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Controlo sustentado a longo prazo
da polipose nasal grave com dupilumab,
evitando cirurgia de revisao de risco

Long term sustained control of severe nasal polyposis with
dupilumab, avoiding risky surgical revision

Data de rececdo / Received in: xx/xx/xxx

Data de aceitacdo / Accepted for publication in: xx/xx/xxx

Rev Port Imunoalergologia 2026; 34 (x): |-4

3 2

Sara Regalo' ', Mariana Lucena' ', Ana Todo-Bom"? ' ', Jodo Carlos Ribeiro?? ' ', Frederico Regateiro"

I'Servico de Imunoalergologia, Unidade local de Saude de Coimbra, Coimbra, Portugal
2 Imunoalergologia, Faculdade de Medicina da Universidade de Coimbra, Coimbra, Portugal
3Servigo de Otorrinolaringologia, Unidade local de Satide de Coimbra, Coimbra, Portugal

Contribuic6es dos autores: Sara Regalo — Conceptualizagdo, investigacao, redagao; Mariana Lucena — Conceptualizagao,
investigacdo, redacao; Ana Todo Bom — Conceptualizagio, Revisao; Jodo Carlos Ribeiro — Investigagao; Frederico Regateiro
— Conceptualizagdo, redagao.

Figura |. Tomografia computorizada dos seios paranasais
(cortes axiais a esquerda e coronais a direita): (A) apos 4
anos de tratamento com anti-IL-5 e antes do inicio do
dupilumab, demonstrando rinossinusite cronica extensa
com polipose nasal e acentuada remodelagao estrutural;
(B) apos 2 anos de tratamento com dupilumab, demons-
trando marcada melhoria radiologica, com redugao subs-
tancial da polipose nasal e restabelecimento do arejamen-
to / permeabilidade dos seios.

Figure I. Computed tomography of the paranasal sinuses
(axial views on the left and coronal views on the right): (A)
after 4 years of anti-IL-5 therapy and before initiation of du-
pilumab, showing extensive chronic rhinosinusitis with nasal
polyposis and marked structural remodeling; (B) after 2 years
of dupilumab treatment, showing marked radiologic improve-
ment, with substantial reduction in nasal polyposis and resto-
ration of sinus aeration.
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COMENTARIO

omem de 54 anos, seguido em consultas de Imu-

noalergologia e Otorrinolaringologia, com asma

grave eosinofilica, rinossinusite crénica com po-
lipose nasal (RSCcPN), intolerancia a anti-inflamatérios
nao esteroides, infegdes respiratérias de repetigao,
bronquiectasias e sindrome do lobo médio. No estudo
etiologico complementar nao foram identificados dados
sugestivos de imunodeficiéncia primaria, fibrose quistica
ou aspergilose broncopulmonar alérgica. O estudo in-
cluiu avaliagdo analitica com imunoglobulinas e subclasses
de IgG, IgE total, IgE/IgG especificas para Aspergillus,
eosinofilia periférica e avaliagdo imagiolégica toracica. A
caracterizagao inflamatéria demonstrava eosinofilia pe-
riférica de 1000 células/pL, IgE total de 143 kU/L e FeNO
de 34 ppb, sem sensibilizagao alérgica documentada.

Aos 34 anos foi submetido a cirurgia nasal, incluindo
antrostomia, turbinoplastia e etmoidectomia, com reci-
diva rapida da polipose nasal.

Entre 2019 e 2023 fez terapéutica biologica anti-IL-5,
com melhoria parcial dos sintomas de asma e redugao de
exacerbagoes, mantendo contudo polipose nasossinusal
com elevado impacto funcional, traduzido por SNOT-22
de 78, obstrucio nasal marcada, anosmia e necessidade
de multiplas administragdes de corticoterapia sistémica.
A funcgao olfativa foi avaliada de forma subjetiva. Em 2023,
a tomografia computorizada (TC) mostrava polipose na-
sal extensa com opacificagao dos seios paranasais e alte-
ragoes estruturais, incluindo esclerose esfenoidal, des-
mineralizagao da lamina papiracea e da lamina crivosa e

deformagdo da piramide nasal (Figura |1A).

Em 2023, alterou-se o tratamento para dupilumab,
anticorpo monoclonal que inibe a sinalizagao das vias
IL-4 e IL-13, com melhoria clinica, endoscépica e radio-
|6gica significativa. Apos 24 meses de tratamento, veri-
ficou-se melhoria marcada da qualidade de vida e do
controlo global da doenga respiratoria, com reducao do
SNOT-22 de 78 para 40 e aumento do CARAT de 6 para
20. Observou-se igualmente melhoria do controlo da
asma, com redugao das exacerbagoes e suspensao da
necessidade de corticoterapia sistémica. A TC mostrou
reducao substancial da polipose etmoido-nasal, restabe-
lecimento da permeabilidade das vias aéreas nasais e
espessamento mucoso residual nos seios maxilares e
esfenoidais (Figura |B).

O caso apresentado preenchia multiplos critérios
EPOS para indicagao para terapéutica biolégica na RSC-
cPN, incluindo necessidade repetida de corticoterapia
sistémica, compromisso significativo da qualidade de vida,
coexisténcia de asma grave e doenga persistente apos
cirurgia endoscopica nasossinusal. Apos introdugao de
dupilumab, verificou-se melhoria clinica, funcional, en-
doscépica e imagiologica sustentada, compativel com
critérios de boa resposta terapéutica definidos pelo
EPOS (I).

A resposta favoravel ao dupilumab neste caso podera
refletir o predominio de inflamagao tipo 2, num doente
com RSCcPN grave e asma eosinofilica grave. O bloqueio
da sinalizagao mediada por IL-4 e IL-13 podera ter pro-
porcionado um controlo mais abrangente da inflamagao
das vias aéreas superiores e inferiores, justificando a res-
posta clinica, endoscopica e imagioldgica observada apos

resposta insuficiente a terapéutica anti-1L-5 (2).
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COMMENT

54-year-old man, followed in Immunoallergology

and Otorhinolaryngology clinics, had severe eosino-

philic asthma, chronic rhinosinusitis with nasal polyps
(CRSWNP), non-steroidal anti-inflammatory drugs intole-
rance, recurrent respiratory infections, bronchiectasis, and
middle lobe syndrome. The complementary etiological work-
up did not identify findings suggestive of primary immuno-
deficiency, cystic fibrosis, or allergic bronchopulmonary
aspergillosis. The work-up included analytical assessment
with immunoglobulins and IgG subclasses, total IgE, specific
IgE/lgG to Aspergillus, peripheral eosinophil count, and
thoracic imaging. Inflammatory characterization showed
peripheral eosinophilia of 1000 cells/uL, total IgE of 143
kUIL, and FeNO of 34 ppb, with no documented allergic
sensitization.

At the age of 34, he had undergone nasal surgery, including
antrostomy, turbinoplasty, and ethmoidectomy, with rapid
recurrence of nasal polyposis.

Between 2019 and 2023, he had anti-IL-5 biologic ther-
apy, with partial improvement in asthma symptoms and re-
duction in exacerbations. However, he maintained sinonasal
polyposis with severe functional impact, reflected by a SNOT-
22 score of 78, marked nasal obstruction, anosmia, and the
need for multiple courses of systemic corticosteroids. Olfac-
tory function was assessed subjectively. In 2023, computed
tomography (CT) showed extensive nasal polyposis with
opacification of the paranasal sinuses and structural changes,
including sphenoid sclerosis, demineralization of the lamina
papyracea and cribriform plate, and deformation of the nasal
pyramid (Figure 1A).

At that point, treatment was switched to dupilumab,
a monoclonal antibody that inhibits IL-4 and IL-13 signal-
ing pathways, with significant clinical, endoscopic, and
radiological improvement. After 24 months of treatment,
there was marked improvement in quality of life and over-
all respiratory disease control, with a reduction in SNOT-
22 from 78 to 40 and an increase in CARAT from 6 to 20.
Improved asthma control was also observed, with fewer
exacerbations and discontinuation of systemic corticoste-
roid use. CT showed a substantial reduction in ethmoid-
-nasal polyposis, restoration of nasal airway patency, and
residual mucosal thickening in the maxillary and sphenoid
sinuses (Figure [B).

The case fulfilled multiple EPOS criteria for biologic ther-
apy in CRSwNP, including repeated need for systemic corti-
costeroids, significant impairment in quality of life, coexist-
ence of severe asthma, and persistent disease after
endoscopic sinonasal surgery. Following dupilumab initiation,
sustained clinical, functional, endoscopic, and radiological
improvement was observed, consistent with EPOS-defined
criteria for good therapeutic response ().

The favorable response to dupilumab in this case may
reflect the predominance of type 2 inflammation in a pa-
tient with severe CRSWNP and severe eosinophilic asthma.
Blockade of IL-4- and IL-13-mediated signaling may have
provided broader control of upper and lower airway inflam-
mation, explaining the clinical, endoscopic, and radiological
response observed after an insufficient response to anti-IL-5
therapy (2).
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