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Background: Multiple malignancies in the same patient account for 2% to 17% of 

all cancers. However, multiple synchronous primary tumours in the same patient 

are extremely rare. The term synchronous is used in oncology to refer to two (or 

more) independent primary malignancies, when the second malignancy arose 

within six months of the diagnosis of the first malignancy. Comparatively very less 

information is available on synchronous presentation of dual malignancies in the 

literature than individual tumours as such.  

About the case: A 58-year-old woman was clinically suspected as breast 

carcinoma and Squamous cell carcinoma of buccal mucosa in under two months, 

underwent modified radical mastectomy and mandibulectomy. Histopathology 

reports suggested Secretory variant of Breast Carcinoma and Squamous cell 

Carcinoma of Buccal mucosa.  

Conclusion: Here we present an unusual combination of Secretory variant of 

Breast Carcinoma and Squamous cell Carcinoma of Buccal mucosa in synchronous 

presentation. To the best of our knowledge and based on the currently available 

literature, this combination has not been previously reported. 
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INTRODUCTION 

As per the reports of the International Agency For Research On Cancer (IARC) 2026, globally one in five people develops 

cancer in their lifetime. In 2025, there were approximately 20 million new cancer cases with over 10 million deaths world-

wide.(1) Multiple primary malignancies are becoming common in cancer patients, with risk factors such as genetics, viral 

infection, smoking, betel nut chewing, and environmental or treatment-related factors. These multiple malignancies may 

be synchronous if they get detected within 6 months duration of the first primary tumour. The frequency of multiple primary 

tumours as synchronous tumours is rare though metachronous tumours appear to be common these days. The exact 

statistical data on the prevalence of synchronous tumours is not available and the existing data in publications worldwide 

is based on a study in 2010 by A. Irimie, etal.(2) But a study from AIIMS Jodhpur by Nishtha Choudhary etal in 2025 on 

51 cases of dual primary cancers showed that 12 of them were synchronous tumours amounting to 23.53% of dual tumour 

population in individuals.(3) With the availability of high-end technologically sophisticated diagnostic and imaging 

facilities, the rate of detection of multiple primary cancers is also increasing. We are reporting an extremely rare set of 

synchronous tumours, a Secretory type of Breast carcinoma which in itself is a very rare variant (0.15%) among all breast 

cancers existing with a Squamous Cell Carcinoma of the buccal mucosa. With the available literature, there is no evidence 

of coexistence of both these tumours in a single patient till date. 

 

https://ijmpr.in/
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ABOUT THE CASE  

A 58 years old female presented in the month of December 2025 to the surgery OP of SVRRGGH Tirupathi with a painless 

lump in the right breast. Core biopsy was reported on 8th Dec 2025 as Duct cell Carcinoma Breast.  

 

 
Figure 1.  Clinical picture of the Right breast mass 

 

 
Figure 2 Clinical picture of the Nonhealing ulcer in buccal mucosa 

 

She has a history of betel nut chewing and history of injury to buccal mucosa on the left side due to sharp teeth and she 

developed an ulcer on her left buccal mucosa which was not responding to symptomatic treatments and punch biopsy was 

conducted and reported on 27th Dec 2025 as Moderately differentiated Squamous cell carcinoma.  

 

Later she was registered as an inpatient and investigated as per the standard operating procedures and surgery was done for 

both the lesions on 20th January 2026 as per her convenience. Modified Radical Mastectomy was done for the right breast 

and Left Mandibulectomy was conducted simultaneously in one sitting. Both the specimens were sent to the Department 

of Pathology, S.V. Medical College, Tirupathi, for Histopathological evaluation.  
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                           Figure 3. Gross specimen of breast                Figure 4. Cross section of breast specimen showing mucin 

 

Grossly breast lesion was measuring 9.5 x 7 x 4cms. Cut surface showed massive areas of mucin. After due processing it 

was reported as Secretory carcinoma (Grade 2 CAP PROTOCOL) by Histopathology examination which is a very rare 

entity under breast cancers. 

 

 
Figure 5. Low power 10x 

 

 
Figure 6. Low power 10x 

 

Figure 5 & 6 Atypical ductal epithelial cells arranged as follicles with secretions mimicking thyroid tissue 
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Figure 7 High power 40x 

 

 
Figure 8 High power 40x 

Figure 7 & 8 Tumour cells are round to oval with mild pleomorphism and vesicular nuclei and eosinophilic cytoplasm 

 

On Immunohistochemical Examination, ER positivity was seen in 10% of tumour cells while PR and HER2 were 

negative.15% of Tumour cells showed positivity for KI67. 

 

 
Figure 9 10% of Tumour cells showing positivity for ER indicating moderate positivity 
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Figure 10 Tumour cells negative for PR 

 

 
Figure 11 Tumour cells negative for HER2 
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Figure 12. 15% of Tumour cells positive for KI67 

 

Grossly buccal mucosa lesion/left mandibulectomy specimen was measuring 3 x 2 x 1cms. It was reported as Well 

Differentiated Squamous cell carcinoma (Grade 1 CAP PROTOCOL) on histopathology. 

 

 
                        Figure 13. Gross Specimen of Mandibulectomy      Figure 14. Cross section of Mandibulectomy specimen 

 

 

 
Figure 15 Scanner view 4x 
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Figure 16 Low Power 10x 

 

 
Figure 17 Low power 10x 

 

Figures 15,16 & 17 Keratinising stratified squamous epithelium with dysplastic changes transcending into the stroma, 

arranged as sheets nests and clusters with intercellular bridging with focal keratin pearl formation. 

 

 
Figure18 High Power 40x 

Figure 18 Tumour cells are large round to polygonal with increased N:C ratio, prominent nucleoli and scant eosinophilic 

cytoplasm 
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Further molecular evaluation using next-generation sequencing, performed at Onquest Laboratories, New Delhi, identified 

the presence of an ETV6–NTRK3 fusion gene, specifically involving exon 5 of ETV6 and exon 15 of NTRK3. This gain-

of-function fusion protein is characteristic of secretory breast carcinoma and supports the histopathological diagnosis. 
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DISCUSSION: 

By definition synchronous tumours are those tumours occurring simultaneously or within 6 months of the diagnosis of the 

first primary tumour (4). Billroth was the first person to introduce Multiple Primary Malignant Tumours (MPMTs) into the 

literature. (5) 

 

Subsequently, Warren and Gates in their research in 1932 set-up certain criteria (6) which should be fulfilled before stating 

that multiple co-occurring neoplasia are MPMTs.  

1. Both tumours should be histopathologically dissimilar. 

2. The possibility of co-occurrence is due to metastases should be excluded.  
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3. Vivid characteristics of malignant transformation should be present.  

 

Our case fully satisfies these criteria.  

Later Gluckman defined “Synchronous malignancy” as any malignant tumours either presenting simultaneously or within 

the first 6 months of the time of diagnosis of the first primary malignancy. Any time beyond those 6 months milestone, 

those tumours would be considered “Metachronous malignancy” (7).  

 

In our case both the tumours were diagnosed incidentally at the same time upon our patient's clinical presentation.  

 

Based on the sites of occurrences, tumours can be categorized into four different types (8).  

1. The multicentric type, if two histopathological different malignancies originate from the same organ.  

2. The systemic type if both the malignancies originate from functionally or anatomically related organ tissues of the 

same organ system (i.e., rectal and colon neoplasia).  

3. The paired organ neoplasia, as in the bilateral breast tissues.  

4. The random type if the distinct malignancies are found incidentally in functionally and anatomically unrelated 

organs.  

 

Our case is of the random type (4th type) because the Secretary carcinoma is in breast while the Squamous cell carcinoma 

originated in the buccal mucosa, two unrelated organ sites and histopathologically entirely indistinct from one another but 

arising almost in the same period of time.  

 

The right breast showed Secretary Carcinoma which is a very rare variant whose incidence is less than 0.15% of all breast 

cancers (9) and the buccal mucosa showed Well differentiated squamous cell carcinoma whose incidence is 31.7% in all the 

oral cancers. (10)  

 

Secretory Breast Carcinoma is usually negative for estrogen and progesterone receptor and negative HER-2 (triple-negative 

breast cancer). Yet it has a good prognosis.(11) Lijaun Li et al reported 21 ER-positive cases out of 44 total cases of SBC.12 

Our case is also of intermediate ER positivity with 10% of cells with nuclear positivity and 15% of cells positive for KI67. 

On the other hand the squamous cell carcinoma of the buccal mucosa has a poor prognosis (13). 

 

On Histopathology, Secretory carcinoma of breast is a circumscribed lesion with pushing borders but may be infiltrative at 

periphery with microcystic, solid or tubular or admixture of all 3 patterns or sometimes can display peripheral papillary 

architecture with a Low grade cytologic atypia, bland uniform nuclei, low mitotic rate with vacuolated, foamy cytoplasm 

and abundant intracellular and extracellular pale blue to dense pink secretions, which are periodic acid Schiff (PAS) positive 

and diastase resistant.  

 

On the other hand, Well differentiated squamous cell carcinoma has an entirely different histopathological picture. It 

appears as dysplastic stratified squamous epithelium extending through the basement membrane into the underlying fibrous 

connective tissue and is arranged as islands, nests, cords or dispersed individual cells without attachment to the surface. 

The malignant epithelial cells show hyperchromatic nuclei, pleomorphism, mitotic activity, individual cell keratinization, 

intercellular bridging and eosinophilic cytoplasm. Round, eosinophilic, concentric layers of keratin fancily called Keratin 

pearls are a feature of well differentiated squamous cell carcinoma. 

 

Genetics: Apart from the regular etiological risk factors for all cancers, the pathogenesis of Secretory carcinoma breast is 

attributed to a specific genetic alteration, a t(12;15)(p13;q25) translocation resulting in an ETV6-NTRK3 fusion gene in 

both the in situ and invasive components (14,15,16). By RNA analysis, the most frequent fusion breakpoints are between exon 

5 of ETV6 and exon 15 of NTRK3(17). The pathogenesis of squamous cell carcinoma of buccal mucosa is multifactorial 

with accumulation of genetic alterations such as Loss of function of TP53 mutations and CDKN2A inactivation.(18) 

 

While breast cancer as primary tumour is the most common source of metastasis to the oral cavity in women, metastasis to 

the buccal mucosa is uncommon.(19) This present case of Buccal mucosal Squamous cell Carcinoma cannot be considered 

at any stage as a metastasis from the secretory breast carcinoma as both are morphologically different variants. With the 

available literature, there is no evidence of coexistence of both these tumours in a single patient. 

 

Treatment: The increased incidence of multiple malignant tumours is a real challenge to the clinician and clinical attention 

should be made to avoid a misdiagnosis. Synchronous cancers that required no modification of the treatment, the prognosis 

was better and the survival rate was 28%(20).  Treatment modality should be carefully made and tailored on the individual 

patient suffering from this disease(21). Despite favourable Disease Specific Survival outcomes in early-stage oropharyngeal 

and hypopharyngeal cancers, Overall Survival remains compromised due to secondary malignancies(22).  

 

https://www.sciencedirect.com/topics/medicine-and-dentistry/gene-mutation
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Secretory Ca of Breast being a very rare tumour in spite of being Triple negative phenotype yet carries good prognosis(23). 

It is a relatively indolent tumour with an excellent overall prognosis. Despite a 30% incidence of axillary lymph node 

metastases, the 5-year survival rate is almost 100%. Surgery, whether conservative or radical, is the preferred treatment. 

The prognosis remains good. Simple mastectomy cures in most cases and axillary dissection to be done in LN+ on imaging 

or clinical positive nodes. The benefits of chemotherapy and radiotherapy remain debatable. Management is not codified, 

given the rarity of this subtype, so further studies are needed in order to establish appropriate management (22). 

 

As our case has synchronous Squamous cell Carcinoma of oral cavity, this poses a complex scenario to navigate. Firstly, 

MRM breast surgery followed by Mandibulectomy was done. Neoadjuvant chemo with 6 cycles of Pacli Carbo was 

suggested for both breast and oral cavity lesions. Opinion for Radiation is required for both the tumours.  

 

CONCLUSION: 

The occurrences of synchronous tumours is an alarming situation to the patients and their attendants and must drive the 

medical fraternity into finding new regimens and methods in treating these cases without any significant side effects or 

toxicity to the patients while treating both the tumours simultaneously. To the best of our knowledge and based on the 

currently available literature, this combination has not been previously reported. This rarity emphasizes the importance of 

thorough clinical evaluation and a high index of suspicion for additional primary malignancies. 

 

The motive behind presenting this case report is only to bring to light that a very rare tumour secretory carcinoma of breast 

is coexisting with squamous cell carcinoma of the buccal mucosa. With the available literature, there is no evidence of 

these two tumours coexisting in a single patient and probably we are the first to report this combination.  This poses a 

challenge for the treating clinician in planning the best treatment. Hence, more case studies must be reported in the future 

to evaluate the association between secretory carcinoma of breast and squamous cell carcinoma of the buccal mucosa to 

develop proper treatment protocols.  
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