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FIGURE 1
A poorly
differentiated cSCC
on the left cheek
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CUTANEOUS SQUAMOUS
CELL CARCINOMA (cSCC)
IS THE SECOND MOST
COMMON NON-MELANOMA
skin cancer after basal cell carcinoma.
Since the early 1990s, non-melanoma
skin cancer incidence rates have
increased by 166% in the UK.1 A cohort
study2 carried out from 2013 to 2015
estimated the incidence of cSCC as
77 per 100,000 patient-years with
a 5% rise per annum.3
The presence of abnormal
keratinocytes confined to the epidermis
is termed actinic keratosis if dysplasia is
partial epidermal thickness. In Bowen’s
disease, also known as cSCC in situ, the
dysplasia is of full epidermal thickness.
Once the dysplastic keratinocytes breach
the epidermal basement membrane and
invade into the dermis, it becomes
cSCC. The lesions may be well,
moderately or poorly differentiated, see
figure 1, above. They have the potential
to cause local invasion and can
metastasise to lymph nodes or other
organs.4
Mucosal SCC has a different aetiology,
and different referral pathways and

treatment regimens, and is outside the
scope of this article.

RISK FACTORS
The occurrence of cSCC is related to
chronic UV exposure, particularly
occupational exposure. Risk factors
include fairer skin (Fitzpatrick skin types
I-II), significant exposure to sunlight or
therapeutic UV radiation (PUVA). Given
the long latency between exposure and
the development of cSCC, increased life
expectancy may also be contributing to
the rising incidence.
The incidence is also significantly
increased in patients who are
immunocompromised. Solid organ
transplant recipients have a 65 to
250-fold increased risk.5,6 Long-term
exposure to azathioprine,7 which is
photocarcinogenic, is a significant risk
factor as is immunosuppression caused
by haematological disease, especially
chronic lymphocytic leukaemia which
confers an 8-10 fold increased risk.8
cSCC is also associated with oncogenic
HPV9 as well as genetic disorders such
as albinism where melanin protection is
absent and xeroderma pigmentosum

where DNA repair after UV damage is
impaired. Risk factors for cSCC are listed
in table 1, below.

Table 1
Risk factors for cutaneous squamous
cell carcinoma (cSCC)

• Older age
• Male gender (3:1 ratio m:f)
• UV exposure (outdoor occupation,
PUVA)
• Fair skin
• Immunosuppression due to
disease or medications
• Previous cSCC or another form
of skin cancer
• Actinic keratoses or Bowen’s
disease
• Previous cutaneous injury,
thermal burn, ulcer or underlying
inflammatory skin disease
(e.g. cutaneous lupus)
• Genetic disorders such as
xeroderma pigmentosum and
albinism
• Exposure to arsenic13
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