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ABSTRACT
The sinonasal masses can underlie a universe of pathologies, both benign and malignant. Despite its rarity, Diffuse Large B-cell Lymphoma is the 
high-grade and nonepithelial lesion most frequently described in the nasal cavity and paranasal sinuses. On the other hand, Immunoglobulin G4 
related disease may occur as sinonasal benign lesions with a tendency to bone erosion. Both these pathologies, opposite in nature, are involved 
in the study. Herein, the case of a patient with a vascular manifestation of IgG4-related disease and a unilateral sinonasal mass is described. The 
aim of this work is to describe the characteristics of these lesions and highlight the importance of the differential diagnosis, stressing the need 
to perform a biopsy in all the unilateral sinonasal masses.
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Introduction

The sinonasal masses can underlie a universe of pathologies, 
both benign and malignant. The signs and symptoms of inflam-
matory pathologies such as chronic rhinosinusitis with nasal 
polyposis, and of malignant ones such as carcinoma or esthesio-
neuroblastoma could be aspecific. Nasal obstruction, bleeding, 
alterations of smell, headache, and pain are the most common.

Immunoglobulin G4 (IgG4)-related disease is a fibro-inflam-
matory affection characterized by multi-site involvement1 
with a distinctive focus on the head and neck region. In 2011, 
Moteki et al2 first proposed that sinonasal lesions could be one 
of the extrapancreatic manifestations of autoimmune pancre-
atitis.3 Since then, IgG4-related disease should be taken into 
account in the differential diagnosis of sinonasal masses.

Meanwhile, Diffuse Large B-cell Lymphoma (DLBCL) repre-
sents the high-grade and nonepithelial lesion most frequently 
described in the nasal cavity and sinus. It is one of the variants 
of Non-Hodgkin’s lymphoma (40%).4-6 Into a third of patients 
with lymphoma, the disease can arise in the extra-nodal sites 
and quite frequently (14%) in head and neck districts.

Generally presenting in the following sub-sites: adenoid, eusta-
chian tube, palatine, and lingual tonsils.

Although sinonasal DLBCL is the less aggressive subtype 
compared with the other lymphomas, the absence of specific 
symptoms leads to diagnostic and therapeutic delays.7

These 2 pathologies (IgG4 and DLBCL), opposite in nature, are 
involved in the study. Herein the case of a patient with a vascu-
lar manifestation of IgG4 related disease with a unilateral sino-
nasal mass was reported. The aim of this work is to describe the 
characteristics of IgG4 and DLBCL sinonasal lesions, underlin-
ing the importance of the biopsy for the differential diagnosis 
in all the unilateral sinonasal masses.

Case Presentation

A 78-year-old male referred to the outpatient clinic with a 
7-month history of recurrent epistaxis from the right nostril 
and unilateral nasal obstruction. No fever, weight loss, or other 
systemic symptoms were reported. In 2019, he underwent sur-
gical treatment for breast cancer, and in 2016, a surgical pro-
cedure for thoracic aortic aneurysm IgG4-related disease was 
reported.

The video-endoscopic examination with 0° rigid telescope 
showed a vegetative lesion occupying the right nasal vestibule. 
It appeared like a polypoid fleshy lesion (Figure 1) presenting a 
thick purulent secretion. The remaining mucosa of the cavity 
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appeared normal, but the base of the implant of the lesion was 
impossible to identify clinically.

A magnetic resonance imaging (MRI) was required with T1 
and T2 weighted sequences, fat suppression and diffusion 
weighted imaging plus gadolinium. In the right nasal cavity, 
the images showed a discrete tissue thickening of the ante-
rior part of the septum about 1 cm. The lesion was spreading 
antero-posteriorly for 3.2 cm causing stenosis of the nasal cav-
ity. The erosion of the thin bony plate of the nasal septum was 
reported. Inflammatory lymph nodes were recorded in the sub-
mental area and in the bilateral latero-cervical II and III levels.

Due to the lack of specific clinical and radiological findings, an 
incisional biopsy was performed in the operating theatre. To 
the final histological examination, the immunohistochemical 
analysis showed CD10-/bcl6+/MUM1+- with the expression of 
MYC, bcl2 and bcl6 compared to the translocation of the gene 
alone MYC.

The final diagnosis was of Sinonasal DLBCL. The case was dis-
cussed in the institutional Head and Neck Tumor Board and 
a Positron emission tomography/computed tomography (PET/
CT) was required in order to stage the disease. This exam did 
not show regional or distant localization.

The treatment administered was immuno-chemotherapy with 
rituximab, cyclophosphamide, doxorubicin liposomal, vincris-
tine, prednisone, twice a month followed by radiotherapy DT 
3000 cGy in 15 daily fractions. Six months after the end of 
immuno-chemotherapy plus radiotherapy, the patient under-
went new investigations, in particular: MRI, PET/CT, and a nasal 
endoscopy. All results were negative for persistence or recur-
rence of disease, and at 2-year follow-up, he was clinically and 
radiologically free from pathology.

The patient signed an informed consent agreement.

Discussion

Sinonasal lymphomas are relatively rare tumors of the head and 
neck that occur most frequently in the maxillary and ethmoid 
sinuses. Studies suggest a male preponderance. This finding 
could be explained by the protective nature of the female gen-
der, due to the following reasons: the protective influence of 
estrogen that suppresses interleukin 6; estrogen’s modulatory 
effect on vascularization and therefore on the spreading of the 
lymphoma.8,9

Typically, the symptoms are: epistaxis, nasal obstruction, rhinor-
rhea, visual changes, bloody discharge, hearing impairment, and 
facial swelling. Sometimes classic B-symptoms such as weight loss 

Main Points

•	 Diffuse Large B-cell Lymphoma is the high-grade and non-
epithelial lesion most frequently described in the nasal cavity 
and paranasal sinuses.

•	 The involvement of the Head and Neck in Immunoglobulin 
G4 related disease is the second localization in order of fre-
quency; nevertheless, sinonasal lesions remain rare and dif-
ficult to diagnose.

•	 The biopsy is of great significance for the differential diagno-
sis in the universe of the sinonasal masses.

Figure 1.  The lesion of the right nasal fossa.
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and fever are present.10 The absence of the classic B-symptoms 
could lead to a clinical suspicion of an inflammatory disease.

IgG4 disease is a well-described entity with regard to the fol-
lowing sites: lacrimal glands, submandibular glands, thyroid, 
lymph nodes, biliary tract (sclerosing cholangitis), kidney, 
liver, retroperitoneum (retroperitoneal fibrosis), pancreas, 
and lung.

Recently, some inflammatory aortic aneurysms have been 
associated with IgG4 sclerosing disease.11 Although the 
involvement of the Head and Neck in IgG4 related disease is 
the second localization in order of frequency, the sinonasal 
lesions remain rare and difficult to diagnose.

In 2016, the patient was affected by a thoracic aortic aneu-
rysm IgG4 related disease. In view of this, when the sinonasal 
lesion was diagnosed, the possibility of another extrapancre-
atic manifestation of the IgG4 disease had to be taken into 
account.

On MRI, T2-weighted images showed a hypointense mass, 
given by the increase in cellularity of the lesion and the pres-
ence of fibrosis. These are typical radiological characteristics 
of the IgG4-related lesions. However, radiological differential 
diagnosis of T2-hypointense sinonasal lesions includes other 
masses such as: Wegener granulomatosis, solitary fibrous 
tumor, invasive aspergillosis, and lymphoma.12 To obtain a spe-
cific diagnosis between all the above-mentioned lesions, a his-
tological examination with biopsy is required.

The 3 major histological features of the IgG4-related lesions 
are: dense lymphoplasmacytic infiltrates, fibrosis (with a sto-
riform pattern), and obliterative phlebitis. In particular, phlebi-
tis without obliteration may also be present,13 and to diagnose 
IgG4 disease, 2 of these features are required.

The biopsy may be carried out both in an outpatient setting 
and in the operating theatre. An incisional biopsy was per-
formed in an outpatient setting without complications, and it 
was fundamental in revealing the nature.

The histopathological report showed that tumor cells 
expressed pan-B markers. Appropriate immunohistochemical 
stains (Figure 2) were used with the goal of making a differen-
tial diagnosis about between pathologies such as: extramedul-
lary myeloid sarcoma, undifferentiated carcinoma, amelanotic 
melanoma, plasmacytoma, and DLBCL.

In the patient, the analysis showed CD10-/bcl6+/MUM1+- 
with the expression of MYC, bcl2 and bcl6 compared to the 
translocation of the gene alone MYC. In light of these findings, 
IgG4 sinonasal related disease was excluded and a diagnosis 
of DLBCL was made. A PET/CT was performed to stage the 
disease. The exam excluded distant metastasis and confirmed 
high metabolic activity only in the right nasal fossa. The case of 
the patient was discussed in the tumor board of the institution 
for therapeutic indication. Treatment of DLBCL follows proto-
cols for similar tumors in other parts of the body. Radiotherapy 
alone or plus systemic chemotherapy is the treatment of 
choice for localized disease, and the prognosis of DLBCL, com-
pared with natural killer T cells lymphoma of nasal type, is more 
favorable.14

After 6 months, there was a complete response. Currently, 2 
years after the end of Immuno-CT and radiotherapy, at the 
radiological imaging (MRI and PET/CT) and endoscopic evalu-
ation, the patient was found free from disease. To the best of 
current knowledge, this case is the only one in the literature to 
report and compare these 2 rare head and neck pathologies.

Although it is now known that a patient affected by IgG4 
disease could present a sinonasal lesion as extrapancreatic 

Figure 2.  Atypical cell proliferation consisting of large-sized elements 
with solid growth. Immunohistochemistry performed on formalin-
fixed paraffin-embedded sections revealed membrane staining for 
LCA and no reactivity for cytokeratins.
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localization, the biopsy remains of great importance. The exam 
allows us to make the differential diagnosis in the vast universe 
of the sinonasal masses.
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