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Abstract
Chronic rhinosinusitis with nasal polyps (CRSwNP) is a multifactorial inflammatory disease of the mucous 
membranes of the nose and paranasal sinuses. Eosinophilic inflammation is described as a common 
endotype. The anti-interleukin-5 (IL-5) antibody mepolizumab was approved in November 2021 as an add-
on therapy to intranasal glucocorticosteroids for the treatment of adults with severe CRSwNP when 
systemic glucocorticosteroids or surgery do not provide adequate disease control. While national and 
international recommendations exist for the use of mepolizumab in CRSwNP, therapy monitoring and 
follow-up documentation are required, and therapy discontinuation has not been adequately established 
yet. In this paper, recommendations for monitoring the course and efficacy of therapy as well as for 
reviewing the duration and possible termination of therapy are provided. For this purpose, a literature 
search was performed to analyze previous data on the treatment of CRSwNP with mepolizumab and to 
determine the available evidence by searching MEDLINE, PubMed, and the national and international trial 
and guideline registries and the Cochrane Library. Human studies published in the period up to and 
including October 2022 were considered. Based on the international literature and previous experience, 
recommendations for follow-up, adherence to therapy intervals and possible therapy breaks, as well as 
termination of therapy when using mepolizumab for the indication CRSwNP in the German health care 
system are given by an expert panel on the basis of a documentation sheet.
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Introduction
Chronic rhinosinusitis with nasal polyps

Chronic rhinosinusitis (CRS) with nasal polyps (NP; CRSwNP) is characterized by nasal obstruction, a 
feeling of pressure in the paranasal sinuses, loss of smell, and anterior and/or posterior rhinorrhea, among 
other symptoms.

All drug and surgical treatments available to date do not provide adequate disease control and 
recurrence prevention in some cases [1]. Oral glucocorticosteroid therapy is commonly used to control 
exacerbations, with a history of steroid-related side effects. Thus, there is an unmet need for new 
treatments to better control the disease. Advances in the understanding of the immunologic processes 
involved in type-2 inflammation, which accounts for approximately 80% of cases of CRSwNP in Europe [2, 
3] and the U.S. [4, 5], have led to new opportunities for disease control. Monoclonal antibodies (mAbs) 
targeting eosinophilic or type-2 inflammation are also available for the treatment of CRSwNP in Europe 
with mepolizumab, omalizumab, and dupilumab.

International recommendations exist for the indication and in-label therapy of CRSwNP with biologics 
[1, 6–8] and also consensus recommendations and Arbeitsgemeinschaft der Wissenschaftlichen 
Medizinischen Fachgesellschaften (AWMF) guidelines specifically adapted to the German health care 
system [9, 10] for the use of dupilumab [11, 12], omalizumab [13, 14] and mepolizumab [15], also during 
the coronavirus disease 2019 (COVID-19) pandemic [16].
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Prevalence of NP, pathophysiology, and current treatment
CRS is the second most common chronic disease in Europe and the U.S. [1]. CRSwNP, as the most severe 
subtype of CRS, accounts for the majority of health care costs with a prevalence of approximately 4% in the 
adult population of CRS [1], and is associated with significantly impaired health-related quality of life [17, 
18]. In CRSwNP, recurrence is common despite adequate drug and surgical treatment [19]. Symptoms 
mainly include obstructed nasal breathing, loss of sense of smell, feeling of pressure around the face, and 
anterior and posterior rhinorrhea [7, 20–22].

Drug treatment of CRSwNP targets the underlying inflammation with the symptoms described above. 
Standard treatments include topical intranasal corticosteroids, short-term systemic corticosteroid (SCS) 
treatments, and endoscopic paranasal sinus surgery [7, 21, 23]. Treatment continues to include nasal lavage 
with brine solutions and antibiotics to treat any acute bacterial exacerbations. Sinus surgery is an option for 
patients whose symptoms persist despite appropriate drug treatment [7]. However, in addition to sinus 
surgery, drug treatment is always continued, primarily in the form of intranasal glucocorticosteroid (INCS) 
and nasal lavage.

Patients with severe CRSwNP have a recurrence rate of 40% within three years, even when multimodal 
treatment methods have been used [24], and of up to 80% within 12 years [24–26]. Therefore, additional 
treatment options are needed.

Patients with severe CRSwNP and comorbid asthma, aspirin-exacerbated respiratory disease (AERD), 
and eosinophilic inflammation are most affected by the disease. Of significance, these patients are more 
likely to require sinus surgery, have high corticosteroid use, and experience long-term recurrence than 
patients without these disease features [24, 26–29]. Patients with asthma and AERD account for 23% to 
45% of all recurrences [30–32] respectively, and 10% to 16% [29, 31] of patients with severe CRSwNP. 
Biologic therapy targets type-2 inflammation. This is found in approximately 80% of patients with CRSwNP 
in Europe. Indications of type-2 inflammation are severe CRSwNP refractory to therapy, comorbid asthma, 
and a blood eosinophil count greater than 300 cells/μL [33]. In addition, previous mepolizumab studies in 
severe eosinophilic asthma suggest that patients with a blood eosinophil count of ≥ 150 cells/μL at baseline 
were more likely to benefit from mepolizumab therapy [34, 35], although blood eosinophil count has not 
yet been established as a clear biomarker of mepolizumab efficacy in CRSwNP [36].

Mechanism of action of mepolizumab
Advances in understanding the pathogenesis and immunological basis of CRSwNP enabled the development 
of mAbs as drugs (biologics) for this disease [3]. In CRSwNP, chronic inflammation is primarily determined 
by type-2 proinflammatory cytokines such as interleukin-5 (IL-5), IL-4, and IL-13, as well as high numbers 
of eosinophils in the surrounding tissue [7, 37]. CRSwNP is characterized by impaired barrier function of 
the epithelium and often by a type-2 inflammatory pattern, which can be observed in a similar form in 
bronchial asthma [38]. Activation of T lymphocytes and epithelial cells leads to the release of epithelial 
cytokines such as IL-25, IL-33, and thymic stromal lymphopoietin (TSLP) [39]. These cytokines activate 
type-2 innate lymphoid cells (ILC2s), adaptive T helper (Th) cells, dendritic cells, and mast cells in tissues 
and promote type-2 inflammation. The subsequent type-2 immune responses are characterized by the 
production of IL-4, IL-5, IL-13 by ILC2, CD8+ T cells expressing the prostaglandin DP2 receptor 
chemoattractant receptor-homologous molecule expressed on Th2 cells (CRTH2; Tc2), and Th2 cells. IL-13 
contributes significantly and directly to goblet cell hyperplasia in the respiratory epithelium and clinically 
often to dyscrinia and hypersecretion. IL-4 and IL-13 mediate a class switch to immunoglobulin E (IgE) 
production by B cells so that with increased activity of these cytokines in diseased tissues in asthma and 
CRSwNP, IgE antibodies are not only an expression of allergy but also of generic type-2 activation. IL-5 
recruits eosinophils to the tissue. The increase in T cells, B cells, and plasma cells in the tissues with high 
levels of IgE in the mucosa characterizes this inflammatory response, which is further enhanced by the 
activation of mast cells and eosinophils. Increased levels of IL-4 and IL-13 observed proximally in the 
inflammatory cascade, and IL-5 and eosinophils observed distally, are considered hallmarks of the 
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inflammatory type-2 response in polyp tissue [40–43]. Therefore, these key cytokines have become targets 
for various mAbs as therapeutic agents (biologics).

Mepolizumab was developed for the treatment of type-2 dependent eosinophilic disease [44]. Evidence 
of the efficacy of mepolizumab in eosinophilic airway disease was for severe eosinophilic bronchial asthma 
[45] with subsequent global approval in 2015 [46, 47].

Mepolizumab is a humanized anti-IL-5 mAb that prevents IL-5 from binding to its receptor on 
eosinophil granulocytes, mast cells, and other target cells and selectively inhibits eosinophilic inflammation 
[48].

Mepolizumab in CRSwNP
Mepolizumab (100 mg administered subcutaneously; s.c.) has been approved in several countries 
worldwide for the treatment of severe eosinophilic asthma and CRSwNP and has been approved at a dose 
of 300 mg for patients with eosinophilic granulomatosis with polyangiitis (EGPA) and hypereosinophilic 
syndrome (HES) [49–51].

The pivotal study for mepolizumab in CRSwNP was the SYNAPSE study—a randomized, double-blind, 
placebo-controlled, parallel-group phase III trial [52]. Detailed information about this study and the 
eligibility criteria have been published [53].

The phase III SYNAPSE trial demonstrated that mepolizumab reduced the size of NP and improved 
symptoms of nasal obstruction, reduced the actual number of sinus surgeries and use of SCS, improved 
sinonasal symptoms, and had an acceptable safety profile [53]. In addition, the initial results of SYNAPSE 
indicated that mepolizumab improved nasal obstruction in patients with high blood eosinophil counts [53]. 
This was explained by the IL-5-binding and eosinophil-blocking mechanism of action of mepolizumab [48]. 
Similar observations were made in patients with asthma and chronic obstructive pulmonary disease [34, 
54].

Therefore, an exploratory analysis evaluated the efficacy of mepolizumab compared with placebo in 
adults with severe, bilateral CRSwNP who required revision surgery depending on the presence of 
comorbid asthma, comorbid AERD, and blood eosinophil count [55]. However, the extent to which blood 
eosinophil count can be seen as a potential biomarker of treatment success cannot be inferred from the 
available data on CRSwNP at the present time [36].

Adverse effects and safety of mepolizumab
The safety of mepolizumab is well established based on the collective collection of safety data in multiple 
phase III clinical trials not only for CRSwNP, but also for asthma and HES, EGPA, and in post-marketing 
surveillance [53, 56–59]. In general, mepolizumab was well tolerated in the studies presented, and no 
serious adverse effects occurred [60].

Vital signs, physical examinations, laboratory tests, and electrocardiograms were monitored in all 
studies and provided no evidence of adverse effects. Regarding CRSwNP, the SYNAPSE study confirmed the 
tolerability profile from previous studies. Serious adverse events occurred in 12 (6%) patients on 
mepolizumab and 13 (6%) on placebo. Also, the overall proportion of patients in whom adverse events 
were documented did not differ between the mepolizumab group [169 (82%)] and the placebo group [168 
(84%)]. The most common adverse events in the study in both patient groups were nasopharyngitis, 
headache, epistaxis, and back pain [51, 53]. Systemic allergic reactions (type-I hypersensitivity reactions) 
were reported in 2 patients (< 1%) in the group receiving mepolizumab 100 mg and in no patients in the 
placebo group [51].

Dosage of mepolizumab in CRSwNP
Mepolizumab is applied s.c. and is therefore administered to patients every 4 weeks in a dose of 100 mg by 
the treating physician, but also by patients themselves.
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After repeated s.c. administration, there was approximately 2-fold accumulation at steady-state with a 
bioavailability of 80% [61]. The effects of mepolizumab on blood eosinophils served as a pharmacodynamic 
parameter. In patients with CRSwNP, blood eosinophil counts decreased from a geometric mean at baseline 
of 390 cells/μL (n = 206) to 60 cells/μL (n = 126) by week 52 following a 100 mg dose of mepolizumab 
administered s.c. every 4 weeks for 52 weeks, an 83% reduction in geometric mean compared with placebo. 
This magnitude of reduction was observed within 4 weeks of treatment initiation and was maintained 
throughout the 52-week treatment period, demonstrating the onset and effect of mepolizumab on 
eosinophils [53, 61]. Current dosing recommendations state that if a dose is missed, it can be made up 
promptly. If the omission is not noticed until the time of the next dose, only the next dose is injected as 
scheduled and the missed dose must be omitted [62].

There is currently insufficient data on patient adherence to routine treatment and this will need to be 
investigated over time. Data on a possible extension of the injection interval are also lacking.

Evaluation of initial clinical response to mepolizumab in CRSwNP
Once therapy with a biologic has been initiated for the treatment of severe, uncontrolled CRSwNP, it is 
important to monitor the patient’s response to the drug. Depending on the clinical endpoint used, non-
responders can be expected in approximately 25% of cases in CRSwNP [6, 63].

Recommendations for the assessment of the initial response to therapy and subsequent follow-up have 
been made by an international expert panel [1], on which the guidelines given here for the German 
healthcare system are based. In order to achieve targeted and effective therapy, the principles of medical 
treatment in the German social insurance system (economical, expedient, expedient) were adhered to. In 
particular, this is also intended to avoid inappropriate treatment and the associated unnecessary costs.

For this purpose, the following recommendations for the different treatment phases of therapy with 
mepolizumab in CRSwNP are provided, which can be documented in a documentation sheet for the follow-
up of the therapy—monitoring the course and efficacy of therapy and reviewing the duration and possible 
termination of therapy. These recommendations are based on both the pivotal phase III studies and the 
advancing knowledge about the use of mepolizumab in routine care as a now well-established treatment 
option. Here, the safety profile, the trade-off for treatment decision-making in the context of different 
treatment paradigms, and pharmacoeconomic aspects are also considered, taking into account the high cost 
of biologics.

A literature search was performed to analyze previous data on the treatment of CRSwNP with 
mepolizumab and to determine the available evidence by searching MEDLINE, PubMed, the national and 
international trial and guideline registries, and the Cochrane Library. Human studies published in the 
period up to and including October 2022 were considered.

Response to treatment with mepolizumab in CRSwNP is expected within 4–6 months

As previously outlined, steady-state concentrations for mepolizumab at recommended doses and injection 
intervals are achieved after approximately 4 weeks of treatment [53, 61]. We therefore recommend 
evaluating the success of therapy after 4–6 months, as it is expected that the first signs of therapeutic 
success will be detectable by this time.

In case of non-response with regard to individual or all parameters, therapy should still be continued, 
and re-evaluation should be performed after another 6 months. Both in the updated German AWMF 
guideline [2], as well as in the expert information, an evaluation of the therapy response after 24 weeks is 
recommended [64], and this recommendation for therapy evaluation 6 months after therapy initiation was 
also given internationally by a European expert group [1]. In contrast to the international position papers, 
the German guideline does not specify a fixed point in time for the evaluation of efficacy and thus allows for 
more flexible handling and strengthens the treating physician’s freedom of therapy [2].
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The chance that a response to treatment (reduction in disease burden) will still occur after 24 weeks/6 
months in the absence of an effect under adequately administered mepolizumab treatment is low [1]. 
However, the data available from prospectively collected data is limited due to the recent approval.

Within the first 6 months, no concomitant medications (e.g., oral corticosteroids) or surgery other than 
topical INCS should be combined with mepolizumab, if possible, to distinguish response from nonresponse, 
except for emergency treatments and exacerbations. If additive immunosuppressive or modifying therapy 
was necessary during this period, a delayed efficacy assessment may be useful at a later time.

The treatment effect is defined as the changes in NP score (NPS), olfaction, and symptomatology, based 
on objectifiable symptom and endoscopy-based criteria. For individual patients, the decision to continue or 
discontinue treatment is made based on these criteria:

Objectifiable parameters for response to mepolizumab therapy at 6 months (at least 1 parameter 
should be fulfilled) [1]:

Nasal obstruction: improvement in nasal congestion score (NCS; 0–3) by ≥ 0.5 or improvement in 
objective tests (e.g., increase in peak nasal inspiratory flow or nasal volume flow in active anterior 
rhinomanometry by ≥ 20 L/min, decrease in resistance and increase in hydraulic diameter).

(1)

NPS: reduction of endoscopically determined NPS (0–8) by ≥ 1 score point compared with baseline.(2)

Sino-nasal outcome test 22 questionnaire (SNOT-22)/quality of life: reduction of SNOT-22 score 
(0–110) by ≥ 8.9 (validated minimal clinically relevant difference).

(3)

Symptomatology in visual analogue score (VAS): reduction of VAS total symptoms (0–10 score 
points) by > 2.

(4)

Olfaction: improvement in the 16-item Sniffin’ Sticks identification test by ≥ 3 points (validated 
minimal clinically relevant difference).

(5)

If there is no sufficient response to treatment, the treatment strategy should be adapted accordingly, 
taking into account the patient’s wishes (surgical intervention or switch to another biologic or other 
therapy, e.g., short-term administration of SCS) and, if necessary, referral of the patient to a rhinology 
center. Especially in the case of side asymmetric response, surgical intervention should be considered just 
to exclude secondary pathologies; however, such a pathology does not necessarily have to be present. 
Locally limited residual polyp findings are possible after biologic administration and can be addressed by 
adjunctive surgery if functionally relevant. Currently, no experience is available to adequately support a 
recommendation to switch to a specific biologic after frustrated use of a primary biologic. Therefore, the 
identical criteria for primary initial therapy should be applied in the selection here [12, 14, 15]. However, it 
seems logical to alternate between anti-IL-5, anti-IgE, and anti-IL-4 receptor (IL-4R) treatment principles. 
Here, prospectively collected data would be desirable.

There are also insufficient data on whether the continuation of biologic therapy in addition to 
paranasal sinus surgery improves the recurrence rate of uncontrolled CRSwNP after only a partial response 
with biologics. In the future, it should be systematically and prospectively assessed whether continued 
treatment with mepolizumab can prevent polyp recurrence after surgery in these patients in the long term, 
thus allowing them to maintain disease control after initial surgical treatment. Further monitoring of the 
various parameters should also be performed during the course of the disease in order to detect a decline in 
the effectiveness of the therapy.

After 12 months of treatment, a controlled state of CRSwNP with low symptom burden should be 
achieved so that treatment can be maintained in subsequent years. The following criteria for adequate 
response after 12 months of treatment with mepolizumab should be considered:

Objectifiable parameters for an evaluation of long-term mepolizumab therapy (≥ 12 months) [1]:

All symptoms are only moderately pronounced or at least improved compared with the status 
prior to the start of therapy.

(1)
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Total NPS < 4 (summed on both sides).(2)

NCS < 2 (nasal passage allows near-normal breathing at rest).(3)

VAS total symptoms < 5.(4)

SNOT-22 value < 30.(5)

Currently, CRSwNP should not require administration of SCS or surgery for CRSwNP (except 
surgery to remove mechanical obstructions such as synechiae, mucocele, etc.).

(6)

If there is no sufficient response to biologics therapy after 12 months of treatment, we recommend 
discontinuation of biologics administration. If necessary, after critical re-evaluation of the clinical indication 
criteria as well as the character of the underlying inflammation (endotype), a switch to another biologic 
may be considered or additional/additive reoperation or short-term therapy with SCS may be considered.

However, once at least one of these criteria is met and there is no current need for surgery or SCS 
therapy, the patient is satisfied with the treatment, and no relevant side effects have occurred, treatment 
with the biologic can be continued.

In patients with an excellent response to mepolizumab in which therapy has been suspended, a follow-
up with re-evaluation shall be performed after a time interval of a maximum of 6 months or when 
symptoms reappear.

Special instructions for the measurement of olfaction
In the pivotal studies for mepolizumab, the University of Pennsylvania smell identification test (UPSIT) 
[also “brief smell identification test” (B-SIT)] was used to objectify olfaction [65]. However, this test is 
hardly used in routine care in Europe. In contrast, the Sniffin’ Sticks smell test is widely used [66, 67], a 
subjective, ortho-nasal olfactory test method. Felt-tip pens filled with odorants are used as the test 
instrument [66]. For a precise estimation of the total olfactory ability, the sum of the olfactory threshold 
test, the odor discrimination test, and the odor identification test (TDI) is formed. The examination of the 
TDI is very complex and is usually performed only in specialized centers. Nevertheless, the olfactory ability 
should be measured and not only asked. For the estimation of olfactory ability in clinical routine, the 
identification test with 12 pens or 16 pens is recommended. For a more detailed examination of olfaction 
(e.g., in rhinology centers or in studies), the threshold and discrimination ability should also be determined, 
with the threshold being the more important of the two parameters [68].

Combination of treatment with mepolizumab with other biologics in 
CRSwNP
Type-2 inflammatory comorbidities may respond very differently to one biologic, therefore in very rare 
cases, a combination of multiple type-2 biologics may be required. If, in close interdisciplinary 
collaboration, no single biologic can be identified that controls multiple co-existing type-2 diseases, the 
comorbidities should be independently treated according to guidelines. For example, patients sometimes 
show a very good response of CRSwNP to mepolizumab, while control of their asthma cannot be achieved 
with it and vice versa.

In such a case, it may be necessary to separately indicate a specific biologic for each disease according 
to the respective approvals, ultimately resulting in a combination therapy of several biologics [69]. It is 
important that in such a case, each specialist group sets the indication for both CRSwNP and asthma in-label 
according to the approval. These are very individual therapeutic decisions. General recommendations for 
the combination of different biologics do not exist yet, nor is there any reason for safety concerns [69]. 
However, such multiple treatments have not yet been recorded systematically enough to be able to make 
valid statements. Data from biologics registries will hopefully provide the first scientific findings in a few 
years.



Explor Asthma Allergy. 2024;2:33–48 | https://doi.org/10.37349/eaa.2024.00027 Page 40

Conclusions
With the European approval of mepolizumab as add-on therapy with INCS for the treatment of adults with 
severe CRSwNP that cannot be adequately controlled with SCS and/or surgical intervention, an IL-5-
addressing biologic will be available for the first time for the treatment of CRSwNP since 2021 and will be 
prescribable and reimbursable in Germany [70]. Mepolizumab represents an important advance in the 
treatment of CRSwNP and has been much needed for patients with this disease, as it avoids the adverse 
effects of the previously required use of SCS. With the approvals for omalizumab and dupilumab still 
available, biologics may open up the possibility of realizing the principle of “personalized medicine” for 
CRSwNP in the future [33]. AERD is often associated with CRSwNP, asthma, and respiratory 
hypersensitivity reactions following the use of aspirin or other non-steroidal anti-inflammatory drugs 
(NSAIDs). In AERD, eosinophilic inflammation and the type-2 endotype are predominant, making biologics 
directed against IL-4/IL-13 and IL-5 of high clinical interest. Mepolizumab is very effective especially in 
CRSwNP patients with AERD. Aspirin therapy after aspirin desensitization (ATAD) is a well-established 
treatment option in AERD patients with CRSwNP. There are currently no known biomarkers that can 
predict the patient’s response to ATAD or biologic therapy. Comorbidities such as cardiovascular disease or 
rheumatic diseases may favor a decision for an ATAD while ATAD is not the preferred option when there 
are absolute or relative contraindications to NSAID, such as a history of peptic ulcer disease, eosinophilic 
esophagitis (which may also be associated with AERD), renal insufficiency, anticoagulant use, and a history 
of coagulopathy [71]. These patients have an increased risk of acetylsalicylic acid (ASA)-related side effects, 
as long-term use of ASA decreases the synthesis of gastric prostaglandin I2 (PGI2) and causes insufficient 
regeneration of gastric mucosal cells, which can lead to gastric pain or ulceration. Bleeding may also occur 
as aspirin inhibits platelet function by acetylating cyclooxygenase [72]. Further prerequisites for starting 
ATAD or biological therapy are given: For ATAD, it is recommended that the patient should have stable/
controlled bronchial asthma (FEV1 > 70%) before starting therapy. The regulatory authorities have not 
defined any criteria in this regard for biologics.

Since biologics are cost-intensive preparations that in principle require a lifelong duration of therapy, 
compliance with the economic efficiency requirement of social security statute book (SGB) V § 12 is of 
particular importance for their use, especially in the German statutory health insurance (SHI) system. The 
contracting physician must provide the necessary, sufficient, and appropriate services at the lowest 
possible cost to the health insurance funds [12, 73]. This will always be the case when therapeutic 
alternatives have already been used unsuccessfully, or are not available due to side effects or, especially in 
the case of surgery, due to unacceptable burdens or risks [12, 73]. Comparative work now also exists on the 
cost-effectiveness of NNH surgery versus mepolizumab therapy for CRSwNP [74]. However, cost-benefit 
analyses in the true sense are still lacking. We have commented in detail on the use of the various biologics 
with approval in the indication area of CRSwNP and have developed documentation forms that enable the 
applying physician to prescribe with confidence [12, 14, 15].

These have recently been updated and adapted to the current situation [75]. They have also been 
further developed for an S2k guideline of the AWMF, which will be published shortly and is authoritative 
for the German-speaking area [10]. In the meantime, several years of experience in the treatment of a large 
number of patients have been gained, which makes it necessary to give corresponding recommendations 
for the follow-up documentation in the course of therapy, which are summarized in this position paper. 
Usually, a response of CRSwNP to treatment with mepolizumab can be expected within 4–6 months. In this 
case, assuming good tolerability, therapy should be continued unchanged. In case of only a partial response, 
treatment can also be continued, but re-evaluation is then required after 12 months of therapy at the latest. 
A combination of biologic treatment with short-term therapy with SCS or surgery is possible, but the 
greatest possible restraint should be exercised, especially in the use of SCS. The continuation of INCS 
application together with the biologic is always explicitly recommended, even in the case of clear 
therapeutic success, since mepolizumab was approved as an add-on therapy to INCS. If therapy success is 
still insufficient after 12 months, treatment should be discontinued, but a switch to another biologic can be 
considered. In case of a very good response to therapy with appropriate control of CRSwNP, a pause of 
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treatment under continued basic therapy with INCS can be considered after several years [76]. However, 
according to current knowledge, it must rather be assumed that disease control is successively lost again in 
this case, so close monitoring of the patient and resumption of the previously successful treatment is 
necessary in case of clinically relevant worsening of symptoms. An extension of the therapy intervals seems 
medically possible to the authors but currently does not correspond to the approved application intervals, 
resulting in an off-label use.

Due to the primarily inflammatory pathophysiology of CRSwNP and the disproportionately higher 
costs of biologics compared with other therapeutic options, it can be assumed that INCS will continue to 
represent the basic therapeutic agents in the future and that surgical therapies will also remain 
indispensable. The authors point out that the recommendations given here are consensus 
recommendations of our group of authors; a sufficient scientific data basis for all recommendations given 
does not yet exist, but this is expected for the coming years, especially from registry studies. We will 
therefore continuously adapt these recommendations to the state of the art.

Understanding about the immunologic basis of CRSwNP opens new non-surgical therapeutic 
approaches with biologics for patients with severe, uncontrolled courses. Mepolizumab is one of the 
currently three biologics approved for severe CRSwNP in adults that cannot be adequately controlled with 
systemic glucocorticosteroids and/or surgical intervention. Based on the scientific data and 
recommendations given, a safe and effective treatment is available if in-label use as an add-on therapy with 
INCS is assured. Recommendations for special clinical situations including follow-up, adherence to therapy 
intervals, possible therapy breaks, or discontinuation of therapy are provided based on current available 
evidence.
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