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CLINICAL CASE

Asymmetric palatine tonsil in a pediatric patient: Is it always a
malignant neoplasm?
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Abstract

Background: A relatively frequent clinical finding in children is an asymmetric tonsil, which can have multiple etiological
possibilities, including a malignant disease. The clinical finding of tonsillar asymmetry is found in approximately 2% of the
pediatric population. The incidence of malignancy in the tonsils is low, estimated as 2.5 cases per 10,000 tonsillectomies.
Due to its low incidence, the diagnostic tonsillectomy is not justified when tonsillar asymmetry is the only clinical finding.
However, it is necessary to identify the critical clinical findings of high suspicion of malignancy that justify the performance
of immediate surgery in the pediatric population. Case report: We present the case of a 10-year-old male patient. Four
months before admission, the patient started with pharyngodynia and dysphagia, treated as recurrent tonsillitis. Due to exa-
cerbation of the symptoms, orthopnea, and B symptoms, the patient came to consultation; tonsillar asymmetry was observed
predominantly on the left side, with exophytic lesions extending to the hypopharynx. We decided to perform an incisional
biopsy and tracheostomy due to compromised airway; histopathological diagnosis came back as B-cell lymphoma.
Conclusions: Given the clinical scenario of recurrent tonsillitis, unresponsive to conventional medical treatment with antibio-
tics, tonsillar asymmetry with suspicious tonsillar appearance accompanied by symptoms such as fever, diaphoresis, cervical
lymphadenopathy, obstructive symptoms in a pediatric patient, it is necessary to refer the patient to the specialist for timely
diagnosis and treatment.
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Asimetria amigdalina en pediatria: ;cuando sospechar malignidad?

Resumen

Introduccion: La asimetria amigdalina es un hallazgo clinico relativamente frecuente en los nifios. Se ha reportado en el
2% de la poblacidn pedidtrica e incluye multiples etiologias, entre ellas enfermedad maligna. La incidencia de malignidad
es baja: se estima en 2.5 casos por cada 10,000 amigdalectomias. Por tal motivo, cuando se observa asimetria amigdalina
como unico hallazgo en la exploracion fisica no se justifica la amigdalectomia con fines diagndsticos. Sin embargo, la incer-
tidumbre de malignidad en el médico y en el paciente obliga a considerar los datos clinicos que permitan sospecharla y
justificar la intervencion quirdrgica. Caso clinico: Se presenta el caso de un paciente de sexo masculino de 10 afios. Inicio
su padecimiento 4 meses previos a su ingreso hospitalario con faringodinia y disfagia, que fueron diagnosticadas y tratadas
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como amigdalitis recurrente. Acudio al hospital por agudizacion de los sintomas, evolucionando con ortopnea y sintomas B.
En la exploracion fisica se aprecid asimetria amigdalina con aumento de volumen en la amigala izquierda extendida hasta
la hipofaringe. Se decidio realizar una biopsia incisional y traqueostomia por compromiso respiratorio. El diagndstico histo-
patoldgico fue linfoma de células B. Conclusiones: Ante un paciente pedidtrico con amigdalitis recurrente, que no cede al
tratamiento médico convencional y presenta asimetria amigdalina con aspecto sospechoso, acompafiada de sintomas como
fiebre, diaforesis, adenopatias cervicales y sintomas obstructivos, se debera referir con el especialista para su diagndstico

y tratamiento oportunos.

Palabras clave: Asimetria amigdalina pediatrica. Linfoma. Tumor amigdalino.

Introduction

In most children, tonsillar asymmetry (TA) is second-
ary to benign hyperplasia or a false appreciation of
increased volume due to a difference in tonsillar fossa
depth. However, other causes have been reported
(Table 1). A low incidence of malignancy is estimated:
2.5 cases per 10,000 tonsillectomies’. However, the
possibility of a malignant tumor should be considered
when evaluating any child with asymmetric tonsils.
Among the malignant pathologies of Waldeyer’s ring,
the most frequent is B-cell non-Hodgkin’s lymphoma
(NHL), which predominates in males (2:1 ratio)"-S.

Despite their rarity, malignant neoplasms of Waldeyer’s
ring are severe diseases in which timely diagnosis and
treatment are essential for the outcome.

TA suggests malignancy when there is rapid, unilat-
eral tonsillar growth associated with changes in the
appearance of the mucosa (altered color, visible lesion),
cervical adenopathy, or hepatosplenomegaly*. TA of
malignant etiology is rarely asymptomatic®. It may be
accompanied by constitutional symptoms, such as
weight loss, fever, and night sweats. It may manifest
with ipsilateral odynophagia or otalgia, dysphagia,
recurrent tonsillitis, snoring, and apnea.

Patients with tonsillar lymphoma have TA in 73% of
cases, cervical lymphadenopathy in 30%, and B symp-
toms in 16%°.

Symptoms may also vary according to age. For exam-
ple, de Carvalho et al.® reported the most common age-re-
lated clinical data in a series of 53 patients with tonsillar
lymphoma. In children < 5 years of age, it was snoring; in
the group of 6-10 years of age, it was lymphadenopathy,
and in adolescents, it was dysphagia. Regardless of age,
the most common histopathologic diagnosis was Burkitt’s
lymphoma, followed by B-cell lymphoma.

An epidemiological study in Turkey showed that 1.7%
of the healthy pediatric population, aged 4 to 17 years,
presented TA’. Considering that lymphoma is the third
most common malignant disease in childhood, and
15% of head and neck lymphomas manifest in the

tonsils, it is estimated that less than 30 of 210,000 chil-
dren with TA per year may have a histopathologic diag-
nosis of lymphoma. With this incidence, it can be
concluded that, although TA is relatively frequent in the
pediatric population, it is unlikely that the enlargement
is caused by lymphoma’-®.

Due to the low incidence of this malignant disease in
pediatric patients with TA, diagnostic tonsillectomy is
not indicated in all patients who present exclusively with
this clinical finding. Therefore, it is essential to identify
clinical data to justify it.

We describe the clinical case of a patient with B-cell
lymphoma affecting the palatine tonsils and highlight the
signs and symptoms of suspected malignancy that will
allow the first contact physician to make an early and
timely referral to a specialist.

Clinical case

We describe the case of a 10-year-and-10-month old
male patient from Oaxaca, Mexico, with no relevant
antecedents. Four months before hospital admission,
odynophagia and pharyngodynia began. A private phy-
sician managed the patient with multiple antibiotic regi-
mens for recurrent pharyngotonsillitis  without
improvement. A month before hospitalization, nocturnal
fever and sweating were reported, and weight loss of
5 kg in a month. Due to exacerbation of symptoms and
the presence of left earache, dysphagia, and orthopnea,
the patient attended the emergency department.

The physical examination showed a conscious, ori-
ented, irritable, pale, dehydrated patient, with dyspha-
gia and hypersalivation, orthopnea, without audible
stridor at a distance. The otorhinolaryngological exam-
ination reported bilateral otoscopy without alterations,
normal anterior rhinoscopy, oral cavity with TA described
as grade 1V, verrucous, pedunculated left palatine ton-
sil, and right intravelic tonsil with normal characteristics
(Figure 1). The neck had no palpable nodes.

Blood count on admission was normal.
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Figure 1. A: left tonsillar asymmetry, pedunculated, irregular borders, normal contralateral tonsil. B: a coronal
tomographic section with contrast shows an isodense volume increase in soft tissues involving the left palatine tonsil
and left peritonsillar space extending to the hypopharynx. C: a substantial decrease of the tumor is observed after the
surgical procedure and one week after intravenous chemotherapy.

Table 1. Malignant and nonmalignant diagnostic
possibilities of tonsillar asymmetry

Nonmalignant causes Malignant causes

Actinomycosis Non-Hodgkin’s lymphoma

Lymphoid hyperplasia Rhabdomyosarcoma

Papillary hyperplasia Squamous cell carcinoma

Recurrent infections
Respiratory allergy
Human papillomavirus infection

Peritonsillar abscess

The simple and contrasted tomography of the head,
neck, and mediastinum showed an increase in the
volume of peritonsillar and left parapharyngeal spaces,
with slight and homogeneous enhancement to the
contrast medium and extension to the hypopharynx
and supraglottis, causing displacement of the airway
to the right; mediastinum apparently without lesions
(Figure 1).

Due to the extension of the tumor into deep spaces
in the neck, an incisional biopsy was performed, resect-
ing a lobulated area of the left tonsil (approximately
1 cm in diameter), without observing profuse bleeding
or other alterations. It was complemented with resec-
tion of the tumor in the hypopharynx and supraglottis
to free the airway (Figure 2). An intraoperative histo-
pathological study was requested, reporting suspicion
of malignancy, possible rhabdomyosarcoma. Due to

the obstruction of the airway caused by the tumor, a
tracheostomy was performed without complications.

The definitive histopathological report was diffuse
large B cell lymphoma (Figure 3), with immunohisto-
chemistry positive for CD20, CD45, CD79, BCL6, and
MUM1 (Figure 4).

The oncology service evaluated the patient and
decided to take bone marrow and cerebrospinal fluid
aspirates with a negative report for neoplastic cells.
Therefore, the patient was classified as stage II.

The oncology treatment began based on the
Lymphoma Malignancy B protocol (LMB-96 group B)
the day after surgery: prephase (COP): vincristine
(1.5 mg/m?/dose), cyclophosphamide (300 mg/m?/day),
prednisone (60 mg/m?/day). Ten days after surgery, the
COPAD M1 protocol was started: vincristine (2 mg/m?/
dose), methotrexate (3 g/m?/dose), cyclophosphamide
(250 mg/m?/dose), doxorubicin (60 mg/m?/dose), pred-
nisone (60 mg/m2/day).

After six complete cycles of chemotherapy, the patient
is currently under surveillance since September 2019.

Discussion

TA is a relatively frequent clinical finding in the pedi-
atric population. It is estimated that 41% of patients
diagnosed with tonsil lymphoma are misdiagnosed and
treated with courses of antibiotics that delay proper
diagnosis and treatment'?.

In the presence of TA, a study protocol should be
initiated, including Doppler ultrasound in search of
lymphadenopathy, trying to differentiate inflammatory
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Figure 2. Photographic sequence of direct laryngoscopy before and after intubation, showing the difficult airway with
loss of laryngeal anatomy and significant displacement of the airway to the right side. The image on the right shows a
supraglottic tumor after incisional biopsy, with greater delineation of the epiglottis and wider glottic space.

Figure 3. A: impression of the tumor, showing round
neoplastic cells of homogeneous size and shape, with scant
eosinophilic cytoplasm, the nucleus with fine chromatin,
and some with an apparent nucleolus (Hematoxylin-eosin
staining, 400x). B: histologic section of the neoplasm with
homogeneous and monotonous cellularity of medium-sized
cells growing below the tonsillar mucosa (arrow), round
cell neoplasm, nuclei with granular and homogeneous
chromatin, moderate mitotic activity (Hematoxylin-eosin
staining, 200x).

reactive lymph nodes from those suspicious for
malignancy.

Most TAs are benign or are falsely perceived due to
increased volume attributable to the difference in the
tonsillar fossa’s depth®'°. Other causes of TA are recur-
rent tonsillitis, chronic infections (tuberculosis, actino-
mycosis), granulomatous diseases (sarcoidosis), and
benign tumors (papillomas)®2.

The relationship of Actinomyces colonization with
chronic tonsillar growth has been described®'?'3. In a
prospective, comparative study (children with obstruc-
tion vs. recurrent infection) that included 90 children
who underwent adenotonsillectomy, Kutluhan A et al.
demonstrated the presence of Actinomyces in greater

Figure 4. A: CD20 cytoplasmic expression pattern in
neoplastic cells below the tonsillar mucosa, 400x. B: BCL6
nuclear expression in the neoplastic cells from the tumor
lymphoid extirpation, 200x. C: CD79c expression in the
cytoplasm of neoplastic cells of lymphoid morphology
of the tumor growing under the tonsillar mucosa, 400x.
D: MUM1 nuclear expression in 85% of the neoplastic
cells of the tonsillar lymphoma, 200x.

quantity in the tonsillar tissue of patients with obstructive
symptoms compared to patients with recurrent tonsillitis
(p < 0.001). Furthermore, the tonsillar volume was more
significant in those with Actinomyces compared to those
non-colonized (p < 0.001). Despite these findings, the
mechanism by which Actinomyces colonization influ-
ences tonsillar volume remains unclear™.

Since human papillomavirus (HPV) has been asso-
ciated with carcinoma of the larynx and oral cavity,
multiple studies have confirmed its role as an etiologic



factor in other tumors of the upper airway and upper
digestive tract. Tonsillar carcinoma has a strong asso-
ciation with HPV. Its primary relationship is with epider-
moid carcinoma of the tonsil. Together with alcoholism
and smoking, they are the main risk factors for its
development. In the United States, squamous cell car-
cinoma represents 15-23% of head and neck tumors
occurring mainly in adults.

Conversely, the information is scarce and controver-
sial in children. Some reports show that HPV is present
in palatine tonsils in 0-21% of children, without currently
demonstrating its association with childhood can-
cer''4, Malignant neoplasms of the palatine tonsil can
manifest clinically by TA, dysphagia, otalgia, and ver-
rucous lesions'.

The differential diagnosis of TA should include peri-
tonsillar abscess, which represents 30-49% of neck
abscesses in children. In these cases, symptoms such
as trismus, tonsillar asymmetry, uvula deviation, dys-
phagia, guttural voice, fever, malaise, among others,
are observed and always occur after poorly treated
pharyngotonsillitis.

TA requires clinical diagnosis and imaging studies
such as neck ultrasound and simple and contrasted
computed tomography®.

Regardless of age, lymphoma is the most common
malignant tonsillar tumor, followed by squamous cell
carcinoma. The palatine tonsils are the most frequent
site of extranodal non-Hodgkin’s lymphoma?®. The most
common subtypes in pediatrics are Burkitt’s lymphoma
and large cell and B-cell lymphoblastic lymphoma, and
their prevalence varies according to geographic region®.

As tonsillar lymphoma proliferates rapidly (an aver-
age period of 6 weeks), tonsillar growth that remains
prolonged is unlikely to correspond to malignant dis-
ease, despite the existence of TA8.

According to Guimaraes et al., 88% of patients with
tonsillar lymphoma present clinical data suggestive of
malignancy, and 73% manifest TAS.

Several studies highlight the possibility of maintaining
expectant management in TA cases and suggest per-
forming tonsillectomy when there is a high possibility of
malignancy®. The most frequent clinical data that sug-
gest malignancy are concomitant lymphadenopathy and
the aspect of the palatine tonsil>°. Although the “suspi-
cious appearance” may be subjective, ulcerations, exo-
phytic projections, friable or verrucous lesions, tissue
necrosis, and involvement of the soft palate or lateral
pharyngeal wall are commonly described?®.

Tonsillectomy is one of the most frequently performed
surgeries in children. Most studies conclude that
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diagnostic tonsillectomy is indicated in children with
significant asymmetric tonsillar hypertrophy when there
is recent or progressive tonsillar enlargement, unusual
appearance (color or lesion), or association with cervi-
cal adenopathy or hepatosplenomegaly with or with no
constitutional symptoms™®. If malignancy is suspected,
tonsillectomy should be performed urgently for histo-
pathological and immunohistochemical evaluation®.

On the contrary, rigorous follow-up for 6 weeks is
suggested in those children with mild, asymptomatic
TA, without other indications for surgery (such as recur-
rent tonsillitis or respiratory obstruction) or associated
risk factors’?,

In the case described here, the presence of asym-
metric tonsillar hypertrophy with the appearance of exo-
phytic projections, fever, nocturnal diaphoresis,
aggravation of dysphagia, and orthopnea were the spe-
cific signs that led to suspect malignant disease. The
definitive diagnosis should be histopathological by
biopsy through tonsillectomy and not by needle punc-
ture-aspiration due to the severe consequences of a
false negative®'.

In general, the biopsy should include the entire tonsil.
However, the surgical planes may be so altered that
complete tonsillectomy is not possible in some patients.
It is crucial to obtain a large specimen in these cases,
as it is sometimes difficult to distinguish between lym-
phoma and another malignant tumor'”.

In our case, the biopsy was incisional due to infiltra-
tion of the parapharyngeal space; the tumor portion in
the hypopharynx and supraglottis was almost com-
pletely removed.

CT scans are important to delimit tumor extension,
and cerebrospinal fluid and bone marrow studies are
essential to determine the patient’s staging. On that
basis, it would be possible to design the treatment and
establish the prognosis®.

Lymphoma is a chemosensitive tumor. Therefore,
treatment is based on combined chemotherapy with
cyclophosphamide, doxorubicin, vincristine, dexameth-
asone, methotrexate, cytarabine, and rituximab, intra-
venous and intrathecal®'®. Prognosis depends on the
extent of the disease, the histologic subtype, and the
initial response to treatment®. Survival is estimated to
be 90% for stage | patients and about 20% for stage
IV patients®®. Fortunately, tonsillar lymphomas tend to
be well localized and, therefore, are associated with
good outcomes''8,

In the presence of TA with a suspicious appearance,
accompanied by fever, diaphoresis, cervical lymphade-
nopathy, and obstructive symptoms, it is essential to
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refer the patient to a specialist to clarify the diagnosis
and provide timely treatment.
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