
Academic Editor: Yu Sun

Received: 14 July 2026

Revised: 17 August 2026

Accepted: 27 August 2026

Published: 1 September 2026

Copyright: © 2026 by the authors.

Licensee MDPI, Basel, Switzerland.

This article is an open access article

distributed under the terms and

conditions of the Creative Commons

Attribution (CC BY) license.

Case Report

Hybrid Respiratory Epithelial Adenomatoid Hamartoma and
Seromucinous Hamartoma Clinically Mimicking Bilateral Nasal
Polyposis: A Case Report
Raquel Muñoz-Andrés 1, Carlos Carazo-Casas 1,* , Mayte Herrera 1 , Alfonso Santamaría-Gadea 1 ,
Mónica Garcia-Cosio Piqueras 2 and Kadir Jesús Quintero-Gil 2

1 Department of Otolaryngology, Hospital Universitario Ramón y Cajal, 28034 Madrid, Spain;
rmunozandres@salud.madrid.org (R.M.-A.); mariateresa.herrera@salud.madrid.org (M.H.);
asantamariagadea@gmail.com (A.S.-G.)

2 Department of Pathology, Hospital Universitario Ramón y Cajal, 28034 Madrid, Spain;
monica.gcosio@uah.es (M.G.-C.P.); k.quinterogil@uniandes.edu.co (K.J.Q.-G.)

* Correspondence: carloscarazocasas@gmail.com

Abstract

Background: Respiratory epithelial adenomatoid hamartoma (REAH) and seromucinous
hamartoma (SH) are uncommon benign epithelial lesions of the sinonasal tract. Their
clinical and endoscopic appearance may overlap with inflammatory nasal polyps, and
a definitive diagnosis usually requires histopathologic examination. Case presentation:
A 37-year-old man presented with several years of nasal obstruction, hyposmia, and fa-
cial pressure over the paranasal sinus regions. He had no history of asthma or previous
sinonasal surgery. Nasal endoscopy revealed bilateral polypoid lesions involving the mid-
dle meatus. Computed tomography showed extensive chronic sinonasal inflammatory
disease, including complete opacification of the right maxillary sinus, bilateral frontal sinus
involvement, and bilateral ethmoidal opacification. The patient underwent endoscopic
sinonasal surgery with bilateral uncinectomy, bilateral antrostomy, and anterior and pos-
terior ethmoidectomy. Polypoid tissue was excised and submitted for histopathologic
examination. The final diagnosis was a hybrid epithelial hamartomatous lesion with fea-
tures of both REAH and SH. At the 4- and 8-week postoperative visit, the patient reported
clear symptomatic improvement, mainly in nasal obstruction, smell and nasal breath-
ing. Conclusions: Hybrid REAH and SH may clinically resemble bilateral inflammatory
nasal polyposis, especially in patients with chronic rhinosinusitis. This case highlights
the importance of routine histopathologic examination of sinonasal polypoid lesions after
endoscopic surgery.

Keywords: case report; respiratory epithelial adenomatoid hamartoma (REAH); seromucinous
hamartoma (SH); nasal polyp; chronic rhinosinusitis; endoscopic sinus surgery;
histopathologic examination

1. Introduction
Hamartomas are benign, tumor-like lesions composed of a disorganized proliferation

of mature tissue elements normally present at the affected anatomical site. Unlike true neo-
plasms, they have traditionally been considered developmental or malformative processes
rather than autonomous clonal proliferations. Hamartomas are frequently described in
organs such as the lung, gastrointestinal tract, kidney, and liver, whereas the involvement
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of the upper aerodigestive tract is uncommon [1,2]. Within the sinonasal tract, several
histologically distinct hamartomatous lesions have been recognized, including respiratory
epithelial adenomatoid hamartoma (REAH), seromucinous hamartoma (SH), chondro-
osseous respiratory epithelial adenomatoid hamartoma, and nasal chondromesenchymal
hamartoma. REAH and SH are of an uncertain etiology and can occur in isolation or
in chronic rhinosinusitis, as they are frequently associated with inflammatory sinonasal
disorders and allergies, including multiple varieties of rhinosinusitis and inflammatory
polyps [2].

REAH and SH are composed predominantly of epithelial or glandular structures
and may show considerable clinical and histopathological overlap. Their etiology and
pathogenesis remain incompletely understood. Although the term “hamartoma” implies a
non-neoplastic developmental proliferation, the frequent association of REAH with chronic
inflammatory sinonasal disease has led to the hypothesis that at least some lesions may
represent an acquired reactive process induced by prolonged mucosal inflammation [2].

REAH is currently considered the most frequently recognized epithelial hamartoma of
the sinonasal tract [2]. REAH has been reported over a wide age range but predominantly
affects middle-aged and older adults, with a clear male predominance in most published
series [1–4]. It can occur as an isolated localized mass or as a more diffuse lesion associated
with chronic rhinosinusitis and inflammatory nasal polyposis. In localized cases, the poste-
rior superior nasal septum and olfactory cleft are characteristic sites of involvement [2,5,6].
In a recent series, 56% of patients had olfactory cleft involvement. These patients were
normally older and had higher rates of comorbid allergic rhinitis and asthma [6].

SH is considerably less common. Since its initial recognition, only a limited number
of cases and small clinicopathological series have been published. SH generally occurs in
adults and most often involves the nasal septum or posterior nasal cavity, although lesions
arising in the ethmoid region, lateral nasal wall, and paranasal sinuses have also been
reported [2].

The clinical presentation of REAH and SH is nonspecific. Patients may report pro-
gressive nasal obstruction, hyposmia or anosmia, rhinorrhea, epistaxis, headache, fa-
cial pressure, or other symptoms indistinguishable from those of chronic rhinosinusi-
tis [3,4,7,8]. When the lesions arise in the olfactory clefts, olfactory dysfunction may be
particularly prominent.

Endoscopically, REAH usually appears as a polypoid, nodular, or fleshy lesion with
a pink, white, or yellowish surface. SH may also present as a polypoid or nodular mass.
Neither entity has a sufficiently specific endoscopic appearance to permit a reliable preop-
erative diagnosis [2,6].

Radiological findings are likewise variable. Sinonasal computed tomography may
show a localized soft-tissue mass or diffuse mucosal opacification associated with chronic
inflammatory disease. The widening of the olfactory clefts has been described as a use-
ful imaging sign of REAH, particularly when the lesion is centered in the superior nasal
cavity [5,9]. Nevertheless, this finding is not universally present and is less useful in extra-
olfactory clefts or diffuse disease. Moreover, patients with extensive chronic rhinosinusitis
may exhibit widespread sinonasal opacification that obscures the underlying hamartoma-
tous component. Consequently, the radiological interpretation is frequently inflammatory
nasal polyposis, and a definitive diagnosis is established only after a histopathological
examination of surgical specimens.

The histological diagnosis of REAH is based on a proliferation of round to oval glands
lined by a ciliated pseudostratified respiratory epithelium. The glands frequently appear
to invaginate directly from the surface epithelium and are usually separated by inflamed
or edematous stroma. One of the most characteristic features is the presence of a thick

https://doi.org/10.3390/ohbm7020034

https://doi.org/10.3390/ohbm7020034


J. Otorhinolaryngol. Hear. Balanc. Med. 2026, 7, 34 3 of 11

eosinophilic basement membrane-like material surrounding the glands [2]. Cytological
atypia, increased mitotic activity, necrosis, and destructive stromal invasion are absent.

In contrast, SH is composed of crowded, variably sized seromucinous glands and
tubules lined by a single layer of bland cuboidal or low columnar epithelial cells [2,10–12].
An important feature is the absence of an identifiable myoepithelial cell layer around the
glands [10]. Although a loss of myoepithelial cells may ordinarily raise concern for an
invasive glandular malignancy, the overall circumscribed architecture, cytological bland-
ness, absence of destructive infiltration, and lack of other malignant features support the
diagnosis of SH.

A close morphological relationship exists between REAH and SH. Some lesions contain
unequivocal areas of both respiratory epithelial glandular proliferation and seromucinous
glandular proliferation and have been described as hybrid epithelial hamartomas [2,11].
However, focal seromucinous differentiation may occur within REAH, and respiratory
epithelial invaginations can be identified in SH. Therefore, the boundaries between these
entities are not always sharply defined. Some authors have suggested that REAH, SH, and
hybrid lesions may represent points along a spectrum of benign sinonasal epithelial prolif-
erations and that classification according to the predominant morphological component
may be more appropriate than a rigid separation into distinct categories [2].

The recognition of these lesions is clinically important because they may mimic both
benign inflammatory conditions and malignant epithelial neoplasms. REAH and SH can
mimic nasal polyposis, inverted papilloma or adenocarcinoma, squamous cell carcinoma,
olfactory neuroblastoma, and lymphoma [3,4,8]. Inverted papillomas, while commonly
displaying a respiratory-type epithelium, tend to have a predominance of a squamotran-
sitional epithelium, with a more irregular inverted growth pattern than is seen in the
well-spaced glands characteristic of REAH. Additionally, REAHs most commonly have less
intraepithelial neutrophilic inflammation and a thicker basement membrane-like material
surrounding the glands [2].

Hybrid lesions containing well-developed REAH and SH components remain ex-
ceptionally uncommon. Their presentation within bilateral polypoid sinonasal disease
creates an additional diagnostic challenge because the clinical and radiological findings
strongly suggest conventional chronic rhinosinusitis with nasal polyps. This report de-
scribes a hybrid epithelial hamartomatous lesion with features of both REAH and SH in
a young adult who underwent endoscopic sinus surgery for presumed bilateral inflam-
matory nasal polyposis. This case emphasizes the clinicopathological overlap between
sinonasal hamartomas and chronic inflammatory disease, the importance of systematic
histopathological examination, and the need to distinguish these benign proliferations from
malignant glandular lesions.

2. Detailed Case Description
A 37-year-old man presented with 7–8 years of nasal obstruction, hyposmia, and facial

pressure over the paranasal sinus regions. He denied mucopurulent rhinorrhea. He had
been using high-volume nasal saline irrigation and intranasal corticosteroids (mometasone)
once daily, without clinical improvement. He had no history of asthma, allergies or previous
sinonasal surgery. He has been smoking approximately 10–20 cigarettes a day over 15 years.
He had no blood analysis before or after, so we cannot provide the eosinophils count.

Preoperative nasal endoscopy revealed bilateral polypoid lesions, graded as II on the
right side and I on the left side (total endoscopic polyp score: 3). With this endoscopic image
and his symptoms, he matched the criteria for Chronic Rhinosinusitis (CRSwNP). The
preoperative Lund–Mackay score was 16/24, reflecting extensive bilateral ethmoidal and
frontal sinus disease (with calcification on the left frontal sinus), complete right and partial
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left maxillary sinus opacification, right ostiomeatal complex obstruction, and absence of
sphenoid sinus involvement (Figure 1A,B).

 
(A) (B) 

Figure 1. Coronal computed tomography of the paranasal sinuses. (A) Coronal CT image showing
opacification of the right maxillary sinus and ethmoid air cells. (B) Coronal CT image showing
opacification of the left frontal sinus with internal calcifications.

The patient underwent functional endoscopic sinus surgery (FESS) under general
anesthesia. Bilateral uncinectomy and antrostomy were performed, together with anterior
and posterior ethmoidectomy. Polypoid tissue was removed from the anterior and posterior
ethmoid cavities, and mucopurulent material from the right maxillary sinus was suctioned.
The excised tissue and polyps were submitted for routine histopathological examination.
Despite the frontal sinus opacification observed on CT, no frontal sinusotomy was per-
formed. The frontal sinus calcifications were not specifically characterized intraoperatively,
and no fungal studies or microbiological cultures from the frontal sinus were obtained.

Two fragments of the lesions were taken for histopathologic analysis (Figure 2), reveal-
ing a hybrid epithelial hamartomatous lesion composed of features of both seromucinous
hamartoma and respiratory epithelial adenomatoid hamartoma. The proportions of REAH
and SH were approximately 50% each, and no inflammatory polyp tissue was observed.
In Figure 2A the transition between the two components is shown. The seromucinous
component showed a crowded proliferation of small seromucinous glands lined by bland
cuboidal epithelial cells, without cytologic atypia. The background stroma is edema-
tous, and periglandular hyalinization can be noted. The REAH component showed a
proliferation of benign glands lined by ciliated respiratory-type columnar epithelium and
surrounded by a thick eosinophilic hyalinized basement membrane. The glandular lumina
contain mucinous or amorphous material. The stroma surrounding the gland is edema-
tous and contains a mixed inflammatory infiltrate resembling the stroma of inflammatory
polyps. No histologic features of malignancy were identified. No immunohistochemistry
was performed.
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Figure 2. Cont.
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(D) 

 
(E) 

Figure 2. Histopathologic features of the hybrid epithelial hamartomatous lesion. (A) H-E ×5, hybrid
respiratory hamartoma showing both REAH component (black asterisk) and SH component (white
asterisk). (B) H-E ×5 and (C) H-E ×10, respiratory epithelial adenomatoid hamartoma component
showing benign glands lined by ciliated respiratory-type columnar epithelium and surrounded
by a thick eosinophilic hyalinized basement membrane. (D) H-E ×10, (E) H-E ×20, seromucinous
hamartoma component showing a crowded proliferation of small seromucinous glands lined by
bland cuboidal epithelial cells. Not surrounded by a basement membrane.

At the 4-week and 8-week postoperative visit, the patient reported clear clinical im-
provement, especially in smell, with subjective complete recovery (as no validated olfactory
test was performed), and in nasal obstruction, with better nasal breathing. Postoperative
nasal endoscopy at 8 weeks showed patent, well-healed sinonasal cavities without residual
polypoid lesions (Figure 3). https://www.youtube.com/watch?v=bXv2XM6ayyo (accessed
on 14 June 2026) (to access the video showing the postoperative results).
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(A) (B) 

 
(C) 

Figure 3. Postoperative results after 8 weeks. Right maxillary sinus (A) and right ethmoidectomy (B).
Left maxillary sinus (C).

3. Discussion
REAH and SH are benign epithelial proliferations of the sinonasal tract that remain

unfamiliar to many clinicians because of their rarity, nonspecific clinical manifestations,
and frequent association with inflammatory disease. The present case illustrates several
diagnostically relevant features: the lesion occurred in a relatively young adult, presented
as bilateral polypoid disease, was associated with extensive radiological findings of chronic
rhinosinusitis, and was diagnosed unexpectedly after a routine histopathological examina-
tion of the tissue removed during the endoscopic sinus surgery.

The epidemiological profile of the present patient differs partially from that reported
in most REAH series. Although REAH can occur from early adulthood to advanced ages,
the typical patient is a middle-aged or older man [1–4]. SH likewise predominantly affects
adults, with most reported cases occurring in middle or late adulthood [2,10,11]. The age
of 37 years is therefore younger than the usual age at diagnosis but remains within the
reported spectrum. Male sex is consistent with the demographic predominance described
for REAH, whereas SH has not shown an equally consistent sex distribution across the
limited available series.
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The anatomical distribution also deserves consideration. REAH is characteristically
associated with the posterior superior nasal septum and olfactory clefts [2,5,9]. In a recent
series comparing olfactory cleft and extra-olfactory cleft disease, olfactory cleft involvement
was identified in a substantial proportion of patients, but lesions outside this location were
also recognized [6]. Extra-olfactory cleft lesions may arise in the middle meatus, ethmoid
cavities, lateral nasal wall, or paranasal sinuses and may be more difficult to distinguish clin-
ically from ordinary inflammatory polyps. In the present case, no olfactory cleft lesion was
specifically described on computed tomography, preoperative endoscopy, or the operative
report. The polypoid tissue was principally identified in the middle meatuses and ethmoid
cavities. Nevertheless, the absence of documented olfactory cleft involvement should not
be interpreted as definitive proof that this region was entirely unaffected, because the
available imaging was originally evaluated in the context of chronic rhinosinusitis rather
than specifically for REAH. In addition, the histological specimens were obtained from
polypoid ethmoidal tissue and were not mapped systematically according to individual
sinonasal subsites. It is therefore more accurate to describe the case as clinically dominated
by middle meatal and ethmoidal disease rather than to conclude categorically that the
olfactory clefts were uninvolved.

The radiological appearance of REAH is variable and depends on whether the lesion
is isolated or associated with diffuse inflammatory disease. Localized REAH may appear
as a homogeneous soft-tissue mass, whereas diffuse REAH associated with nasal polyposis
may be indistinguishable from inflammatory mucosal thickening. Hawley et al. identified
olfactory cleft widening as a potentially useful radiological marker, particularly when the
cleft width reaches or exceeds approximately 10 mm [9]. However, this sign is primarily
applicable to olfactory cleft-centered REAH and cannot exclude REAH arising elsewhere.
Moreover, extensive chronic rhinosinusitis may conceal localized architectural changes.
Thus, radiology can raise suspicion but does not replace a histopathological diagnosis.

The extensive bilateral ethmoidal, maxillary, and frontal sinus opacification observed
in our patient strongly favored a preoperative diagnosis of chronic rhinosinusitis with nasal
polyps. This emphasizes that REAH and SH may be microscopic or incidental components
within tissue that is clinically and radiologically dominated by chronic inflammation rather
than discrete masses identifiable before surgery.

The relationship between REAH and chronic inflammation remains unresolved. REAH
has been reported both as an isolated lesion and in association with chronic rhinosinusitis,
allergic rhinitis, asthma, and inflammatory nasal polyposis [2,5,6]. Its frequent coexistence
with inflammatory polyps has prompted the hypothesis that chronic mucosal irritation
may induce glandular proliferation and respiratory epithelial invagination. Under this
model, REAH could represent an exaggerated reactive response rather than a congenital
malformation. An alternative possibility is that REAH represents a true benign neoplasm
or a heterogeneous group containing both reactive and neoplastic lesions. Nevertheless,
in our case no conventional inflammatory polyps were identified. Thus, we consider it
appropriate to state that the hybrid REAH–SH lesion clinically mimicked bilateral nasal
polyposis and originated as an individual neoplastic lesion.

Histologically, the REAH component in this case demonstrated the characteristic
combination of respiratory epithelial-lined glands, ciliation, thick eosinophilic basement
membrane-like material, and an inflamed edematous stroma [2]. SH is characterized by a
proliferation of small seromucinous glands lined by uniform cuboidal or low columnar cells.
The glands may be closely packed and can lack an apparent myoepithelial cell layer [10].

The lesion in our patient showed unequivocal areas with the morphological char-
acteristics of SH together with separate glands characteristic of REAH, in a proportion
of 50–50%. This supports the classification as a hybrid epithelial hamartomatous lesion.
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Hybrid lesions were recognized in early descriptions of SH and have continued to be
discussed in subsequent reviews [2,11]. Their existence raises questions regarding the
histogenetic relationship between the two entities. Both arise within the same specialized
sinonasal mucosa, both may be associated with inflammation, and both exhibit benign
glandular differentiation. Respiratory epithelial invaginations may transition into smaller
seromucinous structures, creating a morphological continuum. Hahn and Weinreb empha-
sized the substantial morphological overlap between REAH and SH and suggested that
lesions containing both patterns may be named according to their predominant component
rather than necessarily being regarded as a separate biological entity [2]. In the current case,
both components were sufficiently represented to support the descriptive term “hybrid
REAH and SH.”

Immunohistochemistry was not utilized in the present case. This is a reasonable
approach when the hematoxylin and eosin morphology is characteristic and no malignant
features are identified.

The treatment of symptomatic REAH and SH is conservative surgical excision, most
commonly through an endoscopic approach [11]. Published series indicate that endoscopic
removal is usually curative, and recurrence is uncommon when the lesion has been ade-
quately excised [11]. Cases occurring in diffuse chronic rhinosinusitis may require surgery
primarily to restore sinus ventilation and remove the inflammatory disease rather than to
achieve wide margins around the hamartoma.

In the present case, bilateral uncinectomy, antrostomy, and anterior and posterior eth-
moidectomy provided an adequate treatment of both the inflammatory sinonasal disease
and the hamartomatous proliferation. The patient experienced substantial early improve-
ments in nasal obstruction, nasal airflow, and olfactory function. At 8 weeks, the endoscopy
demonstrated patent, healed cavities without residual polypoid tissue.

The follow-up period was short, and longer surveillance is necessary to document
persistent symptom control and exclude recurrent inflammatory or hamartomatous disease.
Nevertheless, no histological feature suggested an increased risk of aggressive recurrence.
The follow-up should therefore be guided primarily by the extent and phenotype of
the patient’s chronic rhinosinusitis rather than by a concern for malignant behavior of
the hamartoma.

The hybrid REAH–SH morphology has been described previously, particularly in
pathological series emphasizing the substantial overlap between both entities [2,10,11].
Earlier reports have mainly focused on their shared glandular morphology and the pos-
sibility that REAH and SH represent a morphological continuum rather than completely
distinct lesions. The present case differs in its clinical context: the lesion was identified
in bilateral polypoid tissue predominantly involving the middle meatuses and ethmoid
cavities, without a discrete hamartomatous mass being recognized endoscopically or ra-
diologically. Thus, the principal contribution of this case is not the demonstration of the
hybrid morphology itself but its presentation as presumed bilateral inflammatory sinonasal
polyposis and its diagnosis only after histopathological examination.

This case has several limitations. First, the follow-up was limited to 8 weeks, pre-
cluding conclusions regarding long-term recurrence. This follow-up period was limited
to approximately two months because it corresponded to the last available postoperative
assessment at the time the manuscript was prepared; therefore, no conclusions regarding
long-term recurrence can be drawn. Second, the pathological specimen was obtained dur-
ing surgery for diffuse inflammatory disease and was not prospectively mapped according
to the exact sinonasal subsite. The precise anatomical distribution of the hamartomatous
components therefore cannot be reconstructed with certainty. Third, olfactory function was
assessed clinically according to patient-reported recovery and was not measured using a
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validated psychophysical olfactory test. Fourth, immunohistochemical or molecular studies
were not performed. Finally, as a single case, this report cannot establish the pathogenesis,
prevalence, or optimal terminology of hybrid REAH–SH lesions.

Despite these limitations, this case is relevant because it documents the coexistence
of characteristic REAH and SH components in a patient treated for presumed chronic
rhinosinusitis with nasal polyps. It reinforces the importance of correlating the histological
glandular architecture with clinical and radiological findings. A greater awareness of REAH,
SH, and their hybrid forms is essential to avoid both under-recognition as nonspecific
polyposis and overdiagnosis as a malignant glandular neoplasm.

4. Conclusions
Hybrid sinonasal epithelial hamartomas containing features of both REAH and SH

are rare benign lesions that may be clinically, endoscopically, and radiologically indistin-
guishable from chronic rhinosinusitis with bilateral nasal polyps. A definitive diagnosis
relies on the recognition of the characteristic histopathological components: respiratory
epithelial-lined glands with a thick eosinophilic basement membrane material in REAH
and bland seromucinous glandular proliferation in SH.

The absence of cytological atypia, destructive invasion, desmoplasia, necrosis, and
other malignant features is essential for distinguishing these lesions from low-grade
sinonasal adenocarcinoma and other neoplasms. Conservative endoscopic excision is
generally adequate, although continued follow-up is appropriate, particularly when the
lesion occurs in the setting of extensive chronic inflammatory sinonasal disease.

This case supports the value of the histopathological examination of surgically re-
moved sinonasal polypoid tissue, even when the preoperative presentation is entirely
compatible with bilateral inflammatory nasal polyposis. Accurate recognition promotes
appropriate conservative management and prevents both misclassification as nonspecific
inflammatory disease and overdiagnosis as malignancy.
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