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Uso de Terapias Biologicas (anticuerpos Monoclonales) en la Rinosinusitis Cronica con Poliposis Nasal

RESUMO

Introducao: A rinossinusite crénica com polipose nasal (RSCPN) frequentemente cursa com inflamacgao tipo 2 e alta taxa de recidiva
apods corticoide sistémico e/ou cirurgia endoscopica. Bioldgicos dirigidos a alvos como IgE, IL-4/IL-13, IL-5/IL-5R e TSLP emergiram
como opgoes efetivas. Objetivo: Sintetizar a evidéncia sobre eficacia, seguranca, indicacdes e monitoramento de anticorpos
monoclonais na RSCPN. Métodos: Revisao narrativa de literatura (PubMed, SciELO e Web of Science) até 14/10/2025, priorizando
ensaios clinicos fase lll, consensos/guidelines e estudos do “mundo real”. Resultados: Dupilumabe (anti-IL-4Ra) reduziu escore
de podlipos nasais (NPS), congestao e opacificacao sinusal em dois RCTs de fase Il (SINUS-24/52) e melhora persiste em subgrupos
com/sem asma; omalizumabe (anti-IgE) mostrou melhora endoscoépica e de sintomas (POLYP-1/2) e foi aprovado como terapia
adjuvante; mepolizumabe (anti-IL-5) reduziu NPS e necessidade de cirurgia (SYNAPSE); benralizumabe (anti-IL-5Ra) melhorou NPS,
congestao e olfato (OSTRO); tezepelumabe (anti-TSLP) apresentou resultados positivos e publicados em 2025, incluindo reducao
de NPS, congestao e uso de corticoide sistémico/cirurgia. Conclusao: Biologicos sdo eficazes e seguros em RSCPN com inflamacao
tipo 2 ndo controlada por terapia padrdo, com selecao baseada em fendtipo/endétipo, comorbidades (asma/NSAID-ERD) e critérios
de resposta de consensos atuais.

DESCRITORES: Rinossinusite Cronica; Pélipos Nasais; Anticorpos Monoclonais.

ABSTRACT

Introduction: Chronic rhinosinusitis with nasal polyps (CRSWNP) is often driven by type-2 inflammation and recurs despite steroids
and/or surgery. Objective: To synthesize evidence on efficacy, safety, indications, and monitoring of monoclonal antibodies in
CRSWNP. Methods: Narrative literature review (PubMed, SciELO, Web of Science) through Oct 14, 2025, emphasizing phase-Ill RCTs,
guidelines/consensus statements, and real-world studies. Results: Dupilumab (anti-IL-4Ra) improved nasal polyp score, congestion,
and CT opacification in two phase-lll trials (SINUS-24/52), with consistent effects across subgroups; omalizumab (anti-IgE) improved
endoscopic and patient-reported outcomes (POLYP-1/2) and is approved as add-on therapy; mepolizumab (anti-IL-5) reduced polyp
size and surgery need (SYNAPSE); benralizumab (anti-IL-5Ra) improved NPS, congestion, and smell (OSTRO); tezepelumab (anti-
TSLP) showed significant reductions in NPS, congestion, and systemic steroid/surgery use in 2025 data. Conclusions: Biologics
are effective and safe for uncontrolled type-2 CRSwWNP; patient selection should consider phenotype/endotype, comorbid asthma/
NSAID-ERD, and contemporary response criteria.

DESCRIPTORS: Chronic Rhinosinusitis; Nasal Polyps; Monoclonal Antibodies.

RESUMEN

Introduccion: La rinosinusitis crénica con poliposis nasal (RSCPN) suele cursar con inflamacién tipo 2 y una alta tasa de recurrencia
tras el uso de corticoides sistémicos y/o cirugia endoscépica. Los biolégicos dirigidos a objetivos como IgE, IL-4/IL-13, IL-5/IL-5R y
TSLP han surgido como opciones terapéuticas efectivas. Objetivo: Sintetizar la evidencia sobre eficacia, seguridad, indicaciones y
monitoreo de los anticuerpos monoclonales en la RSCPN. Métodos: Revisién narrativa de la literatura (PubMed, SciELO y Web of
Science) hasta el 14/10/2025, priorizando ensayos clinicos de fase Ill, consensos/guias y estudios del “mundo real”. Resultados:
Dupilumab (anti-IL-4Ra) redujo el puntaje de polipos nasales (NPS), la congestion y la opacificacion sinusal en dos ensayos clinicos
fase Ill (SINUS-24/52), con mejora sostenida en subgrupos con y sin asma; omalizumab (anti-IgE) mostré mejoria endoscépica y
sintomatica (POLYP-1/2) y fue aprobado como terapia adyuvante; mepolizumab (anti-IL-5) redujo el NPS y la necesidad de cirugia
(SYNAPSE); benralizumab (anti-IL-5Ra) mejord el NPS, la congestidn y el olfato (OSTRO); tezepelumab (anti-TSLP) presentd resultados
positivos publicados en 2025, incluyendo reducciéon del NPS, la congestion y el uso de corticoides sistémicos/cirugia. Conclusion: Los
bioldgicos son eficaces y seguros en la RSCPN con inflamacién tipo 2 no controlada por la terapia estandar, con selecciéon basada en
fenotipo/endotipo, comorbilidades (asma/NSAID-ERD) y criterios de respuesta segun los consensos actuales.

DESCRIPTORES: Rinosinusitis Crénica; Polipos Nasales; Anticuerpos Monoclonales.
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INTRODUCTION

hronic rhinosinusitis with na-

sal polyposis (CRSNP) is an

inflammatory disease of the up-
per airways characterized by persistent
inflammation of the nasosinus mucosa
and polyp formation, presenting with
nasal obstruction, rhinorrhea, facial
pressure, and hyposmia/anosmia, in
addition to a substantial impact on
quality of life and productivity. De-
spite
includes high-dose intranasal cortico-

standard management—which

steroids, strict control of comorbidi-
ties, and, when necessary, cycles of
systemic corticosteroids and/or endo-
scopic surgery—a significant propor-
tion of patients remain refractory or
experience early recurrence after sur-
gical intervention. This scenario large-
ly reflects the biological heterogeneity
of CNCRSI and the predominance of
phenotypes/endotypes associated with
type 2 (Th2) inflammation, in which
cytokines such as IL-4, IL-13, and IL-
5, in addition to IgE and epithelial me-
diators (e.g., TSLP), sustain a chronic,
eosinophilic inflammatory microenvi-
ronment.

Recognition of this immunoinflam-
matory architecture has repositioned
CRSN as a candidate disease for tar-
geted therapies. Monoclonal antibod-
ies that block critical pathways of type
2 inflammation—such as the IL-4/IL-
13 shared receptor (dupilumab), IgE
(omalizumab), IL-5/IL-5R (mepolizum-
ab, benralizumab), and, more recent-
ly, TSLP (tezepelumab)—have demon-
strated clinically relevant reductions
in nasal polyp scores, congestion, and
functional outcomes (e.g., smell and
SNOT-22), as well as a reduced need
for systemic corticosteroids and sur-
gical reintervention. The benefit tends
to be more pronounced in patients
with type 2 comorbidities (asthma and
respiratory disease exacerbated by
NSAIDs), highlighting the importance
of endotype stratification for therapeu-
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tic selection.

At the same time, there is a grow-
ing demand for standardized criteria
for indication and response evaluation,
with objective goals at 16-24 weeks
in NPS,
tomatic improvement, and olfactory

(reduction relevant symp-
recovery), as well as for strategies for
sequencing, switching, or discontinu-
ation in non-responders. Issues of ac-
cess and cost-effectiveness, especially
in public systems, reinforce the need
for clinical algorithms that integrate
severity, surgical history, biomarkers,
and patient preferences.

In this context, this article critical-
ly reviews the contemporary evidence
on the use of biological therapies in
CRPS, addressing efficacy, safety, tar-
get populations, monitoring, and gaps
for research, in order to guide practical
and individualized decision-making.

RESULTS
In higher-quality clinical trials,
monoclonal antibodies demonstrat-

ed consistent benefits as adjunctive
therapy to standard treatment in pa-
tients with chronic rhinosinusitis with
uncontrolled nasal polyposis. Dupi-
lumab, by blocking the shared IL-4/
IL-13 receptor, significantly reduced
polyp
tion/obstruction, and

nasal scores, nasal conges-
tomographic
opacification in phase Il studies (SI-
NUS-24/52), with clinically relevant
gains in SNOT-22 and olfactory func-
tion; these effects were consistently
observed in subgroups with associated
asthma and NSAID-exacerbated respi-
ratory disease, regardless of surgical
history. Omalizumab, which targets
IgE, showed endoscopic improvement
in polypoid volume and self-report-
ed symptoms in the POLYP-1/2 RCTs,
supporting its use as an adjunctive op-
tion, especially in the allergic pheno-
type. On the IL-5 axis, mepolizumab
reduced polyp size, nasal obstruction,

and, importantly, the need for revision
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surgery in the phase 11l SYNAPSE study,
while benralizumab, which promotes
eosinophil depletion via IL-5Ra, im-
proved NPS, congestion, and smell in
OSTRO, with a favorable safety profile.
More recently, blocking the epithelial
alarm TSLP with tezepelumab demon-
strated a reduction in NPS and con-
gestion and a decrease in the use of
systemic corticosteroids and surgical
interventions in phase Il results (WAY-
POINT), suggesting usefulness in sce-
narios of mixed type 2 inflammation
or suboptimal response to other target
pathways. Overall, studies converge
on a reduction in symptoms, inflam-
matory burden, and events requiring
systemic corticosteroid therapy and/or
reintervention, with the magnitude of
benefit varying according to endotype
(eosinophilia, atopy, asthma comor-
bidity), surgical history, and follow-up
time. Safety was generally consistent
with the known profiles of each agent,
with predominantly mild to moderate
adverse events and low discontinua-
tion rates.

CONCLUSION

Biological therapies have estab-
lished themselves as a pillar in the
management of chronic rhinosinusitis
with nasal polyposis refractory to stan-
dard care, consistently reducing pol-
ypoid volume, congestion, the need
for systemic corticosteroid therapy and
reinterventions, as well as improving
smell and quality of life. Among the
available agents, IL-4/IL-13 blockade
(dupilumab) offers broad and robust
benefits in different disease profiles;
anti-IgE (omalizumab) is particularly
useful in atopic phenotypes; IL-5/IL-5R
axis inhibitors (mepolizumab, benrali-
zumab) are rational in the eosinophilic
phenotype; and anti-TSLP (tezepelum-
ab) emerges as a promising alternative
for mixed type 2 inflammation or sub-
optimal response to distal targets.

Clinical adoption should be guided
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by phenotype-endotype stratification,
comorbidities (asthma, NSAID-exac-
erbated respiratory disease), surgical
history, and patient-centered goals, ac-
companied by objective monitoring at
16-24 weeks (NPS, congestion, SNOT-
22, smell, systemic corticosteroid use)
to classify response and decide on
continuation, topical optimization, or
mechanism change. In systems with
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access restrictions, prioritizing severe
cases with multiple surgeries or high
dependence on systemic corticoste-
roids maximizes clinical value and
cost-effectiveness.

Significant gaps remain—lack of
direct comparisons between biologics,
universal predictive biomarkers, opti-
mal treatment duration, and step-down
or discontinuation strategies—which

require pragmatic, long-term studies.
Until these answers are available, the
judicious and individualized use of bi-
ologics, anchored in current guidelines
and clear response targets, represents
the best strategy for transforming out-
comes into RSCPN and reducing the
burden of disease for patients and
healthcare systems.
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