Case Report

Contralateral lymph node metastasis: A rare skip pattern
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ABSTRACT

Neck lymph node metastasis is the most critical factor influencing the survival and prognosis of oral squamous cell carcinoma. The
outcome of patients with lymph node metastases occurring after excision or radiotherapy of the primary tumor is poor. In the absence
of ipsilateral nodal metastases, contralateral lymph neck metastasis is extremely rare. Reports of skip metastases have been recorded for
lesions of the tongue and floor of the mouth as there is free communication between the two sides of the tongue. Intraoperative frozen
sections of neck nodes have been used as a modality for the detection of occult metastases and to guide the extent of neck dissection
but have not provided satisfactory results. The case described in this report is a rare phenomenon that demonstrates a well-lateralized
clinically advanced buccal mucosa carcinoma with histologically proven node-negative neck but exhibited contralateral positive neck

after a span of 1 month.
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n uncontrolled growth of cells that invade and cause

adjacent tissue impairment is known as cancer. Oral

cancer is of significant public health importance to India
as it ranks among the top three cancers in the country [1]. Oral
cancer poses a serious health challenge to nations undergoing
economic transition [2]. The major cause of this global health
issue is the rising number of tobacco and alcohol users in children
and youth [3]. The continual use of tobacco in various forms such
as gutka, zarda, mawa, kharra, khaini, cigarettes, bidi, and hookah
is a major cause of tumor development in the oral cavity in both
young and adult Indian populations [4]. Staging during diagnosis
is the most important prognostic predictor of oral squamous cell
carcinoma (OSCC). Despite the factthatthe oral cavity is accessible
for visual examination, oral cancers are typically detected in their
advanced stages. In India, around 77000 new cases and 52000
deaths are reported annually, which is approximately one-fourth
of the global incidences [5]. The presence of neck metastasis is
the most significant prognostic and survival factor in this disease.
The SCC of the oral cavity presents a variable frequency of
contralateral lymph neck metastases (CLNMs) between 0.9% and
36%, as reported in the literature [6]. Although elective treatment
of the contralateral neck is accepted for OSCC approaching or
crossing the midline, this is not routinely performed in lateralized
cases.
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Here, we present a case report of a patient who initially
demonstrated negative nodes on his ipsilateral neck post surgery
is provided. However, after one month, he showed contralateral
positive neck nodes.

CASE REPORT

A 56-year-old male patient with a 20-year history of gutka chewing
and 10 pack-years of smoking presented to our Department of
Head and Neck Surgical Oncology in the month of October 2022
with a chief complaint of an ulcer in his left buccal mucosa for
1 month and weight loss of 15 kg for 2 months. Biopsy done
outside was suggestive of well-differentiated OSCC.

On intraoral examination, an ulceroproliferative growth over
the left buccal mucosa of approximately 5 x 4 cm extending
anteriorly 1 cm away from the lip commissure till the second
molar region posteriorly and superior-inferiorly from the upper
gingivobuccal sulcus (GBS) till the lower GBS was evident
(Fig. la). Extraorally, the overlying skin involvement was also
evident (Fig. 1b). No clinically positive neck nodes were evident.

Whole-body positron emission tomography scan was also
suggestive of a fluorodeoxyglucose-avid lesion over the left
buccal mucosa eroding the cortical upper alveolus and lower
alveolus (Fig. 1c).

The patient underwent a left composite resection, i.e.,
wide local excision of the buccal mucosa with the overlying
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Figure 1: (a) Intraoral picture of the lesion; (b) clinical
extraoral photograph of the patient demonstrating the primary
tumor; (c¢) positron emission tomography scan suggestive of a
fluorodeoxyglucose-avid lesion over the left buccal mucosa eroding
the cortical upper alveolus and lower alveolus; (d) post-operative
specimen picture of the composite resection with the neck nodes

skin, segmental mandibulectomy, upper alveolectomy with
modified radical neck dissection (type Il - preserving spinal
accessory nerve, internal jugular vein) with bipaddled pectoralis
major myocutaneous flap reconstruction (Fig. 1d). Frozen
sections of the primary tumor were taken for the assessment of
margins. The margins were clear of the tumor, with the shortest
distance being 1.3 cm and the longest being 2.2 cm. The final
histopathology report (HPR) stated the disease as pT4aNO
(according to the American Joint Committee on Cancer [AJCC]
8" ed.) [7] (Fig. 2a). There was no evidence of perineural or
lymphovascular invasion. The depth of invasion for the tumor
was >20 mm.

The patient was planned for adjuvant radiotherapy of 60 Gy/30
fractions/6 weeks [8]. After three fractions of radiotherapy on the
39 post-operative day, he demonstrated a positive node on the
contralateral side of the neck with no evidence of a second primary
lesion. Fine-needle aspiration cytology was performed and the
report was positive for metastatic squamous cell carcinoma. He
was reoperated with a right modified radical neck dissection
(type III) on the 47" post-operative day.

On histopathological examination, the tumor was evident
in the regional lymph nodes, and the largest lymph node
discovered was 2.3 cm in size (Fig. 2b). The macroscopic
extranodal extension (ENE) was present at the right level 1b
lymph node, thus making the N stage as pN3b (Fig. 2¢). The
patient was advised to continue radiotherapy as the disease was
staged advanced in the previous surgery. He was also advised for
concurrent chemotherapy due to positive ENE in his final HPR.
The patient is at present on follow-up every 2 months after his
adjuvant therapy for 1 year.

Figure 2: Hematoxylin- and eosin-stained slide showing (a) primary
tumor showing tumor islands and keratin pearls in connective tissue
stroma at x10; (b) metastatic lymph node invaded by neoplastic
cells at x40; (c) extranodal extension, where neoplastic cells are
infiltrating between muscle fibers outside the tumor capsule at x10
(shown in black arrow)

DISCUSSION

The contralateral metastasis propagation can occur in head-and-
neck carcinoma in different ways: first, by crossing afferent
lymphatic vessels, by tumor spread along the midline, when
ipsilateral lymph nodes are widely involved, and second, in
certain anatomical areas where there is no real barrier in the
midline [9]. The majority of studies found that the patients with
a high incidence of CLNM are those where the tumors have
extended beyond midline or present with tongue and floor of the
mouth cancers. Kurita ef al. [6] observed an incidence of CLNM
in early oral tongue SCC of 12.2%. In the paper reported by Koo
et al., [10] the overall rate of occult contralateral metastasis in
OSCC was 11%, and the rate was 21% in cases of ipsilateral
pathologic metastasis.

The factors that determined CLNM were demonstrated to
be skin involvement and ipsilateral neck node metastases in a
study by Mair et al. [11]. In the absence of ipsilateral nodal
metastasis, contralateral nodal metastasis is extremely rare.
Mair et al. [11] also found only two patients with isolated
contralateral nodal metastases in their study. Along with the
above factors, perineural, lymphovascular invasion, grade of
differentiation, tumor location, and advanced stage also affect
the CLNM [6].

Our case only demonstrated a well-lateralized buccal mucosa
lesion with skin involvement, but no clinically or pathologically
positive ipsilateral nodes or a positive perineural invasion/
lymphovascular invasion was found. Involvement of skin is a
poor prognostic sign and will upstage the disease to T4 as per the
AJCC staging system. Whether contralateral neck dissection is
required for such lateralized buccal mucosa cases with overlying
skin involvement not crossing the midline or having no nodal
metastases is highly questionable and needs further research.
The OSCC has a high incidence of micrometastases and often

Vol 9 | Issue 5 | May 2023

Indian J Case Reports 132



Kumar et al.

Skip metastases to contralateral lymph nodes

bilaterally metastases due to the rich submucosal lymphatic
plexus that communicates freely crossing the middle line [9].
The depth of invasion (DOI) for the primary tumor also plays a
significant role in causing contralateral metastases. According to
a study by Florke ez al. [12], a mean value of 10.9 mm as DOI was
reported to cause CLNM, and in our case, it was >20 mm, hence
indicating a clear role in the disease process. Oral cancer patients
often have pre-existing oral submucous fibrosis, which causes
juxta-epithelial inflammation and fibrosis of submucosal tissues.
This condition constricts the blood vessels of the underlying
mucosa, which can potentially contribute to tumor spread to the
contralateral neck.

Contralateral nodal metastasis in the absence of ipsilateral
nodal metastasis is very rare, and a frozen section of ipsilateral
neck dissection specimen has been used as a modality for the
detection of occult metastases and to guide the extent of neck
dissection [13]. Unfortunately, in view of high false-negative
rates and poor sensitivity, a frozen section of neck nodes does
not stand out to be a good diagnostic tool for the detection
of occult cervical nodal metastases [14]. The cost, time, and
expertise required for such frozen sections do not provide
a meaningful clinical benefit in terms of regional failure
and overall survival for clinically node-negative patients in
OSCC. No challenges were experienced during the second
surgery of the contralateral neck. However, as our patient
presented with a positive contralateral lymph node at a later
stage and had to be reoperated, the administration of adjuvant
radiotherapy got delayed which might affect the prognosis
and increase the risk for recurrence in the future. Since
lateralized buccal mucosa carcinoma cases do not present with
contralateral lymph node metastases, diagnosing such cases
in the pre-operative phase is challenging. Alternatively, this
patient could have been directed toward radiation for treating
the neck node, but the patient was deemed fit for a second
surgery and the clinical features of the node metastases were
not problematic [15].

CONCLUSION

It has been widely accepted that CLNM dramatically reduces
long-term survival and prognosis. Several predictive factors
have been proposed to be correlated to CLNM. The percentage
of patients presenting with such type of metastasis for well-
lateralized oral cancer cases is very low but affects their outcome.
This presents a dilemma for the operating surgeons on whether to

approach the contralateral neck during the first surgery and hence
needs further research.
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