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The 7th edition of the American Joint Committee on
Cancer (AJCC) Cancer Staging Manual includes important
improvements to the staging of cutaneous squamous-cell
carcinoma (cSCC). In all previous AJCC manuals, cSCC
has been staged along with approximately 80 other non-
melanoma skin cancers (NMSC). As a result of the
diversity in biology and prognosis within the group of
NMSC, the previous staging system was irrelevant in
staging any particular cutaneous carcinoma with regard to
prognosis. The 7th edition features a marked improvement:
the NMSC was divided into two chapters. Merkel-cell
carcinoma is staged separately in its own chapter, and a
new chapter, entitled “Cutaneous Squamous Cell Carci-
noma and Other Cutaneous Carcinomas,” was based on
evidence-based medicine for c¢SCC. Other NMSC,
excluding Merkel-cell carcinoma, will be staged according
to the cSCC guidelines. The development of the cSCC
chapter was led by Dr. Nanette Liégeois under the auspice
of Dr. Arthur Sober, chair of the NMSC committee.

¢SCC poses an important risk to society. In the United
States, NMSC is the most frequent cancer. Additionally,
the incidence of NMSC has greatly increased since 1960,
with some estimates indicating an increased incidence of
3% to 8% per year.' ¢SCC accounts for approximately 20%
of all skin cancer deaths.? Groups that are at increased risk
for developing ¢SCC include the elderly, the immunosup-
pressed (especially solid-organ transplant recipients), and
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patients with leukemia or lymphoma.®~ The 7th edition of
the Cancer Staging Manual includes a revised evidence-
based staging system, which takes into account clinical and
histologic features associated with marked mortality.
Through the introduction of these changes, surgeons and
researchers alike will be better able to ascertain the prog-
nosis and natural history of cSCCs.

There are several notable changes in the 7th edition’s
staging of ¢cSCC. The 6th edition of the AJCC Cancer
Staging Manual did not account for high-risk features. In
addition, characteristics such as tumor size >5 cm and
extradermal invasion were used as indicators of worse
prognosis without strong epidemiological or empirical
support. High-risk features now included in the 7th edition
are the histologic grade, anatomic site (ear or nonglabrous
lip), Clark level >4, and perineural invasion. The presence
of two or more of these high-risk features elevates a T1
tumor to a T2 designation. This change takes into account
the tumor characteristics that are likely to predict aggres-
sive behavior and thus have more metastatic potential,
irrespective of size. Efforts have also been made in the 7th
edition to create greater compatibility between the cSCC
staging and the head and neck staging system because most
¢SCC involve sun-exposed skin, such as the head and neck.
These changes include the use of cranial or facial bone
involvement and invasion of the skull base or axial skele-
ton as criteria for the T3 or T4 designation, respectively.

Strict tumor, node, metastasis system criteria preclude
the inclusion of clinical risk factors into the staging system.
Because data suggest that immunosuppression correlates
with worse prognosis, its inclusion as a risk factor was
considered by the NMSC task force. Organ transplant
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recipients develop ¢cSCC 65 times more frequently com-
pared to age-matched controls.® The cSCCs in this
population seem to be more aggressive, with an increased
tendency to recur and/or metastasize. Boffetta and col-
leagues pointed out that focusing on size of tumor in
immunocompromised patients might be misleading
because small tumors can behave aggressively.” Although
immunosuppression is not incorporated into the staging
system, centers are encouraged to collect data on patients’
immune status.

The characterization of nodal metastases has also been
revised in the 7th edition. In the 6th edition, nodal disease
was scored as either present (N1) or absent (NO). The 7th
edition categorizes nodal metastases as NO-N3 by using
both the size and number of involved nodes. Mounting
evidence demonstrates that increased nodal burden corre-
lates with decreased survival.® Studies also suggest that
patients with increased nodal burden may benefit from
more aggressive therapy.’ Finally, the 7th edition classifi-
cation of distant metastases remains in the same binary
form of “not present” (MO) or “present” (MI1).

As a result of the demographics of our aging population
and the increased number of transplant patients who are
living longer lives, the morbidity and mortality of cSCC is
likely to increase over the next several decades. It will be
of great importance to predict the prognosis of ¢cSCC to
ensure that adequate treatment options are used for the
benefit of the patient. The 7th edition staging of ¢cSCC in
the AJCC Cancer Staging Manual provides tumor-specific
staging features supported by the current base of evidence.
The recognition of these high-risk factors will permit the
further elucidation of the pathological mechanisms under-
lying the disease process and will encourage coordinated

and consistent collection of data that will be the basis of
future improvements.
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