Histological grade™® (Required)
Reason/Evidentiary Support

Accurate staging and grading of tumours are used to determine subsequent clinical management
and follow-up. Different subtypes of penile carcinoma have been defined, which appear to be
associated with different outcomes and may also therefore justify the adoption of different
treatment strategies.

There is no consensus concerning grading, and the most recent World Health Organisation (WHO)
classification (2016)" recommends a three step grading system based on degree of pleomorphism
and keratinisation with the overall grade determined by the worst area no matter how small the
percentage of the tumour. The most recent College of American Pathologists (CAP) guidelines’ offer
some outline global guidance which is applicable to usual type squamous carcinomas.
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The “classical” method defines well-, moderately-well and poorly-differentiated carcinomas on the
basis of the degree of cytological atypia, keratinisation, intercellular bridges and mitotic activity (see
Table 1). These criteria are difficult to apply to some subtypes of penile carcinoma, for example
verrucous carcinomas which are well differentiated but often show little or no keratinisation.
Sarcomatoid change is a separate category, which is often combined with other tumour types and
which conveys a very poor prognosis. All tumours with sarcomatoid areas should be graded as Grade
3 but this finding also needs to be noted separately as tumours with sarcomatoid areas have a worse

prognosis than Grade 3 tumours generally.?

Tumours are generally graded on their worst component. Although at one time a threshold of 50%
of poorly-differentiated cancer was suggested as the cut-off point most predictive of nodal
metastases, it has recently been shown that any component of high-grade tumour conveys a worse
prognosis so should be included in the final grade.® Every effort should be made to assign a final
grade as this is an important prognostic factor and this grade must be based on the most poorly-
differentiated component, no matter how small.



Table 1: Grading of penile squamous cell carcinoma*

Feature Grade 1 Grade 2 Grade 3 Sarcomatoid
areas present
(Grade 3)
Cytological Mild Moderate Anaplasia Sarcomatoid
atypia
Keratinisation Usually Less May be present | Absent
abundant prominent
Intercellular Prominent Occasional Few Absent
bridges
Mitotic activity | Rare Increased Abundant Abundant
Tumour margin | Pushing/well | Infiltrative/ill | Infiltrative/ill Infiltrative/ill
defined defined defined defined

*Table modified from The Royal College of Pathologists (RCPath) Dataset for penile and distal urethral cancer
histopathology reports, 2" Edition 2015
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