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Introduction:-

Synchronous cancers are defined as two or more primary neoplasms diagnosed in a single patient within a period of
six months [1]. According to the study done by the National Cancer Institute in 2011, the number of patients with
multiple primary cancers is increasing at a dramatic rate [2]. Warren and Gates outlined a criterion for defining
multiple primary malignancies which included: (a) Each tumour must have a clear image and histological
confirmation of malignancy (b) Each tumour must be topographically distinct and separated by a healthy mucosa
with at least 2cm distance between the two (c) The lesions must be primary and not metastasis of each other [3].
Based on thiscriteria, a diagnosis of synchronous triple malignancies was made for this patient.

Squamous cell carcinoma of the lip comprises over 25% of all oral cancers and is more frequently seen in men aged
over 45 years due to chronic sun exposure, tobacco and alcohol consumption [4,5]. The recurrence rate remains low
and the prognosis is also relatively very good.

Basal cell carcinomas of the face account to 80% of all BCCs out of which 25-30% are found to have a predilection
towards nose [6]. BCC of the ala of nose, as being an aggressive tumour, may infiltrate the muscles and may lead to
destruction of cartilaginous structures which is characteristic for locally advanced tumours. Larger tumours may also
involve the nostrils and alar-facial and naso-facial grooves.

Basaloid squamous cell carcinoma is a rare variant of squamous cell carcinoma which occurs predominantly in men
in their 60 and 70s. BSCCs have a predilection for supra-glottis, larynx, pyriform fossa, base of tongue and have
also been reported in uterine cervix, lungs and thymus [6]. This rare variant of SCC in head and neck region have a
relative frequency of only 2%. BSCC shows characteristically lobules, nests and cribriform patterns of basaloid cells
that commonly have abrupt foci of squamous differentiation within the nests. The surrounding stroma is fibrotic
with occasional deposits of hyaline basement membrane like material adjacent to tumour [7].
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Case presentation:

AT76 year old male presented to the OPD in December 2023 with anulcerative growth over left ala of nose which
according to the patient was present since birth and initially presented as a small mole. According to the patient,
there was rapid increase in the size of this ulcer since few months. The patient also complaints of two other growths,
one as an ulcer over the mucosal part of lower lip and other as a brownish black ulcero-proliferative growth over
chest wall with both occurring within a period gap of five months. The swellings were insidious in onset and were
mainly painless and slightly progressive in size. There was no history of trauma, past surgical history or any
significant medical history. The swellings were not associated with any discharge, bleeding, nasal obstruction or
epistaxis. On clinical inspection, a single greyish white ulcer was identified over mucosal aspect of lip measuring
2.5x1.5cm. A greyish brown ulcero-proliferative growth was identified over left ala of nose measuring 1.7x1.5cm
[Figure Aland another well-defined greyish brown proliferative growth measuring 2x3x0.5cm was identified over
chest wall [Figure B]. There were no palpable supraclavicular and bilateral axillary lymph nodes on local
examination. Laboratory investigations were all normal. The patient underwent wide local excision and had an
uneventful course post-surgery. The latest follow up examination results showed no signs of tumour recurrence or
metastasis.

Microscopic examination:

Histopathological sections examined from lip ulcer shows an invasive tumour with nests of squamous epithelial cells
forming keratin pearls showing morphological features of Keratinizing Moderately differentiated Squamous Cell
Carcinoma [Figure C]. Sections examined from growth over left ala of nose showed features consistent with Basal
cell carcinoma [Figure DJand from chest wall growth showed morphological features of Basaloid variant of
Squamous cell carcinoma [Figure E]. All margins and deep resection margin were found to be free of tumour.
Sections examined from specimen labelled as central compartment lymph node showed parathyroid tissue only, no
lymph node tissue was identified. On immunohistochemistry, 76-100% of cells from chest wall were found to be
immunoreactive for CK7, p63[Figure F], p16, p40, EMA, YAP1, BerEP4 and GATA3. >90% cells showed p53
positivity and 80-90% positivity was seen for Ki67.

Flgure -A) Greylsh brown ulceratlve growth from left ala of nose measuring 1. 7xL. 5cm B) Greylsh brown
proliferative growth from chest wall measuring 2x3x0.5cm; C) Section examined from lip ulcer shows feature of
Moderately differentiated carcinoma (H&E, 40x);D) Sections examined from left ala of nose shows features of
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Basal cell carcinoma (H&E, 40x); E) Sections examined from chest wall shows features of Basaloid variant of
Squamous cell carcinoma (H&E, 40x).
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Figure: - F) Immunohistochemistry shows immunoreactivity for CK7 and P63 in lesional cells (40x).

Discussion:-

In 2020, the World Health Organization reported approximately 10 million cancer deaths worldwide. The treatment
of multiple primary cancers remains a challenge due to lack of proper guidelines and surgical treatment remains the
gold standard for solid tumours in early and advanced stages. The potential risk factors include male gender,
smoking, sun exposure, genetic factors and and severe burns. The clinical presentations include ulcerative,
infiltrative or haemorrhagic nodules.

More than 90% of lip carcinomas are squamous cell carcinomas and have a predilection towards the lower lip [8,9].
With respect to oral cancers, the frequency of lip cancers has been reported to be around 2-20% [10,11]. The 10year
survival rate can be as high as 98% for these cases and recurrence free survival rate remains more than 90% [12].

Basal cell carcinoma is a common non melanoma skin cancer and its predilection towards nose makes it 2.5 times
higher at the risk of recurrence. Due to the anatomical position and pre-surgical identification of the tumour margins,
it is considered as a high-risk malignancy [13]. These tumours may lead to infiltration and destruction of
surrounding muscles and cartilage in advanced cases. The prognosis is excellent and has a survival rate of around
100% in cases that have not spread to other sites [14]. The rate of metastasis is estimated to be less than 0.1% but
may develop in new sites after primary curative treatment [15].

Basaloid variant of squamous cell carcinoma is a rare separate entity (1%) according to WHO 2005 and is an
aggressive, high-grade variant of SCC composed of squamous and basaloid components with histological features
distinct from well or moderately differentiated SCC. 35-50% of cases show distant metastasis involving bone, lungs,
skin and brain [16]. Lymph node involvement is associated with bad prognosis. Winzenberg et al showed that
without lymph node metastasis, BSCC have an 18.6months survival rate and with lymph node metastasis a
47.6months survival rate [17]. Wain et al [18] and Barnes et al[19] diagnosed cases of BSCC based on the following
criteria: (a) presence of submucosal soft tissue infiltration in an ulcerated or exophytic mass (b) Solid basaloid
appearing dysplastic islands with biphasic pattern showing necrosis. Abrupt foci of squamous differentiation with or
without keratin pearls and squamous epithelium showing dysplastic features.

On immunohistochemistry, Basal cell carcinomas are positive for BCL2 and BerEp4 and negative for EMA.
Basaloid squamous cell carcinomas show positivity for EMA, CEA and 34 beta E12. Squamous cell carcinomas
express p40 and p63. In addition, basaloid SCC also express MMP1, MMP2 and MMP9 than squamous cell
carcinomas [20]. The basaloid squamous cell carcinomas showed a greater percentage of positivity and intense
staining for p53 as compared to squamous cell carcinomas [21].

Conclusion:-

Basal cell carcinoma, squamous cell carcinoma and basaloid variant of squamous cell carcinoma differ in prognosis
and risk of metastasis. Review and study of rare cases for diagnostic purpose and patient manage ment helps to serve
as a reference for further future similar clinical cases.
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