSwNP patients 
The scientific board extensively discussed the ideal mul-
tidisciplinary diagnostic-therapeutic pathway for multi-
morbid patients; statements are shown in Table  III. A to-
tal of 97.5% of voters agreed that a multidisciplinary team 
should determine the treatment approach for patients with 
CRSwNP and asthma. Various factors should be taken into 
account, including the severity and control of both diseases, 
the underlying endotype, clinical history, response to prior 
treatments, drivers of disease severity, and patient prefer-
ences (statement #11). A multidisciplinary assessment of 
patients is also deemed essential to rule out the presence 
of eosinophilic granulomatosis with polyangiitis (EGPA) in 
patients with severe CRSwNP and severe asthma who show 
blood eosinophilia higher than 1500 cells/mm3 (statement 
#12, 100%). In general, experts concurred that treatments 
should aim to achieve control of both diseases (statement 
#13, 97.5%); as such, treatment response should be evalu-
ated by assessing clinical outcomes in both upper and low-
er airways (statement #15, 92.5%). Ideally, patients with 
CRSwNP and asthma should be assessed concomitantly 
by a multidisciplinary team composed of ENT specialists, 
pulmonologists and allergologists/clinical immunologists; 
if not feasible, experts encourage the implementation of a 
standardised referral pathway within the healthcare system 
for multimorbid patients (statement #14, 92.5%). 
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Treatment and re-assessment of multimorbid patients 
Table  IV shows the statements addressing treatment op-
tions and re-assessment of multimorbid patients. In total, 
77.5% of experts agreed that biologics should be consid-
ered the initial therapeutic option in patients with severe 
CRSwNP and asthma who exhibit predictive factors for 
poor outcomes after endoscopic sinus surgery (ESS), such 
as elevated T2 biomarkers, NSAID-ERD, and poor asthma 
control (statement #16). The same percentage of voters 
confirmed that ESS should be adopted in patients with se-
vere CRSwNP and asthma during treatment with biologics 
in case of poor control of sino-nasal symptoms, provided 

that it is performed after at least 6 months from the start of 
the biologic therapy (statement #17). In cases of persistent 
symptoms after ESS, several factors should be evaluated as 
potential causes of surgical failure, including the adequacy 
of the procedure, adherence to corticosteroid treatment, on-
going exposure to triggers, and a thorough analysis of the 
disease endotype (statement #18, 97.5%); in addition, the 
patient’s treatable traits should also be assessed (statement 
#19, 95%). The experts also concurred that the multidisci-
plinary team needs to discuss the switch from one biologic 
to another, and the choice should be based on the primary 
driver of severity (statement #20, 95%).

Table I. Disease burden in severe CRSwNP and asthma: statements and agreement levels.

No. Statements Response rate Disagree Neutral Agree

n/N (%) (1-3) (4-6) (7-9)

1 Patients with severe CRSwNP and asthma are characterised by greater 
clinical severity compared to patients with either condition alone

40/40 (100%) 0% 0% 100%

2 Patients with asthma and nonsteroidal anti-inflammatory drug-
exacerbated respiratory disease (NSAID-ERD), have a high likelihood of 

experiencing difficult-to-treat CRSwNP

40/40 (100%) 0% 2.5% 97.5%

3 Patients with severe CRSwNP and asthma often require higher annual 
doses of systemic steroids compared to patients with CRSwNP alone

40/40 (100%) 0% 2.5% 97.5%

4 Severe, uncontrolled CRSwNP contributes to the risk of uncontrolled 
asthma by increasing the risk of asthma exacerbations

40/40 (100%) 2.5% 5% 92.5%

5 In patients with severe CRSwNP and asthma, T2 inflammatory pathways 
are not only responsible for severe symptoms, but also for relevant 

structural changes in both lower and upper airways 

40/40 (100%) 0% 7.5% 92.5%

Table II. Assessment of multimorbidity: statements and agreement levels.

No. Statements Response rate Disagree Neutral Agree

n/N (%) (1-3) (4-6) (7-9)

6 If asthma is suspected in patients with severe CRSwNP due to the 
presence of suggestive symptoms, objective tests must be used to 

confirm the diagnosis

40/40 (100%) 0% 2.5% 97.5%

7 Lower airway symptoms in patients with severe CRSwNP are highly 
suggestive of bronchial asthma, especially in case of adult-onset 

disease, blood eosinophilia and aspirin intolerance

40/40 (100%) 0% 0% 100%

8 Persistent nasal symptoms in asthmatic patients strongly suggest 
the presence of CRSwNP, especially when accompanied by smell 

dysfunction

40/40 (100%) 0% 7.5% 92.5%

9 The coexistence of asthma and CRSwNP is a strong clinical indicator of 
T2 inflammation

40/40 (100%) 0% 0% 100%

10 When assessing T2 biomarkers (e.g., blood or local eosinophilia, FeNO, 
total and specific IgE) in patients with severe CRSwNP and asthma, it 
is advisable to check recent and historical values, taking into account 
the potential impact of concomitant medical treatment (e.g., systemic 

steroids, biologics, anti-leukotrienes, etc.)

40/40 (100%) 0% 2.5% 97.5%
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Discussion

The management of multimorbid patients is complex and 

requires clear recommendations and a standardised frame-
work. Current guidelines for CRSwNP and asthma are pre-
dominantly disease-oriented rather than patient-oriented 

Table III. The need for multidisciplinary management for multimorbid patients: statements and agreement levels.

No. Statements Response 
rate

Disagree Neutral Agree

n/N (%) (1-3) (4-6) (7-9)

11 In patients with CRSwNP and asthma, the choice of treatment must 
be carefully evaluated within a multidisciplinary team by assessing 

the severity and control of the two diseases, endotype, clinical history, 
response to previous treatments, drivers of severity and patient 

preference

40/40 (100%) 0% 2.5% 97.5%

12 In the presence of coexisting difficult-to-treat CRSwNP, severe 
asthma and blood hypereosinophilia (> 1500 cells/mm3), eosinophilic 
granulomatosis with polyangiitis (EGPA) should be always ruled out 

through a multidisciplinary assessment, both at diagnosis and during the 
follow-up

40/40 (100%) 0% 0% 100%

13 In patients with severe CRSwNP and asthma, therapeutic interventions 
aim to achieve disease control in both the upper and lower airways

40/40 (100%) 0% 2.5% 97.5%

14 Patients with CRSwNP and asthma should be ideally evaluated 
simultaneously by ENT, pulmonology, and allergy/clinical immunology 

specialists. If this is not feasible, a standardised referral pathway should 
be implemented within the healthcare system

40/40 (100%) 5% 2.5% 92.5%

15 In patients with severe CRSwNP and asthma, treatment response is 
assessed by assessing disease outcomes in both upper and lower 

airways

40/40 (100%) 0% 0% 100%

Table IV. Treatment and re-assessment of multimorbid patients: statements and agreement levels.

No. Statements Response 
rate

Disagree Partially 
agree

Agree

n/N (%) (1-3) (4-6) (7-9)

16 Biologics should be considered as the initial therapeutic option in patients 
with severe CRSwNP and asthma who exhibit predictive factors for poor 

surgical outcomes (e.g., markers of high T2 inflammatory response, 
NSAID-ERD, poor control of asthma symptoms)

40/40 (100%) 12.5% 10% 77.5%

17 In patients with severe CRSwNP and asthma who present poor control of 
sino-nasal symptoms despite biologic therapy, ESS may be considered 

a useful intervention to improve CRSwNP control, provided that it is 
performed at least 6 months after starting the biologic treatment

40/40 (100%) 0% 22.5% 77.5%

18 If patients with CRSwNP and concomitant asthma experience persistent 
poor symptom control even after ESS, potential reasons for failure need 
to be investigated, including adequacy of surgery, adherence to topical 
corticosteroids, continuous exposure to triggers, analysis of the disease 

endotype

40/40 (100%) 0% 2.5% 97.5%

19 In case of inadequate sino-nasal symptoms control in patients with 
CRSwNP and asthma, patients’ traitable traits should be investigated 

before switching from one biologic to another.

40/40 (100%) 2.5% 2.5% 95%

20 In patients with severe CRSwNP and asthma, the switch from one biologic 
to another needs to be discussed in a multidisciplinary setting and should 

consider the primary driver of severity

40/40 (100%) 0% 5% 95%



Multidisciplinary management of CRSwNP and asthma

345

and lack a structured multidisciplinary strategy  2,12,18. To 
develop a multidisciplinary, patient-centred approach for 
multimorbid patients, a shift from viewing CRSwNP and 
asthma as isolated entities to recognising them as part of 
a unified airway disease is necessary. Today, the manage-
ment of CRSwNP has evolved from unreliable phenotyping 
to a more accurate endotype-based classification 19. Conse-
quently, clinicians can identify the underlying pathological 
mechanisms driving CRSwNP, which often overlap with 
those affecting coexisting conditions like asthma. By fos-
tering communication and knowledge sharing among al-
lergists/clinical immunologists, pulmonologists, and ENT 
specialists, multidisciplinary teams can develop compre-
hensive treatment plans that include innovative therapies 
to achieve superior control of both diseases. Previously, an 
Italian multidisciplinary consensus was conducted to sup-
port specialists in managing patients with CRSwNP with 
biologics  3. In this study, consensus statements provide a 
pragmatic framework for integrated management of severe 
CRSwNP and asthma, emphasising multidisciplinary care, 
detailed assessment, and the use of biologics to improve 
multimorbid patient care in clinical practice.
The scientific board acknowledges the substantial dis-
ease burden and clinical challenges related to coexisting 
CRSwNP and asthma, highlighting the bidirectional rela-
tionship between the two conditions and their close con-
nection to T2 inflammation. CRSwNP with multimorbid 
asthma is associated with more severe sinonasal symptoms 
and worse QoL, and is more difficult to treat both medically 
and surgically, with an increased risk of post-surgical recur-
rence  4,20. Asthma is more difficult to control in the pres-
ence of CRSwNP, with multimorbid patients having more 
frequent exacerbations, greater airway obstruction and in-
creased inflammatory markers compared to those without 
CRSwNP 21,22. Thus, patients suffering from both CRSwNP 
and asthma often rely on higher OCS usage compared to 
those with either condition alone and more at risk of steroid 
related morbidity and burden 23. Clinical manifestations are 
likely to become more severe if multimorbid patients also 
present NSAID-ERD; indeed, NSAID-ERD further exac-
erbates symptoms of both CRSwNP and asthma. Given the 
association between NSAID-ERD and severe eosinophilic 
inflammation in the upper and lower airways, the combi-
nation of CRSwNP, NSAID-ERD and asthma represents 
the clinical phenotype that most strongly demonstrates the 
interconnection between T2 inflammation and the sever-
ity of united airway disease 11. Importantly, T2 inflamma-
tory pathways not only increase the severity of symptoms, 
but also contribute to structural changes in nasal and lung 

tissues over time. Increasing evidence shows that both up-
per and lower airways can respond to T2 inflammatory cy-
tokines by activating remodelling processes, resulting in 
epithelial disruption, goblet cell hyperplasia, subepithelial 
fibrosis, smooth muscle thickening, and increased vascu-
larisation in asthma, and stromal oedema, collagen/fibrin 
deposition, and polyp formation in CRSwNP 24,25,. 
The scientific board emphasises the importance of using 
objective diagnostic tests to ascertain the presence of asth-
ma and/or CRSwNP in patients already diagnosed with ei-
ther CRSwNP or asthma, especially if they present elevated 
T2 biomarkers and/or NSAID-ERD. Asthma can be diffi-
cult to diagnose due to its heterogeneous and accessional 
nature. Patients with severe CRSwNP may underestimate 
their asthma symptoms due to the higher burden of nasal 
symptoms, leading to a high rate of asthma underdiagno-
sis  26. Strikingly, between 28% and 40% of patients with 
CRSwNP who underwent bronchial hyperresponsiveness 
evaluation were found to have previously undiagnosed 
asthma 4. Conversely, asthmatic patients complaining about 
persistent nasal symptoms, particularly smell dysfunction, 
should undergo diagnostic evaluation for CRSwNP. Most 
CRSwNP patients complain about hyposmia or anosmia; 
in addition, olfactory dysfunction is also indicative of an 
underlying T2 inflammatory endotype, with the severity of 
loss of smell being positively associated with nasal eosino-
philia and elevated levels of IL-2, IL-5, IL-6, IL-10, IL-13, 
and immunoglobulin (Ig)E 27. 
The experts widely agreed that both recent and historical 
levels of T2 biomarkers should be evaluated in multimorbid 
patients, taking into account the potential impact of concomi-
tant treatments. Historical biomarker levels, measured in the 
absence of treatment, are likely to provide a more accurate 
representation of the underlying inflammatory signature than 
recent levels, which may be influenced by ongoing treat-
ment and could appear within the normal range. This practi-
cal approach ensures a deeper understanding of the evolving 
inflammatory profile and is pivotal to guiding clinicians to-
wards more effective and personalised treatment strategies.
The scientific board reiterates the key role of multidiscipli-
narity in effectively managing multimorbid patients. While 
ENT, pulmonology, and allergy/clinical immunology spe-
cialists should collaboratively manage all multimorbid pa-
tients, an in-depth multidisciplinary evaluation is especially 
paramount for difficult-to-treat or complex cases, such as 
multimorbid patients with NSAID-ERD and those exhibit-
ing distinctive features suggestive of additional concomitant 
diseases, such as blood hypereosinophilia which could imply 
the diagnosis (EGPA). Specialists should cooperate to select 
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the best treatment option to achieve control of the overall dis-
ease and should periodically re-assess patients to verify clini-
cal outcomes in both the upper and lower airways. 
According to the European Position Paper on Rhinosinusitis 
and Nasal Polyps 2020, biologics should be considered in 
patients with CRSwNP after undergoing ESS, unless they 
are not fit for surgery 2. Importantly, ESS may fail in long 
term control of symptoms in severe CRSwNP. In certain 
cases - such as patients with asthma, NSAID-ERD, or re-
currence within 3 years of surgery – a pharmacological ap-
proach may be preferred over revision surgery and could be 
prioritised based on individual patient characteristics and 
needs 18,28,29. In a recent Delphi study, experts were uncer-
tain about the use of biologics before ESS in multimorbid 
patients  30. In this consensus, most experts advocated for 
biologic-based therapy as the first-line treatment in patients 
with CRSwNP, poorly controlled asthma and a high risk of 
poor control after surgery. To date, omalizumab, mepoli-
zumab and dupilumab are the mAbs targeting T2 inflamma-
tory players that received approval for both severe CRSwNP 
and severe asthma. All have shown beneficial effects in both 
conditions, with the potential to drastically alter the disease 
trajectories. In addition, they significantly reduced the need 
for surgery as shown in randomised clinical trials, and the 
efficacy of dupilumab is independent of surgery history 31. 
These data highlight the potential to prioritise biologics 
over first-time surgery as their use can simultaneously im-
prove outcomes in both diseases. 
In case the biologic therapy only partially improves sinon-
asal symptoms, ESS should be performed after at least 6 
months from the start of the biologic therapy, allowing 
sufficient time for a potential late response to the biologic 
therapy. A thorough investigation to understand the cause/s 
of the lack of control of sinonasal symptoms with biologic 
treatment and/or ESS should be carried out. Switching bio-
logics in multimorbid patients should be carefully discussed 
by the multidisciplinary team, guided by a re-assessment of 
the patient’s endotype and treatable traits and further deci-
sions should consider the pathology which is the driver of 
severity. The “treatable trait” approach is particularly valu-
able in the classification and management of united airway 
disease, allowing clinicians to select personalised therapies 
that are tailored to the patient’s unique disease-associated 
characteristics 32,33. Despite the promising response to bio-
logic drugs, in a small group of patients a dissociation of re-
sponse between upper and lower airways may be observed. 
This represents, for the panellists, an additional reason why 
multidisciplinary management is necessary  15. Of note, 
the arsenal of biologics for treating CRSwNP and asthma 

is rapidly expanding, with new therapies in development 
that promise to shape the future of personalised medicine 
in united airway disease by further improving clinical out-
comes and QoL for multimorbid patients 14.
While the authors of this board believe that a multidisci-
plinary approach for complex conditions like CRSwNP 
and asthma is essential, they also acknowledge that its 
implementation in routine clinical practice presents sev-
eral challenges. One major issue is the lack of integrated 
shared platforms. If electronic health record (EHR) systems 
are not standardised and widely available, sharing patient 
information and treatment plans becomes difficult. Coor-
dinating appointments among multiple specialists can also 
be logistically difficult, leading to delays in care and in-
creased patient burden. The need for more frequent visits 
to different specialists can also be problematic for patients, 
particularly those with limited mobility, transportation is-
sues, or socioeconomic constraints. On the other hand, busy 
clinical schedules may restrict the time that specialists can 
spend on joint consultations or communication, compro-
mising the quality of integrated care. Furthermore, different 
treatment philosophies or priorities among specialists may 
preclude an agreement on the optimal course of action for 
the patient. In particular, specialists may not fully appreci-
ate the nuances of other disciplines involved in patient care, 
missing opportunities for holistic management. Without es-
tablished guidelines or protocols for multidisciplinary care, 
each team member may approach the patient’s management 
differently, leading to inconsistencies in treatment plans.
The strengths of this Delphi consensus are the involvement 
of a large, multidisciplinary board of Italian specialists with 
extensive expertise in managing CRSwNP and asthma, and 
the pragmatic nature of the statements that complement 
existing guidelines to provide actionable guidance and ad-
dress challenges in the clinical practice. The main limitation 
is the lack of an external expert panel beyond the scientific 
board, which could have provided additional perspectives 
and further validated the consensus findings. 

Conclusions
A multidisciplinary approach is widely recognised for the 
diagnosis and treatment of multimorbid patients with up-
per and lower airway conditions, as it offers the potential 
for improved patient outcomes. However, most studies 
still consider asthma and CRSwNP as separate conditions 
rather than a single disease; in turn, clinicians face several 
challenges in managing multimorbid patients and many is-
sues need to be addressed to implement a multidisciplinary 
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approach in the clinical practice. Although more evidence 
is required to adequately inform on best practices, the 
consensus-based recommendations proposed in this and 
other studies are a first step toward establishing a stand-
ardised, patient-centred approach. By promoting collabora-
tion among specialists and leveraging an endotype-driven 
framework, these recommendations support integrated care 
strategies for patients with CRSwNP and asthma and, more 
broadly, with united airway disease.
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