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ABSTRACT
The most commonly encountered lesions arising from the epiglottic valleculae are benign cysts. Malignancy, particularly lymphoma, is infre-
quently encountered. Small lymphocytic lymphoma has never been described as being diagnosed from a vallecular biopsy. A patient with the 
previous history of small lymphocytic lymphoma was referred to the otolaryngology department with a seemingly innocent vallecular cyst caus-
ing globus symptoms. The lesion was biopsied using a channeled flexible nasolaryngoscope yielding a diagnosis of small lymphocytic lymphoma. 
This case demonstrates the importance of maintaining a high level of suspicion for rarer differential diagnoses, even for benign-appearing 
lesions, in patients with pertinent previous medical history. The diagnostic workup described employs a biopsy under local anesthesia in an 
outpatient clinic setting, avoiding the risk of general anesthesia in a patient with significant comorbidities.
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Introduction

The epiglottic valleculae are paired depressions posterior to 
the tongue base and anterior to the lingual surface of the 
epiglottis.1 They contain lymphoid and glandular tissue.2 
The most commonly encountered abnormalities in this area 
are  benign mucous retention cysts. These vary in size with 
larger cysts capable of causing symptoms including glo-
bus pharyngeus, dysphagia, voice change, and sometimes 
odynophagia or throat pain.2,3 These cysts usually appear 
as globular swellings with normal overlying mucosa3 and 
are incidental findings on flexible nasolaryngoscopy. Globus 
sensation is a common symptom and rarely represents any 
sinister pathology in the absence of other head and neck red 
flag symptoms.4

Lymphoma in the head and neck usually presents with cer-
vical lymphadenopathy5 and is the second most common 
malignancy of the oropharynx after squamous cell carcinoma. 
Extranodal disease is less common and typically encountered 
within Waldeyer’s ring.1,6 Non-Hodgkin’s lymphoma (NHL) 
makes up the majority of head and neck cases with B-cell 
and T-cell subtypes being most common.5 Diffuse large B-cell 

lymphoma and follicular lymphoma are the most frequently 
diagnosed B-cell lymphomas, while small lymphocytic lym-
phoma (SLL) is reported to comprise between 5% and 25% 
of all NHLs and is mostly diagnosed in male patients aged 
>60.5,7 Small lymphocytic lymphoma is a term used to describe 
chronic lymphocytic leukemia (CLL) when it presents with 
lymphadenopathy without bone marrow or blood lymphocyto-
sis.7 It is often managed conservatively with a watch and wait 
approach.8

Case Presentation

A 73-year-old man was referred to the otolaryngology clinic 
with a left-sided globus sensation. He denied any other “red 
flag” symptoms. He was a non-smoker with a past medical 
history of pulmonary fibrosis secondary to hypersensitivity 
pneumonitis. He had been diagnosed with SLL 1 year before 
this presentation following a core biopsy of an axillary lymph 
node. His staging computed tomography (CT) with contrast 
from neck to pelvis showed no head or neck manifestations of 
SLL. and he was being managed by the hematology team with 
a watch-and-wait approach, requiring no active treatment due 
to low volume disease.
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Examination with flexible nasop​haryn​golar​yngos​copy revealed 
a small regular cystic lesion in the left vallecula (Figure 1). There 
was no cervical lymphadenopathy palpable, and the remainder 
of the examination was unremarkable. The lesion was deemed 
most likely to represent a benign vallecular retention cyst; 
however, considering the patient’s hematological background, 
it was felt important to exclude progression or high-grade 
transformation of his SLL. Due to the patient’s pulmonary 
fibrosis and the drive toward utilizing local anesthetic biopsies 
to avoid general anesthesia, particularly in the coronavirus dis-
ease 2019 (COVID-19) era,9 the patient underwent a biopsy of 
the vallecular lesion under local anesthesia in the clinic. Topical 
4% lidocaine was applied, and a channeled flexible nasolaryn-
goscope scope was used with cupped biopsy forceps to uncap 
the cyst which was filled with purulent material. The cyst wall 
was sent for histological analysis.

The histological sections of the biopsy showed squamous 
lined mucosa with underlying dense diffuse small lympho-
cytic infiltration. In places, the squamous epithelium showed 
infiltration by small lymphocytic cells (Figure 2). There 
was also an associated increase in plasma cell infiltrate. 
Immunohistochemistry showed the lymphocytic cells stained 
with CD20, confirming B-cell lineage (Figure 3). CD5, Bcl-2, 
and CD23 (Figure 3) were strongly positive in these cells. Ki-67 
proliferation index was low and cyclin D1 was negative. CD3 
highlighted the reactive T lymphocytes in the background, 
and the number of CD3 positive cells was much less than the 
number of CD5 positive cells. Overall, the morphological and 
immunophenotypic characteristics were those of a low-grade 
mature B cell non-Hodgkin lymphoma, subclassified as SLL. 
There was no evidence of high-grade transformation.

The hematology team was made aware of the presence of 
SLL in the oropharynx. His lymphocyte count had increased 
to 37.2  × 109/L and so his disease was reclassified as CLL. 
The fact that this biopsy shows the disease to be present in 
the neck is thought not to affect his prognosis as his staging 
remains Binet stage B (Rai stage 2) due to lymphadenopathy 

in ≥3 areas with no anemia or thrombocytopenia. His stag-
ing, while his disease was classified as SLL, would also have 
remained Lugano stage 3, evidence of disease above and 
below the diaphragm with no extra lymphatic involvement, as 
the tissue in Waldeyer’s ring is considered to be nodal.8

The staging CT scan performed 3 months prior to his pre-
sentation with the vallecular lesion was reviewed and, in ret-
rospect, a small lesion can be seen in the area corresponding 
to the clinical photograph of the vallecular lesion (Figure 4). 
This type of CT finding is quite common and not convincingly 

Main Points

•	 Globus is a common symptom and, in the absence of other 
red flag symptoms, rarely represents an underlying sinister 
pathology.

•	 Cystic vallecular lesions are most likely to be benign and do 
not cause symptoms if small. They are usually incidental 
findings during flexible nasolaryngoscopy.

•	 Head and neck lymphoma is most commonly encountered in 
cervical lymph nodes, with B-cell lymphoma being the most 
common subtype of non-Hodgkin’s lymphoma (NHL).

•	 Head and neck small lymphocytic lymphoma is a rare type 
of B-cell NHL and has been reported to be found in tonsils 
and the nasopharynx (subsites of Waldeyer’s ring), but this is 
the first case report of vallecular involvement of this disease.

•	 Vallecular lesions can be amenable to biopsy with topical 
local anesthetic and a channeled flexible nasolaryngoscope 
with endoscopic biopsy forceps.

•	 Providing additional tissue biopsy in lymphoma can be help-
ful for treatment planning purposes in cases of disease pro-
gression or transformation.

Figure 1.  Clinical photo taken during flexible nasop​haryn​golar​yngos​
copy showing a left vallecular cystic lesion, an incidental infantile 
epiglottis but an otherwise normal larynx and pharynx.

Figure 2.  Histolopathology slide showing (A) collapsed squamous 
lined cystic structure with the surrounding subepithelial connective 
tissue involved by a dense infiltrate of small mature looking 
lymphocytes and (B) dense lymphoid infiltrate formed of small 
mature-looking lymphocytes. Some of the lymphoid cells infiltrate 
the overlying squamous epithelium.
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representative of disease in the absence of other pathology in 
the neck, but the clinical correlation is always required.

The patient is now 3 months post-biopsy with the resolu-
tion of his globus symptoms and continues to be reviewed 
by the hematology team with a watch-and-wait approach as 
he remains asymptomatic. He has been found to have a TP53 

mutation, and so if treatment is required in the future, the rec-
ommendation would likely be for either a BTK inhibitor such 
as ibrutinib or acalabrutinib or a BCL2 inhibitor in combination 
with a CD20 antibody such as venetoclax and obinutuzumab.10 
The latter may be favored as it is a fixed duration therapy and 
avoids the risks of Bruton tyrosine kinase inhibitors such as 
hypertension, atrial fibrillation, infection, and bleeding.

The patient provided his written consent for his case report to 
be published in the medical literature including clinical photo-
graphs and images.

Discussion

When faced with a benign looking cystic lesion in the vallecula, 
the clinician must decide whether to intervene and inves-
tigate further. In most cases, if the patient is asymptomatic 
and without systemic illness, it would be reasonable to ignore 
this finding as the likely pathology is a benign mucous reten-
tion cyst. In this case, the decision was made to perform the 
biopsy and uncap the swelling both to relieve the patient’s 
symptoms and to investigate the swelling further consider-
ing the patient’s background of SLL. If local anesthetic biopsy 
were not possible, the patient would have required general 
anesthesia. Considering the risks of general anesthesia and his 
background of lung disease, the clinician would have had to 
weigh up the risks and benefits of clinical observation for this 
lesion vs. general anesthetic biopsy. Local anesthetic biopsy, in 
this case, proved to be a simple, effective and safe procedure.

To our knowledge, vallecular involvement of SLL has not been 
previously reported in the medical literature. Previous case 
reports describe SLL encountered in tonsils6,11 and the naso-
pharynx,5 other subsites of Waldeyer’s ring. The cases of ton-
sillar SLL presented with an enlarging neck node, sore throat 
with dysphagia, and tonsillar enlargement, while the nasopha-
ryngeal cases presented with a range of symptoms including 
nasal obstruction, conductive hearing loss, epistaxis, purulent 
rhinorrhea, and neck lump. Waldeyer’s ring is thought to be the 
primary site of NHL in 5%-10% of cases, and a review of 130 of 
these cases demonstrated that 57% were tonsillar, 35% were 
nasopharyngeal, and only 9% had lymphoma affecting the 
tongue base. In most of these cases (84%), the diagnosis was 
diffuse large B‐cell NHL, with only 2% having SLL.12 This would 
suggest that vallecular SLL is an extremely rare phenomenon.

Benign-looking cystic lesions would not usually be subject to 
biopsy in the absence of concerning features or symptoms in 
the history such as progressive dysphagia, odynophagia, referred 
otalgia, voice change, hemoptysis, hematemesis, weight loss, or 
neck lumps.3,13 However, in this case, concern was raised due 
to the diagnosis of SLL around 1 year prior. Although clinical 
management of his SLL was not directly affected, we have 
provided additional tissue found to harbor the TP53 mutation, 
enabling the patient to receive additional targeted therapy in 
case of future disease progression. Advancements in tech-
nology allowed the authors to utilize a safe and less invasive 
method of biopsy in an outpatient clinic.9 This method was of 
particular benefit in this case as the diagnostic workup took 
place during the COVID-19 pandemic with reduced operating 
theatre availability and a drive to reduce hospital staff expo-
sure to the potential aerosol-generating procedures.

Figure 3.  Immunohistochemical analysis showing (A) CD20 
highlighting the B lymphocytic infiltrate in the subepithelial 
connective tissue, (B) CD5 is positively expressed on the B 
lymphocytic infiltrate in the subepithelial connective tissue and on 
the reactive T lymphocytes in the background, (C) CD23 also 
positively expressed on the B lymphocytic infiltrate in the 
subepithelial connective tissue.

Figure 4.  Axial CT image at the level of the epiglottis from the staging 
scan 3 months prior to presentation with the vallecular lesion 
showing a small cystic lesion arising from the left vallecula. 
CT, computed tomography.
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