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			ABSTRACT: Pleomorphic adenoma (PA) is the most common benign salivary gland neoplasm. Its development in ectopic salivary tissue of the lateral neck is exceptionally uncommon, clinically deceptive, and carries a low but documented potential for malignant transformation. Understanding the embryologic basis of cervical salivary heterotopia is essential for accurate diagnosis. A 54-year-old male presented with a painless, slowly enlarging, left lateral cervical mass. Imaging and preoperative fine-needle aspiration cytology suggested a benign salivary-type neoplasm. Complete surgical excision of the mass with an intact capsule was performed. Final histopathology and immunohistochemistry confirmed the diagnosis of pleomorphic adenoma arising in heterotopic salivary tissue, with no continuity to the major salivary glands. No recurrence was detected at 12- month follow-up. Ectopic PA should be considered in the differential diagnosis of left lateral cervical masses. Complete excision and long-term surveillance are recommended because of the risk of late recurrence and malignant transformation. Embryological and molecular insights into its pathogenesis are also provided.

			KEYWORDS: Pleomorphic adenoma; Lateral cervical mass; Head and neck pathology.

			

			RESUMEN:  El adenoma pleomórfico (AP) es la neoplasia benigna de glándulas salivales más común. Su desarrollo en tejido salival ectópico de la región lateral del cuello es excepcionalmente infrecuente, clínicamente engañoso y conlleva un bajo, aunque documentado, potencial de transformación maligna. Comprender la base embriológica de la heterotopia salival cervical es esencial para un diagnóstico preciso. Un hombre de 54 años presentó una masa cervical lateral izquierda indolora y de lento crecimiento. Las imágenes y la citología por aspiración con aguja fina preoperatoria sugirieron una neoplasia benigna de tipo salival. Se realizó una escisión quirúrgica completa de la masa con la cápsula intacta. La histopatología final y la inmunohistoquímica confirmaron el diagnóstico de adenoma pleomórfico que surge en tejido salival heterotópico, sin continuidad con las glándulas salivales mayores. No se detectó recurrencia a los 12 meses de seguimiento. El AP ectópico debe considerarse en el diagnóstico diferencial de las masas cervicales laterales izquierdas. Se recomienda la escisión completa y la vigilancia a largo plazo debido al riesgo de recurrencia tardía y transformación maligna. También se proporcionan conocimientos embriológicos y moleculares sobre su patogénesis.

			PALABRAS CLAVE: Adenoma pleomórfico; Masa cervical lateral; Patología de cabeza y cuello.

			Introduction

			Pleomorphic adenoma (PA) accounts for 60-70% of all salivary gland tumors and most frequently arises in the parotid gland (1-3). Outside conventional locations, PA may exceptionally develop in ectopic or heterotopic salivary gland tissue, where its occurrence is often unsuspected and may lead to diagnostic delay (4,5). Heterotopic salivary tissue has been documented at multiple head and neck sites, including the upper aerodigestive tract, cervical lymph nodes, and soft tissues of the neck. In a landmark review of 111 ectopic salivary gland neoplasms of the head and neck, Ferlito et al. reported that approximately 80% were benign, with Warthin tumor representing the most frequent histotype (5). The left lateral cervical region represents one of the rarest sites for PA. Since the first description by Pesavento and Ferlito in 1976 (4), only a limited number of cervical ectopic PAs have been reported, and malignant transformation to carcinoma ex pleomorphic adenoma (CEPA), although exceptional, is well documented (6,7). In clinical practice, a solitary left lateral neck mass is far more likely to be approached as lymphadenopathy, a branchial cleft anomaly, a neurogenic tumor, or metastatic disease (8-10). Lack of awareness of this entity may result in diagnostic delay or underestimation of its malignant potential. We describe a rare case of PA arising from ectopic salivary tissue in the left lateral neck, treated with complete surgical excision and monitored for 12 months without evidence of recurrence, with particular emphasis on the embryological background and the implications for diagnosis, treatment, malignant potential.

			Case report

			Written informed consent was obtained from the patient for the publication of this case report and accompanying images. A 54-year-old male presented with a slowly progressive, painless mass in the left lateral cervical region. The swelling had been noticed approximately 8 months prior to consultation, with gradual increase in size but no associated discomfort, dysphagia, dysphonia, or systemic symptoms. Past medical history was unremarkable. On physical examination, a solitary, well-circumscribed, mobile, non-tender mass was palpated at cervical level, measuring approximately 4-5 cm in greatest diameter (Figure 1.A). The overlying skin appeared normal, with no fixation to surrounding tissues. No cervical lymphadenopathy was noted, and cranial nerve examination was unremarkable. Ultrasound imaging demonstrated a well-defined, hypoechoic nodular lesion with smooth margins. Neck MRI revealed a well-circumscribed, ovoid mass in the left lateral neck, superficial to the deep cervical fascia and clearly separated from both the parotid and submandibular glands. The lesion appeared markedly hyperintense on T2-weighted images (Figure 2.A), and isointense on T1-weighted sequences. Following gadolinium administration, the mass showed intense, homogeneous enhancement without septations or necrotic areas (Figure 2.B-D). No invasion of adjacent structures or enlarged lymph nodes were identified. A coronal STIR sequence confirmed a hyperintense, well defined lesion without surrounding edema or pathological lymphadenopathy (Figure 2.E). Ultrasound-guided fine-needle aspiration cytology (FNAC) was performed and revealed cytomorphologic features consistent with a benign salivary-type neoplasm, favouring pleomorphic adenoma. Based on clinical, radiologic, and cytologic findings, surgical excision was planned. Complete excision was performed under general anesthesia. A lateral cervical incision was made, followed by subplatysmal flap elevation (Figure 1.B). 

			The strap muscles were gently retracted anteriorly. Submuscular dissection exposed a well-circumscribed, encapsulated mass with preserved cleavage planes, not adherent to adjacent structures. The lesion was completely excised with preservation of capsular integrity, and the tumor bed appeared free of residual tissue (Figure 1.C). The gross specimen consisted of an oval, well-encapsulated, tan-reddish mass measuring 5 x 5 x 4 cm (Figure 1.D). The postoperative course was uneventful, and the patient was discharged two days after surgery. Hematoxylin and eosin staining showed a well-circumscribed epithelial neoplasm composed of tubulo-acinar and trabecular structures lined by cuboidal to columnar cells with eosinophilic cytoplasm, set in a myxoid to focally hyalinized stroma (Figure 3.A-C). The lesion was surrounded by a fibrous capsule. No significant cytologic atypia, necrosis, or increased mitotic activity was observed, and all surgical margins were free of tumor. No orthotopic salivary gland tissue was identified in the specimen, supporting origin from heterotopic salivary tissue. Immunohistochemistry showed strong CK7 positivity in luminal epithelial cells and a low Ki 67 labelling index, supporting the diagnosis of pleomorphic adenoma (Figure 4.A-C). The combined morphologic and immunohistochemical findings were diagnostic of pleomorphic adenoma arising from ectopic salivary tissue. At 12-month follow-up, the patient remained asymptomatic with no clinical or radiological evidence of recurrence. 
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			Figure 1. A. Preoperative photograph showing. B. Early intraoperative view of subplatysmal dissection in the left lateral neck. C. Intraoperative view of the well encapsulated ovoid mass completely exposed and dissected free from surrounding soft tissues. D. Gross specimen: oval, well encapsulated mass.
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			Figure 2. A. Axial T2 weighted image showing a well circumscribed, markedly hyperintense ovoid mass in the left side of the neck. B. Axial post contrast T1 weighted image demonstrating intense, homogeneous enhancement of the lesion. C. Sagittal T2 weighted image. D. Sagittal post contrast T1 weighted image. E. Coronal STIR image.
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			Figure 3. A. Low power H&E view showing a well circumscribed epithelial neoplasm (4×). B. Intermediate power H&E view highlighting cuboidal to columnar epithelial cells with eosinophilic cytoplasm and bland nuclei (10-20×). C. High power H&E image detailing the epithelial component arranged in tubulo acinar and trabecular structures (20×).
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			Figure 4. A. CK7 immunostaining showing strong. B. Ki 67 immunostaining at low power magnification showing. C. Ki 67 immunostaining at higher power magnification.

			Discussion

			Cervical ectopic pleomorphic adenoma is an exceptionally uncommon entity, with only a limited number of cases documented over the past five decades. Most reported lesions present as a slowly enlarging, painless lateral neck mass and are treated by surgical excision, with no recurrences documented among benign tumors with adequate follow up. Nevertheless, isolated cases of carcinoma ex pleomorphic adenoma (CEPA) arising in heterotopic cervical salivary tissue confirm that this location shares the malignant potential of orthotopic PA (11-15). The absence of orthotopic salivary tissue in the present specimen supports origin from heterotopic salivary rests. Building on Willis’s classic concepts, Ferlito and colleagues outlined several mechanisms for salivary ectopia, including persistence of embryonic salivary structures, displacement of salivary primordia during development, and aberrant differentiation of local tissues (5). The most widely accepted hypothesis implicates epithelial remnants from the branchial apparatus and the precervical sinus of His, which may become sequestered along cervical lymphatic pathways during early gestation (16, 17). This explains how a salivary-type tumor can arise in the lateral neck without anatomical continuity with the major salivary glands. Ectopic PA closely mimics more common causes of lateral cervical swelling such as reactive or metastatic lymphadenopathy, branchial cleft anomalies, nerve sheath tumors, and other primary neck neoplasms, and is therefore rarely included in the initial differential diagnosis (8, 9). Misclassification as metastatic disease has been reported, for example in a supraclavicular lesion initially interpreted as melanoma metastasis on clinical grounds and PET CT uptake (18). Ultrasound represents a useful first line modality but lacks specificity, whereas MRI offers superior soft tissue contrast and, as in the present case, can clearly demonstrate separation from the parotid and submandibular glands (19, 20). Fine needle aspiration cytology shows variable sensitivity in salivary gland tumors yet, when indicative of a benign salivary type neoplasm in an apparently extra glandular neck mass, should raise suspicion for heterotopic salivary tissue and inform surgical planning (21, 22). The two reported CEPA cases arising in long standing ectopic cervical lesions highlight that prolonged tumour duration may predispose to malignant transformation and underscore the need for systematic histological assessment of all excised neck masses (7, 23). The two reported CEPA cases arising in long standing ectopic cervical lesions highlight that prolonged tumour duration may predispose to malignant transformation and underscore the need for systematic histological assessment of all excised neck masses (24). PLAG1 immunohistochemistry has emerged as a highly sensitive diagnostic marker and may be particularly valuable in small biopsies or ectopic lesions in which the classic biphasic architecture is not fully represented (25). Transition to CEPA has been associated with acquisition of additional genetic alterations, including TP53 mutations and activation of PI3K signalling pathways, supporting a stepwise model of malignant progression (26). Although molecular testing was not undertaken in the present case, PLAG1 based assays (IHC or FISH) could be considered in future ectopic lesions with limited tissue, overlapping morphology, or an unusual clinical course (15, 27). Complete excision with an intact capsule remains the standard of care for PA, irrespective of site (1, 28). Capsule violation, satellite nodules, and pseudopodial extensions are established risk factors for recurrence in parotid PA, (10, 28) and have prompted a shift from simple enucleation to more anatomical, yet function preserving, parotidectomy techniques.  It is reasonable to extrapolate these principles to ectopic PA of the neck. In the present patient, the lesion was completely excised with preservation of capsular integrity and a well defined cleavage plane, conditions expected to minimize the risk of local recurrence.  Although long term outcome data specific to cervical ectopic PA are scarce, large parotid series demonstrate that recurrences may arise many years after primary surgery, with mean intervals of approximately 10-12 years and late recurrences reported beyond two decades (13). Contemporary population based studies estimate the risk of malignant transformation to CEPA at roughly 1-3% among long standing or untreated PAs, with higher rates in recurrent disease, and at least two CEPA cases have been documented in heterotopic cervical tissue (7). Our patient remains disease free at 12 month follow up, and the lack of cytologic atypia or necrosis together with a low Ki 67 index are reassuring histopathological features. Nonetheless, in view of the protracted natural history of PA and the documented potential for malignant transformation in ectopic cervical sites, long term clinical surveillance is warranted (7, 23). This report provides comprehensive multimodal documentation—clinical, radiologic, cytologic, surgical, histopathologic, and immunohistochemical—of a rare cervical ectopic pleomorphic adenoma. The detailed MRI characterization and immunohistochemical profile add incremental value compared with earlier case reports, in which imaging and ancillary studies were often limited (4, 8). Limitations include the relatively short follow up period (12 months) and the absence of molecular testing, which precludes correlation between genetic alterations and clinical behaviour. As for all rare entities described almost exclusively in isolated case reports or small series, the available evidence does not allow firm recommendations regarding optimal follow up intervals. We think that the increase of the average life and heterogeneity of population, owing to the emigration, will cause rare diseases increase in the future (29).

			

			Conclusions

			Ectopic pleomorphic adenoma, although rare, should be considered in the differential diagnosis of a solitary lateral cervical mass, especially when imaging demonstrates a well circumscribed lesion clearly separated from the major salivary glands. Complete excision with an intact capsule and along a clear cleavage plane is the recommended treatment and ought to follow the same oncologic principles applied to pleomorphic adenoma of the parotid gland, in order to minimise the risk of local recurrence. 

			In view of the prolonged natural history of pleomorphic adenoma and documented cases of carcinoma ex pleomorphic adenoma arising in heterotopic cervical salivary tissue, structured long term clinical follow up is advisable even after apparently curative surgery.
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ABSTRACT: Pleomorphic adenoma (PA) is the most common benign salivary gland neoplasm. Its
development in ectopic salivary tissue of the lateral neck is exceptionally uncommon, clinically deceptive,
and carries a low but documented potential for malignant transformation. Understanding the embryologic
basis of cervical salivary heterotopia is essential for accurate diagnosis. A 54-year-old male presented
with a painless, slowly enlarging, left lateral cervical mass. Imaging and preoperative fine-needle
aspiration cytology suggested a benign salivary-type neoplasm. Complete surgical excision of the mass
with an intact capsule was performed. Final histopathology and immunohistochemistry confirmed the
diagnosis of pleomorphic adenoma arising in heterotopic salivary tissue, with no continuity to the major
salivary glands. No recurrence was detected at 12- month follow-up. Ectopic PA should be considered
in the differential diagnosis of left lateral cervical masses. Complete excision and long-term surveillance
are recommended because of the risk of late recurrence and malignant transformation. Embryological
and molecular insights into its pathogenesis are also provided.
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