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Observation Letter

Spontaneous regression of aggressive cutaneous squamous 
cell carcinoma
Dear Editor,

Surgical management of cutaneous squamous cell carcinoma 
(CSCC) is the most common approach in the early stages, 
although systemic treatments might be necessary in advanced 
stages.1 We here describe a patient who presented with 
complete spontaneous regression of a CSCC with loco-
regional dissemination, a situation only reported once before.2

A male patient in his 90s presented with a 3-month history of 
an asymptomatic, rapidly growing lesion on the left parietal 
area within a large cancerisation field. Physical examination 
revealed a 10 cm × 13 cm flesh-coloured tumour with 
satellite lesions compatible with in-transit metastases in the 
left temporal region as well as indurated nodules in the lateral 
cervical area [Figure 1]. Head and neck magnetic resonance 
imaging showed non-specific multiple left-cervical lymph 
nodes less than 1 cm in diameter. He had a previous history 
of an atypical fibroxanthoma in the left parieto-occipital area 
that had been removed 3 years before. In addition, the patient 
also had a documented 6-year history of an asymptomatic and 

stable renal mass with a radiological appearance of a clear cell 
carcinoma.  The patient refused both treatment and invasive 
diagnostic procedures for this condition. Consequently, such 
tumour was only controlled with clinical and radiological 
assessments which demonstrated no progression or evidence 
of disseminated disease [Figure 2].

A punch biopsy from a satellite lesion of the temporal zone 
[Figure 1] was compatible with the diagnosis of an in-transit 
metastasis of a well-differentiated CSCC [Figure 3a, 3b and, 
3c]. The tumour was staged as T3,Nx,M0 by the American 
Joint Committee on Cancer 8th edition. Cemiplimab was 
prescribed for treatment when the tumour was deemed 
inoperable. Approval for treatment was obtained after two 
months. However, upon the scheduled commencement date 
for Cemiplimab, a noticeable improvement was observed, 
with the cutaneous tumour showing signs of flattening. 
Over the following 12 weeks, progressive amelioration and 
complete resolution of the lesion were observed without any 
treatment being started [Figure 4]. Furthermore, a control 
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Figure 1: Clinical image of the squamous 
cell carcinoma and its satellite lesions on 
the temporal zone. The arrow indicates the 
satellite lesion selected for biopsy. 

Figure 2: Computed tomography scan documenting the right renal mass.
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of any treatment. The actual rate of SR cases among the 
general population remains unknown.  Most reported cases 
are related to melanoma, non-small cell lung cancer, renal 
cell cancer, and neuroblastoma.6,7 In addition, there have 
been reports of metastatic squamous cell carcinoma with 
SR, particularly in the lung.8 The mechanisms behind SR are 
thought to include immune modulation in response to trauma 
or infection, hormonal and psychoneuroimmunological 
mechanisms.1,7,8

Cole et al. conducted a study of 176 cases of SR of cancer and 
proposed that stimulating factors, especially operative trauma 
(e.g., incisional biopsy), induce a systemic immunological 
response against tumour cells, involving both primary and 
metastatic lesions.7 Moreover, in our case, the patient also 
had a history of localised renal cell carcinoma that remained 
stable after the CSCC regression which suggests a possible 
CSCC-specific SR-mechanism.

So far, only four cases of SR of localised CSCC have been 
reported. In 1988, Roseman described a case where the 
surgical and radiotherapy treatment of a cutaneous metastasis 
resulted in a complete perdurable remission of the primary 
lesion.2 All these cases had a history of surgical trauma, 
mostly incisional biopsy.

To our knowledge, no previous studies have reported complete 
SR of metastatic CSCC without invasive treatments. Optimal 
follow-up protocols for these cases are unknown. However, 
close follow-up visits should be encouraged, given the 
likelihood of new neoplasms in areas of field cancerisation. 
Further studies are required to clarify the underlying 
mechanism that induces SR in advanced CSCC.
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Figure 3: Histological appearance of a satellite lesion. (a) Atypical squamous cell proliferation infiltrating the dermis (Haematoxylin-eosin, 20x); scale 
bar = 500 μm. (b) Higher magnification view showcasing the invasive character of the cell proliferation Haematoxylin-eosin, 100x); scale bar = 100 μm. 
(c) Moderate differentiation of tumoural cells (Haematoxylin-eosin, 200x); scale bar = 50 μm.

Figure 4: Complete regression of tumoural lesion after 26 
weeks.
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computed tomography scan showed no abnormal lymph 
nodes. A new 2 cm non-metastatic CSCC tumour appeared 
22 months after the resolution of the lesion and was treated 
with radiotherapy with no further relapses.

This case illustrates the distinctive evolution of an advanced 
CSCC. In this scenario, the consideration of keratoacanthoma 
(KA) as an alternative diagnosis arises, given its propensity 
for self-regression.3,4 Although differentiating CSCC from KA 
may be challenging histologically, the size and macroscopic 
morphology of the main lesion and the satellites clearly 
suggest a primary tumour with regional progression.3–5

Spontaneous resolution (SR) is defined as a complete or 
partial regression of a malignant tumour in the absence 
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