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Recurrent Morphoeic Basal Cell Carcinoma with Metastatic Progression in A 34-
Year-Old Patient: A Case Report
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Dear Editor, Basal cell carcinomas (BCCs) are the most common type of cancer diagnosed in
the world, predominantly affecting the head and neck region. However, metastatic BCCs
(mBCC) are exceptionally rare, with an estimated prevalence between 0.0028%-0.55%.* We
present a case of a young patient that demonstrates the highly aggressive nature of morphoeic
BCCrand the challenges in achieving long-term disease control despite multimodal therapy. The
case data has been collected from The Christie Hospital NHS Foundation Trust and St Mary’s
Regional Genetics Centre, Manchester, UK.
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A male born in 1987 was initially diagnosed with a BCC on the left cheek and pre-auricular area
in 2016, aged 29 years old, with no prior medical history. He underwent excision and skin graft
reconstruction, with pathology revealing an ulcerated morphoeic BCC with focal perineural
invasion. The margins were narrow; however, radiotherapy (RT) was deferred due to the
patient's young age. In 2018, recurrence was noted with thickening of the scar and lumps in the
left preauricular and postauricular regions. MRI showed no lymph node involvement. Biopsies
confirmed recurrent infiltrative and morpheaform BCC with focal atypical squamous
differentiation and perineural invasion.

Additionally, a CT of the thorax, abdomen and pelvis revealed tiny pulmonary nodules for follow-
up. At this juncture, the team opted to monitor the progression of the nodules rather than biopsy.
Later, in 2018, the patient underwent extensive surgery, including excision of recurrent BCC,
partial pinectomy, superficial parotidectomy, and reconstruction with a radial forearm free flap.
Yet, pathology indicated infiltrative carcinoma with perineural and lymphovascular invasion, with
incomplete excision in some areas. The patient received adjuvant RT in early 2019.

The case was discussed in a skin cancer specialist multidisciplinary team (MDT) with the
decision to refer to medical oncology for consideration of oncological therapies. A further biopsy
of a left neck node confirmed mBCC, morphoeic subtype —identical to the primary lesion. The
patient completed further adjuvant RT to the left'neck region in 2020; however, repeat
surveillance CT scans for the lung nodules showed continued progression with further stable
cervical bone metastases.

In 2021, the decision was made to start chemotherapy with Carboplatin and Capecitabine;
however, this offered no improvement.in symptoms. Several months later, the patient developed
sepsis, which progressed to respiratory and bone marrow failure. The patient was diagnosed
with mBCC at 34 years old and died aged 36 years old with an approximate survival time from
metastases of 24 months.

According to new European consensus guidelines, a staging system has been introduced to risk
stratify BCCs based on their growth patterns, histological features and difficulty to treat. The
European Academy of Dermato-Oncology (EADO) has developed four stages: stage I-11b
(common BCCs), stage IlIA-IIIC (advanced BCCs) and stage IV (metastatic BCCs). Each
successive stage corresponds to a profile of characteristics to aid clinicians in classification.?
The primary site of BCC metastasis is in the lymph nodes, although hematogenous spread to
distant locations such as the lung, bone, skin, and soft tissue is also feasible, as noted by
McCusker et al.® Our case presents an aggressive morphoeic histological subtype with regional
metastases (RM) to lymph nodes and distant metastases (DM) to the lung and bone — EADO
stage IV.

Surgical excision remains the gold standard, first-line treatment for BCCs to achieve clear
margins.* A more aggressive surgical approach was taken with our case in 2018, and adjuvant
RT was employed due to positive margins. However, data on the efficacy of adjuvant RT
remains mixed, with some studies reporting reasonable local disease control and other studies
stating a negligible impact on disease progression.®
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McCusker et al.® reported 16 cases of patients with mBCC receiving platinum-based
chemotherapy, with 6/16 (38%) achieving a favourable response (no evidence of disease or
partial response to treatment). All 16 patients received chemotherapy when DM were present,
similar to our case report. However, chemotherapy was ineffective in our reported case.
Moreover, survival benefit data does not exist for chemotherapy use in mBCC.®

In July 2021, NHS England’ commissioned the use of Vismodegib, a hedgehog inhibitor (HHI)
for adults with either Gorlin syndrome or non-Gorlin syndrome-related mBCCs. In 2019, the
patient was referred to medical oncology forpul oncological therapies rather than intreducing
vismodegib which was not licensed. HHIs restrict tumour growth by inhibiting-the smoothened
receptor and blocking the hedgehog pathway. Although HHIs were not employed.in our case
report, they present a promising targeted therapy with RCTs showing a '30% response rate in
patients with mBCC and a 43% response rate in those with locally aggressive BCCs.®

A survival analysis of patients with mBCC between 1981 and 2011.found a median survival time
of 24 months for DM compared to 87 months for RM. Moreover, the.authors reported that cases
with bone metastases had shorter survival times than those without, suggesting survival is
linked to metastatic site.® In our case, the time of diagnosis.from’initial lesion to metastasis
(lymph node) was three years and a survival time of 12 months when diagnosed with DM (lung
and bone).

In conclusion, this case highlights the diagnostic challenges, aggressive histopathological
features, complex management strategies;.and poor prognosis associated with metastatic
morphoeic BCC. This case emphasises the importance of early diagnosis and aggressive
management with consideration for new targeted therapies (HHIs) that may improve survival
rates.
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