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Navigating the Diagnostic Maze of Cutaneous
Squamous Cell Carcinoma Nodal Assessment
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The global incidence of cutaneous squamous cell carcinoma
(cSCCQ) is rising at an alarming rate, placing a large burden on
dermatological and surgical oncology services.! In this era of
increasing incidence, adequate risk stratification has become
essential for effective man-
agement. While risk stratifi-
Related article cation for cSCC continues to
improve,? we still lack a criterion standard imaging modality
for detecting occult nodal metastases—a vital missing piece
given the major impact that early detection may have on treat-
ment outcomes. This Editorial contextualizes the findings
of Ferrandiz-Pulido et al®> who shed light on the diagnostic per-
formance of physical examination, ultrasonography, and com-
puted tomography (CT) in an effort to optimize and standard-
ize our diagnostic approach to this potentially fatal disease.

Comparison of Modalities for Detecting Nodal Metastasis
The lack of prior prospective studies comparing physical
examination, ultrasonography, and CT speaks to both
the difficulty of the task as well as the existing knowledge gap.
The authors put great effort into conducting a multicenter, pro-
spective, paired diagnostic study including 13 tertiary dermato-
oncological departments across Spain during 3 years. Also, the
imaging modalities were performed in every patient in ablinded
way and compared to the findings of the other modalities,
animportant and unique strength of this study. While the study
was methodologically robust and focused on seemingly high-
risk cSCCs to boost power, the low event count (n = 12) makes
it difficult to draw firm conclusions from these data alone. How-
ever, the findings reflect the general consensus of existing re-
search: ultrasonography and CT outperform clinical examina-
tion, ie, palpation of the draining lymph nodes in the detection
of nodal metastases at baseline.**>

Whether ultrasonography and CT are interchangeable—
their second major conclusion—remains an object of debate.
In a previous systematic review, CT showed higher sensitiv-
ity and specificity compared to ultrasonography and in a
previous meta-analysis of SCC—not limited to cSCC—only speci-
ficity was higher.®” However, ultrasonography is more widely
available and cost-effective compared to CT and, when per-
formed by experienced and trained radiologists, the sensitiv-
ity and specificity can be as high as 91% and 78%, respectively.*
Besides, ultrasonography does not have the radiation ad-
verse effects that CT poses on patients and can be combined
directly with fine-needle aspiration cytology to obtain patho-
logical confirmation.

The main limitations of ultrasonography include its
reduced efficacy in detecting deep-seated lymph nodes and
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its high operator dependency and interobserver variability,
all of which can compromise diagnostic consistency. How-
ever, since nodal metastases from cSCC are generally more
superficial compared to non-cSCC in the head and neck
region, we believe that the prior limitation is less relevant.
Besides, the high level of agreement between ultrasonogra-
phy and CT as found by Ferrandiz-Pulido et al® (k = 0.87)
allows dermato-oncology centers the flexibility to select the
modality that best fits their specific resources and expertise.
This ensures that centers lacking specialized radiologists for
operator-dependent ultrasonography can confidently use
CT without compromising diagnostic accuracy.

Optimal Timing and Frequency of Surveillance Imaging
Beyond selecting the type of imaging modality, determining
true high risk patients and the optimal timing for its imple-
mentation should be of equal importance. Ferrandiz-Pulido
et al® conclude that sensitivity for both ultrasonography
and CT at baseline declined drastically in immunosup-
pressed patients, from 100% for the immunocompetent
group to 20% and 17%, respectively, in the immunosup-
pressed group.® As 83% of all nodal metastases in the immu-
nosuppressed group became clinically apparent during the
3-month period following baseline imaging, we believe that
the decline in sensitivity does not necessarily reflect a fail-
ure of these imaging modalities themselves. Rather, we pro-
pose that the rapid progression from micrometastases at
baseline—undetectable by ultrasonography and CT—to clini-
cally apparent nodal disease in these patients occurs at a
very high pace in the immunosuppressed group.
Consequently, the diagnostic challenge is not the inherent
resolution of ultrasonography or CT, but rather the optimal tim-
ing of their application. A retrospective study” with modalities
including but not limited to ultrasonography and CT found that
56% of all subclinical nodal metastases was diagnosed using sur-
veillance imaging during a follow-up of 2 years after baseline
imaging. Another recent prospective study® showed that 19%
of all subclinical nodal metastases were found with surveil-
lance imaging, which was performed during a follow-up time
of 2 years. Also, detection of subclinical nodal disease changed
clinical management either fully or partly in these patients. Al-
though 19% may seem on the low side, given that the remain-
der of the metastases during follow-up were detected clini-
cally, better timing of surveillance imaging could have increased
the proportion of metastases identified in the asymptomatic
phase. This is underscored by a previous study® showing that
89% of all clinically detected nodal metastases were found dur-
ing follow-up instead of baseline and that the lymph node sizes
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of the clinically overt metastases were larger than the ultraso-
nography-detected nodal metastases.

Although these findings highlight the pivotal role
of surveillance imaging, a standard criterion has yet to be in-
tegrated into clinical guidelines. Additional well-designed
studies are needed to validate the clinical benefits of cSCC
surveillance imaging and to determine which patients should
undergo surveillance imaging, the appropriate frequency and
interval, and the total duration of the surveillance period.
A clinicopathological prediction model that accurately iden-
tifies the risk of metastasis in patients with cSCC could be used
to identify those who would benefit.2 Also, large population-
based studies could be used to pinpoint the precise times dur-
ing follow-up at which metastasis becomes clinically appar-
ent and to define a substantiated schedule for implementing
surveillance imaging.

Improving Clinical Outcomes

The primary objective of optimizing subclinical nodal imaging
is toimprove clinical outcomes by reducing mortality and treat-
ment-related morbidity. Based on nationwide data from a study
conducted in The Netherlands,'© the 5-year disease-specific
survival rates drop from 99.4% in the total cSCC group to 79.1%
when metastases are detected. The disease-specific survival
rates for metastatic cSCC are even lower in patients who are
immunoincompetent.' Consequently, there is a strong ratio-
nale for identifying (micro)metastases before they become
clinically apparent.

Currently, there is no direct evidence showing that
imaging-based detection of subclinical nodal metastasis im-
proves survival rates. To our knowledge, the only available
study'? on this topic was underpowered to assess the impact
of imaging (either baseline or within the first few months post-
operatively) on disease-specific mortality rates but did dem-
onstrate a nonsignificant higher disease-free survival rate in
the imaging group compared to the nonimaging group in their
Kaplan-Meier survival analysis (73% vs 51%).

The lack of evidence regarding imaging outcomes war-
rants a comparison with sentinel lymph node biopsy (SLNB),
asurgical technique with pathologic confirmation that serves
as the established benchmark for identifying subclinical nodal
metastasis in, for example, melanoma. Evaluating the prog-
nostic impact of SLNB may provide insights into whether the
early detection of occult metastases, regardless of the modal-
ity used, actually translates into superior disease-specific sur-
vival. Previous reviews' have shown a positive SLNB rate vary-
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