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Dupilumab is widely recognised as a highly effective therapy for
severe chronic rhinosinusitis with nasal polyps (CRSWNP). A rise
in blood eosinophil count (BEC) might occur during treatment
across all approved indications. In CRSWNP, dupilumab-induced
blood eosinophilia (DIBE) is typically of early onset, transient,
and asymptomatic without impairing the drug’s efficacy. A
review including data from 11 clinical trials on all approved
dupilumab indications reported eosinophilia-related clinical
manifestations in only 7 of 4,666 patients receiving dupilu-
mab!". Real-world studies confirm DIBE is largely benign, with
only rare AEs requiring dupilumab discontinuation 3 such as
eosinophilic pneumonia, especially in eosinophilic granulo-
matosis with polyangiitis (EGPA) patients @, Such exceedingly
rare events were mainly described within the first months of
treatment ¥, however late onset DIBE (after 6 months) has also
been detected, especially in patients dependent on systemic
corticosteroids ©.

DIBE is hypothesized to result primarily from interleukin (IL)-4/
IL-13 pathway blockade, disrupting eosinophil trafficking into
tissues in patients with a likely IL-5 induced production and
leading to transient blood accumulation @, Accordingly, base-
line BEC was found significantly higher for patients developing
BEC>1500 and >3000 cells/mm3 ©,

No reliable predictors or biomarkers have been identified to de-
termine which patients may experience clinical consequences.
Indeed, there is no consistent correlation between DIBE values
prior to initiation, thus it happens more frequently in patients
with BEC>1500 cells/mm? prior to drug initiation and manifes-
tations of eosinophil-driven organ damage; patients with BEC
exceeding 3000 cells/mm? may remain entirely asymptomatic ?,
whereas AEs have been reported even in patients without DIBE

(7)'

To mitigate DIBE potential safety risks, the EPOS/EUFOREA 2023
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guidelines recommend routinely evaluating eosinophilia-related
symptoms, intensifying BEC monitoring when BEC>1500 cells/
mm? and considering therapeutic adjustments when BEC>3000
cells/mm?3 ®. Practical algorithms have also been published to
assist clinicians in managing DIBE 29 suggesting monitoring pri-
marily based on BEC threshold values and additional investigati-
ons or interventions according to clinical manifestations. These
flowcharts represent valuable tools to support the decision-ma-
king process, but they don't account for DIBE temporal dynamics
and the nature of AEs, which may occur independently from
DIBE itself .

Here, we propose a novel algorithm for DIBE monitoring and
management, integrating established BEC thresholds with the
timing of eosinophilia, as well as the occurrence and severity of
AEs, which should also guide clinical actions (Figure 1). AE seve-
rity was classified based on the “Common Terminology Criteria
for Adverse Events” (CTCAE).

Once dupilumab is initiated, close monitoring (1, 3 and 6
months) is recommended to detect early BEC peaks; late onset
DIBE is rare, and long-term measurements are advised only in
patients that highly needed systemic steroids.

In cases of mild-to-moderate AEs, priority should be given to
their diagnosis and management; dupilumab may be continued,
and eosinophilia can be monitored at intervals considered ap-
propriate by the clinician. Conversely, the emergence of severe
AEs (SAEs) necessitates dupilumab discontinuation regardless of
BEC levels. Dupilumab should also be stopped if patients have
BEC=5000 cells/mm?, at least until BEC values decrease to <5000
cells/mm?.

We believe that multidisciplinary team (MDT) evaluation is es-
sential to guide clinical decisions in the presence of SAEs, BEC
>3000 cells/mm? irrespective of clinical symptoms, and persis-
tent and/or late high BEC values with mild-to-moderate AEs
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Figure 1. Clinical algorithm for monitoring and management of DIBE. AEs have been defined as: (1) mild: patient is asymptomatic or has mild symp-

toms, clinical or diagnostic observations only, intervention not indicated; (2) moderate: AEs may limit age-appropriate instrumental daily life activities,

with minimal, local or non-invasive intervention indicated; (3) severe (medically significant but not immediately life-threatening): AEs may be disa-

bling and limiting self-care daily life activities, with hospitalization or prolongation of hospitalization indicated. The proposed algorithm is intended

for no-EGPA patients. EGPA patients should be managed in a MDT context guided by specialists of vasculitis. This algorithm should be applied to all

patients who develop DIBE, irrespective of the timing of its onset.

Abbreviations: AE: adverse event; BEC: blood eosinophil count; dx: diagnosis; EGPA: eosinophilic granulomatosis with poliangitis; HES: hypereosino-

philic syndrome; m(s): month(s); MDT: multidisciplinary team; SAE: severe adverse event; SCS: systemic corticosteroids; ws: weeks.

(Figure 1). Indeed, BEC fluctuations during any type of biologics
may be indicative of coexisting autoimmune conditions, such as
EGPA. For this reason, otolaryngologists should not only monitor
eosinophil levels but also remain vigilant for clinical red flags ©
suggestive of this disease.

In the context of dupilumab therapy, increases in BEC are likely
to be related to the drug's mechanism of action. Therefore, to
discern when multidisciplinary evaluation and intervention

are genuinely warranted, a structured algorithm is essential to
guide clinical decision-making. Our algorithm refines previously
proposed frameworks for DIBE management by integrating
eosinophilia temporal dynamics and the severity of AEs. This
algorithm offers a pragmatic tool that ensures patient safety
and avoids unnecessary dupilumab discontinuation, especially
in patients with sustained disease control. Further studies are
required to elucidate the variability and clinical significance of
DIBE temporal patterns and the factors that may predict DIBE
clinical manifestations.

List of abbreviations

AE: adverse event; BEC: blood eosinophil count; CRSWNP: chro-
nic rhinosinusitis with nasal polyps; DIBE: dupilumab-induced
blood eosinophilia; EGPA: eosinophilic granulomatosis with
polyangiitis; HES: Hypereosinophilic syndrome; IL: interleukin;
MDT: multidisciplinary team; SAE: severe adverse event.
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