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Foreword

The cancer datasets published by The Royal College of Pathologists (RCPath) are a
combination of textual guidance, educational information and reporting proformas. The
datasets enable pathologists to grade and stage cancers in an accurate, consistent
manner in compliance with international standards and provide prognostic information,
thereby allowing clinicians to provide a high standard of care for patients and appropriate
management for specific clinical circumstances. This guideline has been developed to
cover most common circumstances. However, we recognise that guidelines cannot
anticipate every pathological specimen type and clinical scenario. Occasional variation
from the practice recommended in this guideline may therefore be required to report a

specimen in a way that maximises benefit to the patient.

Each dataset contains core data items that are mandated for inclusion in the Cancer
Outcomes and Services Dataset (COSD — previously the National Cancer Data Set) in
England. Core data items are items that are supported by robust published evidence and
are required for cancer staging, optimal patient management and prognosis. Core data
items meet the requirements of professional standards (as defined by the Information
Standards Board for Health and Social Care [ISB]) and it is recommended that at least
90% of reports on cancer resections should record a full set of core data items. Other non-
core data items are described. These may be included to provide a comprehensive report
or to meet local clinical or research requirements. All data items should be clearly defined

to allow the unambiguous recording of data.
The following stakeholders were contacted to consult on this document:

e Working Group of the British Association of Gynaecological Pathologists (BAGP),

comprising BAGP Council and co-opted members
e British Gynaecological Cancer Society (BGCS)
e British Society for the Study of Vulval Diseases.

The information used to develop this dataset was obtained by undertaking a systematic
search of Pubmed from January 2015 to July 2023. Key terms searched included ‘vulval
carcinoma’, ‘vulval precursor lesions’ and literature pertaining to guidelines and
managements. In addition, International Collaboration on Cancer Reporting (ICCR)
guidelines, abstracts from selected conference proceedings (including the BAGP Annual

Scientific Conference, European Society of Gynaecological Oncology and United States
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and Canadian Academy of Pathology) were screened. Published evidence was evaluated
using modified SIGN guidance (see Appendix E). Consensus of evidence in the guideline
was achieved by expert review. Gaps in the evidence will be identified by College

members via feedback received during consultation.

No major organisational changes have been identified that would hinder the

implementation of the dataset.

A formal revision cycle for all cancer datasets takes place on a 3-yearly basis. However,
each year, the College will ask the author of the dataset, in conjunction with the relevant
subspecialty advisor to the College, to consider whether or not the dataset needs to be
updated or revised. A full consultation process will be undertaken if major revisions are
required, i.e. revisions to core data items (the only exception being changes to
international tumour grading and staging schemes that have been approved by the
Specialty Advisory Committee on Cellular Pathology and affiliated professional bodies;
these changes will be implemented without further consultation). If minor revisions or
changes to non-core data items are required, an abridged consultation process will be
undertaken whereby a short note of the proposed changes will be placed on the College
website for two weeks for members’ attention. If members do not object to the changes,
the short notice of change will be incorporated into the dataset and the full revised version

(incorporating the changes) will replace the existing version on the College website.

The dataset has been reviewed by the Professional Guidelines team, Working Group on
Cancer Services and Lay Advisory Group and was placed on the College website for
consultation with the membership from 25 July to 22 August 2023. All comments received
from the Working Group and membership were addressed by the author to the satisfaction

of the Chair of the Working Group and the Clinical Lead for Guideline Review.

This dataset was developed without external funding to the writing group. The
College requires the authors of datasets to provide a list of potential conflicts of interest;
these are monitored by the Professional Guidelines team and are available on request. The
authors have declared that they have no conflicts of interest.

1 Introduction

This dataset is intended to be used for the reporting of all carcinomas of vulval skin and
mucosa only. For vulval melanomas, the Dataset for the histological reporting of primary

cutaneous malignant melanoma and regional lymph nodes? is recommended.
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In the context of gynaecological malignancies, vulval carcinoma is relatively rare;
nevertheless, there has been an increase over the past two decades. Most of the statistics
available use the term ‘vulval cancer’ but, as the majority of vulval cancers are
carcinomas, the data are relevant in the context of this dataset. Between 2016 and 2018,
there were around 1,400 new cases diagnosed in the UK every year and in 2018 there
were 474 deaths from vulval cancer.? Vulval cancer is associated with significant morbidity
and mortality, particularly in older women where the disease is more likely to present at a
later stage.® The incidence increases with age, rising steeply after 80 years. Since 1990,
there has been a statistically significant increase in incidence in women between the ages

of 25 to 69 years, which has been demonstrated in a number of studies.

When analysing these data, it is useful to consider the bimodal pathway in the
development of vulval neoplasia;**® broadly speaking, tumours in the younger age group
are associated with high-risk human papilloma virus (HPV) infection and those in older
women present on a background of inflammatory dermatoses, especially lichen
sclerosus.”® With the increased incidence of HPV-related neoplasia at other sites (throat,
penis, anus), it is reasonable to assume that the increase in vulval neoplasia in younger

women is likely to be HPV-related.

Primary surgery is the treatment choice for vulval cancer and in the UK; about 70% of

patients undergo surgical resection as part of their cancer treatment.?

Prognostic features in vulval carcinoma are the site and size of the lesion, the depth of
invasion or alternatively tumour thickness, the number of involved lymph nodes, the size of

the nodal deposits, extranodal spread, lymphovascular space invasion and HPV status.

1.1 Changes in the 5th edition

e Inclusion of only 1 set of tumour measurements (previously, macroscopic and

microscopic were included) in line with ICCR recommendations.®

e This revision of the last vulval cancer dataset published in 2018 incorporates entities

included in the WHO classification of female genital tumours (2020).1°

e Updated FIGO (2021) staging, including new guidance on measurement of depth of

invasion.1!

e If more than one tumour is present, each should be should be separately staged with
separate datasets filled in. In line with ICCR recommendations, lymph nodes need

only be mentioned once.
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e Further details on precursor lesions.

e Interpretation of ancillary tests.

e Updated recommendations for handling and reporting sentinel lymph nodes (SLN).
e Updated recommendations on margin measurement.

e SNOMED-CT coding.

1.2 Target users and health benefits of this guideline

The dataset is primarily intended for use by consultant and other pathologists when
reporting resection specimens of vulval cancers. Surgeons and oncologists can refer to the
dataset when interpreting histopathology reports. The dataset should be available at
multidisciplinary team (MDT) meetings for recording of accurate information and to inform
discussion. It can also be used to assist in clinical trials. Many of the data items are

collected for epidemiological analysis by Cancer Registries.

1.3 Precursor disease: vulval intraepithelial neoplasia

1.3.1HPV-associated vulval intraepithelial neoplasia

The nomenclature of precursor lesions in HPV-related neoplasia includes the terms usual
type vulval intraepithelial neoplasia (VIN) and classical VIN. The terminology
recommended by the World Health Organization (WHO) and the LAST project is low-grade
squamous intraepithelial lesion (LSIL), which includes HPV-related changes and VIN1,
and high-grade squamous intraepithelial lesion (HSIL), referring to VIN2/3, Bowen’s
disease and Bowenoid dysplasia.'®*? In the UK, VIN1, 2 and 3 are still used and well
understood by the clinical team managing the patient; in the context of vulval neoplasia,
their use is not proscribed but LSIL/HSIL may be added in line with WHO
recommendations. The risk factors are similar to those involved in cervical intraepithelial
neoplasia, infection with high risk HPV (usually subtypes 16 and 18), immunosuppression
and smoking. Multifocality with concomitant or subsequent intraepithelial neoplasia of the

cervix, vagina, anal and perianal regions can also occur.

1.3.2HPV-independent vulval intraepithelial neoplasia

Differentiated VIN (dVIN) is often seen in the older age group on a background of
inflammatory dermatoses, such as lichen sclerosus (LS). It is characterised by basal cell
atypia and abnormal keratinocyte differentiation. Many, but not all, of these lesions are

associated with TP53 mutation. LS is not regarded as a precursor lesion; however, it is a
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significant risk factor and increases the risk of recurrence if incompletely excised.34 All

diagnoses of dVIN should be accompanied by a comment on p53 (mutation-type or wild-

type).

Differentiated exophytic lesion (deVIL) and vulval acanthosis with altered differentiation
(VAAD) are regarded as subtypes of HPV-independent VIN. These have overlapping
morphology and are associated with HPV-independent carcinoma, including verrucous
carcinoma. They are characterised by acanthosis, thick hyperkeratosis, an often
verruciform architecture, cytoplasmic maturation and generally lack the basal atypia
encountered in dVIN. In VAAD, there is loss of the granular layer accompanied by
multilayered parakeratosis and cytoplasmic pallor of the superficial epithelium. Unlike
dVIN, these lesions do not show TP53 mutation but have shown other mutations (ARID2,
PIK3CA and HRAS). Since these lesions lack significant nuclear atypia, they can be
difficult to recognise and dermatoses, such as hypertrophic LS, enter the differential

diagnosis. Close attention to the history and liaison with clinician is required.’815-17

There is no overall consensus regarding terminology for these p53-wild type lesions. One
proposal is that they should be termed HPV-independent p53-wild-type verruciform
acanthotic vulvar intraepithelial neoplasia (HPVi(p53wt) vaVIN).'® Another proposal is to
refer to them as vulval aberrant maturation (VAM).% Neither is universally accepted;
however, regardless of the term used, it is important to emphasise that they are HPV-

independent precursors and p53 wild-type. This should be stated clearly in the conclusion.

2 Clinical information required on the specimen
request form

The specimen request form should include:

full patient details

e history including results of previous biopsies/cytology and any prior adjuvant therapy

(chemotherapy, radiotherapy or chemoradiation)
e details of operative procedure

e details of specimen orientation, for example documentation of any sutures used for
orientation diagram, including orientation of vaginal, urethral and anal margins, if

present.
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3 Preparation of specimens before dissection of

resection specimens

e A photographic record or diagram of the orientated specimen is helpful as the blocks

taken can be marked upon it and retained with the patient’s record.
e Large specimens may be pinned onto a cork board prior to fixation.

e Surgical margins should be inked.

4 Specimen handling and block selection for resection

specimens

4.1 Macroscopic description

This should include:

e size of the specimen measured in millimetres and in three dimensions

e background skin abnormalities

e confirmation of the presence of any orientation sutures and any ink applied to

orientate.

4.2 Block selection

This should include:

adequate tumour sampling (a representative megablock may be helpful)

sampling of the closest margin(s) to the tumour

representative blocks of any non-neoplastic epithelial abnormality

any other incidental abnormality.

4.3 Lymph nodes

Inguinofemoral (groin) lymph node resection is not usually performed if the depth of
invasion is less than 1 mm and the horizontal size is less than 20 mm (FIGO stage 1A), as

studies have shown that there is a very low risk of nodal metastases in these patients.2°

The following should be observed during lymph node resection.
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4.4

All lymph nodes must be sampled with an adequate rim of surrounding tissue.

In most cases, the nodes can be identified by careful palpation. The remaining adipose
tissue should be processed even if there are no palpable nodes. Where there is
excessive adipose tissue, it would be reasonable to sample up to 5 additional
cassettes; if no lymph nodes are retrieved by these methods, all the adipose tissue
should be sampled.

If a node has macroscopic tumour involvement, one or more representative blocks
may be taken after careful examination. The presence of extracapsular extension
makes the tumour FIGO stage IIIC at least; if there is any doubt about this, the entire

node should be submitted for examination.
If a node appears normal, it should be submitted in its entirety.

Lymph nodes greater than 4 mm should be serially sectioned at 2 mm intervals
perpendicular to the long axis.

Smaller nodes may be embedded in their entirety or after bisection.

Sentinel lymph nodes

Complete inguinofemoral lymph node dissection is associated with considerable morbidity

and

, therefore, SLN excision in the treatment of early stage vulval carcinoma is regarded

as the standard of care.21-26

The

clini

criteria for selection include unifocality, a tumour size of 40 mm or less and no

cally suspicious inguinofemoral nodes. Intraoperative frozen sectioning of these lymph

nodes may lead to tissue loss and, therefore, examination of paraffin-embedded tissue is

recommended.

The

PGD

following is recommended practice.

All nodal tissue is sampled.

If more than 1 lymph node is retrieved, then each lymph node must be clearly labelled

and submitted in a separate cassette.

Lymph nodes larger than 4 mm are sliced perpendicular to the long axis at 2 mm
intervals. Each slice is placed face down with the equivalent face for each slice.

Multiple slices may be submitted per cassette; however, care should be taken not to

overcrowd the cassette and a maximum of 3 slices is recommended.
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e Haematoxylin and eosin stains (H&E) are performed on each block.

e |tis essential to examine a full face of the tissue so that the sub-capsular sinus is

evident.

e |If metastasis is confirmed, the largest deposit is measured and no further action is

required.
e |If there is no evidence of nodal metastasis, ultrastaging is recommended.

4.4.1 Ultrastaging

This is a labour-intensive procedure, both in terms of laboratory workload and consultant
time. Therefore, it requires prior discussion and agreement between the surgical and
pathology teams and adequate support in terms of costing to reflect this. The current
evidence indicates it is more effective at identifying micrometastases than routine
sampling. A variety of methods have been employed for ultrastaging and there is no
consensus about the most effective protocol. Various studies have ultrasectioned the
nodes at 500 ym, 400 ym, 200 um and 40 um.?-3% Mathematical models have shown that
the probability of detecting metastases of 0.25 mm is estimated to be above 90% if the

node is ultrasectioned at 200—-250 um step sections.3!:3?

The protocol outlined in the BAGP and BGCS consensus document3® recommends the

following if the first H&E is negative (Figure 1).

e Sets of 4 serial sections are cut 200 ym apart all the way through the block.
e Slide 1 of each set is stained for H&E.

e If positive, no further action is required.

e |If negative, proceed to immunohistochemistry on slide 2 from each set using a broad

spectrum cytokeratin such as AE1/3.

e The remaining two slides in each set are spares.
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Ultrastaging
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Figure 1: The BAGP protocol for ultrastaging if the first H&E is negative.

The size of lymph node metastases has implications for prognosis and treatment.
Ultrastaging may bring to light very small tumour deposits.34-3¢ Using the size criteria

recommended by FIGO, the following terminology is recommended.!

e Macrometastasis — greater than 2 mm.
e Micrometastasis — 0.2—2 mm.

e |solated tumour cells — less than 0.2 mm. These are presently considered as negative
for metastatic disease. Nevertheless, it is important to include the presence of ITC in
the final conclusion. It is noted that the 2023 ESGO guidelines recommend additional

treatment of the involved inguinofemoral area.’

The report should state the maximum size of the deposit in millimetres. The presence of

extracapsular extension should be reported.

[Level of evidence B — Presence of lymph node metastasis, size of lymph node metastasis

and presence of extracapsular extension are independent prognostic variables.]
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5 Core data items for resection specimens

5.1 Clinical

5.1.1 History

Any history of previous vulval carcinoma and/or precursor lesions and/or inflammatory

dermatoses should be recorded, as well as previous surgery and/or adjuvant therapy.

5.1.2 Operative procedure

Wide local excision refers to removal of the full thickness of vulval skin and/or mucosa with
preservation of subcutaneous fat and other deep tissues (older terminologies include
partial vulvectomy, superficial vulvectomy, skinning vulvectomy). Wide local excision is
usually performed for pre-invasive or non-malignant lesions or for diagnostic purposes

where cancer has not been ruled out.

Radical vulvectomy (partial or total) is usually performed for biopsy-confirmed invasive
carcinoma and involves removing the vulval tissue down to the deep fascia. Radical
vulvectomy may include removal of the clitoris with the prepuce, the labia majora, labia
minora, a portion of vagina, urethra and/or anus. Orientation of the specimen is essential
to evaluate margin status. It is important for the surgeon to assist in this by placing

appropriate sutures and ideally providing a diagram or photograph.

Wide local excision and radical vulvectomy procedures will be tailored depending on the
tumour size, pathological diagnosis, patient wishes/expectations, likely impact on
psychosexual function and tumour location with respect to proximity to other vital

structures.

[Level of evidence — GPP.]

5.2 Macroscopy
5.2.1Specimen size

Documentation of specimen size in 3 dimensions in millimetres allows correlation between
clinical appearances of the specimen, macroscopic assessment and microscopic
assessment, reducing the risk of laboratory error. It also gives clinicians dealing with the

patient an indication as to how radical the resection was.

[Level of evidence — GPP.]
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5.2.2Tumour site

The report should include the anatomical subsites involved, the laterality (left/right/midline)
and the extension into any adjacent structures. The anatomical subsites (labium majus,
labium minus, central, clitoris) of the vulva that are involved by squamous cell carcinoma
(SCC) have been shown to have prognostic significance. Due to the pattern of lymphatic
drainage, patients with midline tumours, clitoral involvement and anterior labium minus

tumours have worse survival.38

[Level of evidence D — Site of involvement has independent prognostic value.]

5.3 Tumour dimensions
5.3.1 Maximum horizontal dimension

Size is an important prognostic factor and is included in FIGO staging.!! For large
specimens, it may not be practical to measure microscopic size across multiple slides; in

these circumstances, the macroscopic size may be more accurate.

The maximum horizontal dimension is measured parallel to the skin/and or mucosal
surface. All measurements should be in millimetres. The final pathology report should
contain only 1 set of measurements after correlation between both macroscopic and

microscopic assessment.
[Level of evidence B — Tumour size is an independent prognostic variable.]

5.3.2Depth of invasion

Accurate measurement of invasion requires a calibrated ocular eyepiece or similar method
or use of a calibrated digital pathology system. Many histopathologists may not have
access to these; the Vernier scale present on the microscope can be used instead,
although it may sometimes be difficult to measure perpendicularly from the surface using
this method.

The new FIGO 2021 staging system has introduced a different method for measurement of

depth of invasion, which has been implemented since 01 January 2022.

e Prior to 01/01/2022 — depth of invasion was measured in millimetres from the adjacent

most superficial dermal papilla to the deepest point of invasion (see A in Figure 2).

e From 01/01/2022 — depth of invasion is measured from the basement membrane of
the deepest adjacent dysplastic (tumour free) rete ridge or the nearest dysplastic rete

ridge to the deepest point of invasion (see B in Figure 2).3%40
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e |tis noted that the most recent guidelines from European Society of Gynaecological
Oncology (ESGO) recommend the FIGO 2009 method of measurement (Option A in
the diagram), on the basis that more prospective studies are required before the new
method is adopted.3” The number of cases that would be downstaged by the use of
FIGO 2021 is extremely low and as FIGO 2021 has been used in the UK since
01/01/2022 it is appropriate to continue using it.

e In extremely exceptional cases where there are other adverse prognostic factors
present and where the tumour would be upstaged using the old method, a detailed
evaluation is recommended. This includes processing of further tissue from the tumour
and examination of extra levels; if the findings remain the same and after discussion at
the multidisciplinary meeting, both stages may be included in the final report. Use of
both staging systems should not be the norm. If the 2009 staging system has been
used with regard to further treatment, both stages should be included in the conclusion
together with a comment about why the 2009 stage was considered more appropriate.

DYSPLASTIC NORMAL EPITHELIUM
EPITHELIUM ~

Figure 2: Measurement of depth of invasion in vulval carcinoma. A. Conventional
method (FIGO, 2009): from the adjacent most superficial dermal papilla to the
deepest point of invasion. B. Recommended method (FIGO, 2021): from the
basement membrane of the deepest adjacent dysplastic rete peg to the deepest

point of invasion.

[Level of evidence B — Depth of invasion is an independent prognostic factor.]20.41.42
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5.4 Microscopy

5.4.1Histological tumour type
Squamous cell carcinoma

Squamous cell carcinoma (SCC) of the vulva is the most common vulval malignancy.
Tumour type determines biological behaviour of the tumour; for example, in contrast to

SCC, basal cell carcinoma is highly unlikely to metastasise.*?

Traditional histologic subtyping of SCC, using terms such as keratinising, non-keratinising,
basaloid and warty, has been superseded by human papillomavirus (HPV) status as the
major determinant of classification. Vulval SCC is now divided into HPV-associated and

HPV-independent types.

HPV-independent SCC has a worse prognosis with significantly worse recurrence-free and
overall survival compared to HPV-associated SCC.1744-46 There is also growing evidence

that HPV-independent SCC is less responsive to radiotherapy.*/48

HPV-associated SCC is secondary to persistent infection by oncogenic high-risk HPV
(most commonly types 16 and 18) and associated with smoking, immunosuppression and
often multifocal disease including HPV-associated lesions in other areas of the lower
female genital tract (vagina, cervix) and anal/perianal regions. HPV-independent SCC

often arises in the setting of lichen sclerosus and chronic inflammation.*?

The majority of HPV-associated SCC exhibit basaloid or warty morphology. HPV-
independent SCC, which also includes verrucous carcinoma, tends to be keratinising;
however a significant percentage of cases (15-20%) exhibit overlapping morphologic
features.5%5! The nature of any adjacent precursor lesion may be helpful in determining the
HPV status (dVIN or classical VIN) but, owing to this morphological overlap, in practice,
ancillary testing is necessary to determine the HPV status.

Most, but not all, HPV-independent vulval SCCs are associated with TP53 mutations. A
small proportion is TP53 wild-type and there is growing evidence that these may have an
intermediate prognosis between HPV-associated SCC and HPV-independent TP53
mutated neoplasms.®? It is therefore recommended these tumours should be reported as
‘HPV-independent, TP53 mutation-type’ and ‘HPV-independent, TP53 wild-type’.

Grading of vulval SCC is not recommended and is not included in this dataset. This is
because the grade has not been shown to consistently correlate with clinical outcome.>3 In

fact, there is a paradox in that HPV-independent SCC, which tends to be keratinising and

PGD 081123 15 V5 Final



often well-differentiated, has a worse prognosis than HPV-associated SCC, which is
typically non-keratinising, basaloid and poorly differentiated. In addition, no validated

grading system exists for vulval SCC.

Basal cell carcinoma

Basal cell carcinomas are histologically identical to their counterparts occurring in other

cutaneous locations.

Adenocarcinoma

Vulval adenocarcinomas are rare and should be diagnosed using the 2020 WHO
Classification.'® They may be of mammary gland type (various types as in the breast), of
sweat gland origin (various types), intestinal type or arise from Paget’s disease (invasive
Paget’s).>*55 Before diagnosing primary vulval adenocarcinoma, metastasis from
elsewhere should always be considered; correlation of the clinical picture (including the

past history) with pathological features and immunohistochemical studies may assist.

Other carcinomas

A variety of carcinomas (squamous, glandular, salivary-type and other) can arise from the
Bartholin’s glands.>® To be considered a Bartholin’s gland primary, the tumour should
involve the anatomic region of the Bartholin’s glands and be histologically compatible with
an origin in Bartholin’s glands with no alternative primary site identified elsewhere;
preferably, normal Bartholin’s gland tissue should be present in the vicinity of the

neoplasm.

Neuroendocrine tumours

Neuroendocrine neoplasia is classified according to the 2020 WHO Classification
(neuroendocrine tumour, small cell neuroendocrine carcinoma, large cell neuroendocrine
carcinoma, mixed neuroendocrine-non-neuroendocrine carcinoma, Merkel cell
carcinoma).® Some vulval neuroendocrine carcinomas are driven by HPV-infection, while

some Merkel cell carcinomas are driven by polyomavirus.5":58
[Level of evidence C — Tumour type is an independent prognostic factor.]

5.4.2Lymphovascular space invasion

Lymphovascular space invasion (LVSI) does not affect tumour stage; however, it is
important to recognise, as there is an association with tumour spread and recurrence.
Retraction artefacts should be borne in mind and only tumour emboli in endothelium-lined

spaces should be regarded as positive.
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While usually straightforward, the assessment of lymphovascular invasion may be difficult
in a minority of cases, for which the reasons may include (but are not limited to)
suboptimal fixation or cauterisation artefacts. In such cases, examination of multiple levels
and/or immunostaining for endothelial or lymphatic markers (such as CD31, CD34, D2-40,
ERG) may be employed to assist with the decision-making. Cases that are still equivocal
after taking additional steps may be reported as indeterminate for lymphovascular
invasion, but this designation should only be used sparingly and it is useful to provide the

reason in a comment in the report.

[Level of evidence D — The presence of LVSI is an independent predictor of inguinal lymph

node involvement.]

5.4.3Perineural invasion

Perineural invasion (PNI is defined as the presence of malignant cells in the layers of the
nerve sheath (epineurium, perineurium and endoneurium). It was previously thought to be
either a form of lymphatic invasion or spread along the path of least resistance. While PNI
may be associated with other adverse features, such as deep invasion and
lymphovascular invasion, there is emerging evidence that it is an independent prognostic
factor, especially with regard to tumour recurrence.84344 Tumour cells swirling around or
along a nerve but not actually invading the nerve layers may not have the same clinical
significance and should not be reported as PNI.5-62 The term intraneural or perineurial is
more accurate but it is recognised that perineurial/intraneural and perineural have been
used interchangeably in most publications. The term perineural is retained as long as it

refers to invasion of the nerve.
[Level of evidence — D.]

5.4.4Margin status

Recurrence rates in vulval carcinoma and cancer-related deaths have been shown to be
related to pathological margin distance.®364 Owing to factors such as tissue shrinkage and
epithelial changes, the microscopic distance to the margin may not be the same as that
measured macroscopically.*:65-67 A clearance of at least 8 mm has been suggested as the
pathological margin distance required to significantly reduce the risk of local

recurrence.63.68.69

Considerable difficulty may occur in measurement of the minimal peripheral margin,

especially if the tumour is exophytic and if there are folds in the skin and/or mucosa. A
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survey conducted in 2018 at a BAGP meeting highlighted these difficulties and has led to

the following series of recommendations.

e The margin is the distance of invasive carcinoma to the epithelial-stromal junction or

the peripheral stromal edge, whichever is less (Figure 3).

e The peripheral surgical margin is perpendicular to the surface and includes the

skin/mucosa and the underlying soft tissue.
e Involvement of the margin should be reported.
e If uninvolved, the minimal peripheral surgical margin should be measured.
e Measurements should be in straight line whenever possible (Figure 4).

e |If a collarette of tissue is present (as occurs in exophytic tumours) the measurement

can include two straight lines joined at an angle (Figure 5).

e Measurement as a curved line (which is possible when assessing a digital image) is

not currently recommended.

e The minimum distance to the deep margin should be recorded.”

Figure 3: Margin measurement. A. Shortest distance to the epithelial-stromal
interface OR the peripheral stromal edge, whichever is the most clinically relevant.
B. This distance is what is visible at the time of surgical resection, so can be

included for audit purposes.
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Figure 4: Margin measurement should be in a straight line through the tissue, even

when the surface epithelium is undulating or curved.

Figure 5: In exophytic tumours or if a collarette of epithelium is present, the

distance to the margin can be measured as 2 straight lines at an angle.

[Level of evidence D — The distance of tumour from margin correlates with risk of

recurrence.]

5.4 5Precursor lesions

The presence of HPV-associated VIN 2/3 (HSIL), HPV-independent precursors or Paget’s
disease should be recorded. Involvement of a margin by a precursor lesion should be

recorded. The distance of the precursor lesion to the nearest margin should be recorded.
Carcinomas associated with dVIN may be more likely to recur.”
[Level of evidence — D.]

5.4.6Lymph node status

The number of involved lymph nodes, the size of the largest metastatic deposit and the
presence or absence of extranodal spread should be recorded. Only inguinofemoral
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(groin) nodes are regarded as regional for FIGO and TNM staging; pelvic nodes are

considered to represent distant metastatic disease.
[Level of evidence — B.]

5.4.7 Size of nodal deposits

Nodal deposits greater than 5 mm in size have been shown to correlate with poorer
survival and the tumour is upstaged in both the FIGO staging system and the TNM
classification.'! In the 2009 FIGO system, the stage was not clear if there were two lymph
nodes with deposits measuring 5 mm and less than 5 mm, respectively. This problem is
resolved in the 2021 staging system. Any number of lymph nodes with metastases equal
to or less than 5 mm are included in stage IlIA and any number of lymph nodes with

metastases greater than 5 mm are staged as IlIB.

In the case of SLN, it is prudent to document the size of nodal metastases even if they are
less than 5 mm. This is advisable for the purposes of data collection, as there is emerging
evidence that, even when the size of the deposit is less than 5 mm, non-sentinel

metastases may occur in a small minority of cases.®*
[Level of evidence B — Nodal deposit size is an independent prognostic factor.]

5.4.8 Extracapsular spread

Tumour extension outside the lymph node has been shown to be an independent predictor

of poorer survival and is included in the FIGO and TNM staging systems.’273
[Level of evidence B — Extranodal extension is an independent prognostic factor.]

5.4.9Non-neoplastic epithelial disease

The presence or absence of the following non-neoplastic epithelial disease (NNED) should
be recorded because there is an association with development of dVIN, invasive cancer

and increased risk of recurrence.’®

e Lichen sclerosus.
e Mixed lichen sclerosus and squamous hyperplasia.

[Level of evidence D — The presence of NNED is associated with the development of

cancer and increased risk of recurrence.]
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5.4.10 Ancillary studies
HPV-associated tumours

The presence or absence of HPV is an important prognostic factor with regards to
radiotherapy response and survival.*446.7576 \Women with HPV-dependent carcinoma have
a better response to radiotherapy, fewer in-field relapses and better survival. There
appears to be clear stratification into 2 groups based on HPV status, which is taken into

account in the 2020 WHO tumour classification.10

Molecular methods for detecting high-risk HPV include PCR-based amplification of HPV
DNA (this method can give rise to false positive results), DNA in-situ hybridisation (ISH)
and RNA ISH. Not all laboratories will have access to these tests. However,
immunohistochemistry for p16 is a reliable surrogate marker for high-risk HPV infection.
The pattern of p16 staining is important. In precursor lesions (HSIL) p16 should only be
regarded as positive if there is strong, linear, nuclear and cytoplasmic staining in the basal
and suprabasal epithelium, at least 6 cells across which may fade in the upper layers
(‘block pattern’). It can be slightly different from that seen in cervix, in that it may not
necessarily involve one-third to two-thirds of the epithelium.#446.7> When reporting p16
staining, the terms ‘positive’ or ‘negative’ are to be avoided and the terms ‘block-type’,
‘aberrant’ or ‘abnormal’ used instead. In the majority of cases, almost all the cells of the

invasive tumour have abnormal p16 expression.

HPV-independent tumours

Many of these tumours and their precursor lesions are associated with TP53 mutation.
Immunohistochemistry for p53 should be always employed when reporting such cases. It
is acknowledged that p53 immunochemistry may sometimes be difficult to interpret,
therefore awareness of the 4 most common mutant patterns encountered is important.
These are: (1) continuous staining of the basal layers; (2) basal and parabasal/diffuse
staining; (3) complete loss of staining (‘null pattern’); and (4) cytoplasmic staining only.
Cytoplasmic staining is rare. In TP53 mutation-type tumours, immunohistochemistry for
p53 is also useful in assessing margin status.’” Not all HPV-independent carcinoma
harbour TP53 mutation and a normal p53 pattern does not exclude an HPV-I tumour. In a
minority of cases, the tumour may have abnormal p16 as well as abnormal p53 staining.
In such cases the p53 abnormality takes precedence and the tumour should be classified

as HPV-independent, p53 mutation-type.”®
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Figure 6: Patterns of p53 staining: A. Continuous basal; B. Parabasal and diffuse; C.
Null; D. Wild-type. A—C are mutation-type patterns.

It is important to bear in mind that HPV-associated carcinoma may show p53
overexpression but this has been described as a ‘mid-epithelial pattern’ that avoids the

basal layer.”9-81

Immunohistochemical staining for p16 and p53 is essential for all cases of VIN and
invasive SCC to classify them according to HPV status and, if the p16 is normal, to further
classify as TP53 mutation-type or TP53 wild-type. This will provide crucial information of

clinical significance.

[Level of evidence D — High-risk HPV infection in the vulva may be associated with HPV

infection at other gynaecological sites.]

5.4.11 Pathologically confirmed distant metastasis

The presence of distant metastatic disease may not always be known to the pathologist
prior to the MDT meeting. If relevant specimens that indicate distant metastatic disease
are received (e.g. biopsies of distant sites or pelvic lymph nodes), this should be recorded

as pML1. Distant metastatic disease correlates with poorer survival.

[Level of evidence — B.]

6 Non-core dataitems

These may be recorded separately and include:

e koilocytosis/LSIL as an indication of HPV infection

e fibromyxoid stromal reaction as an adverse prognostic indicator®®
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7 Small biopsies

Wide local excisions are handled in the same way as vulvectomy specimens. Ellipse and
punch biopsies are handled according to size in a manner similar to skin specimens.
Larger ellipse biopsies may need inking of the margins. If a lesion is identified, transverse

sectioning, including the nearest resection margin, is recommended.

8 Diagnostic coding and staging

Primary vulval carcinomas should be subtyped according to the WHO 2020 classification
and coded using SNOMED codes (Appendix B).1° Tumours should be staged using the
2021 FIGO staging system with the option to include 8th edition of UICC TNM staging
(Appendix A). This has been implemented in the UK since 01/01/22. Cases reported prior
to this date would have been staged according to the FIGO 2009 staging system.

9 Criteria for audit

The following are recommended by the RCPath as key assurance indicators (see Key

Assurance Indicators for Pathology Services, November 2019) and key performance

indicators (see Key Performance Indicators — Proposals for implementation, July 2013):

e cancer resections should be reported using a template or proforma, including items
listed in the English COSD, which are, by definition, core data items in RCPath cancer
datasets. English trusts were required to implement the structured recording of core
pathology data in the COSD

- standard: 95% of reports must contain structured data

e histopathology cases must be reported, confirmed and authorised within 7 and 10

calendar days of the procedure

- standard: 80% of cases must be reported within 7 calendar days and 90% within

10 calendar days.

This dataset can be used as a standard in audits. Examples of audits include
completeness of recording of all data items in histopathology reports, audits of numbers of
lymph nodes retrieved and of variation between diagnostic biopsies and final
histopathology reports.
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Appendix A FIGO and TNM staging of vulval carcinoma

FIGO staging of vulval carcinoma

FIGO 2021 (from 01/01/2022) | FIGO 2009 (prior to Comment
01/01/2022)
Tumour confined to the vulva | Tumour confined to the No change
vulva
A Tumour size <2 cm and Lesions <2 cm in size, Change in
stromal invasion confined to the vulva or method used
<1 mma perineum and with stromal | by pathologists
invasion <1.0 mm, no nodal | 0 measure
metastasis depth of
- - — stromal
IB _Tumo_ur size >2 cm or stromal Le_zsmns >2 cm in size or invasion. Likely
invasion with stromal invasion to result in
>1 mm? >1.0 mm?, confined to the fewer tumours
vulva or perineum, having depth
with negative nodes >1mm.
I Tumour of any size with Tumour of any size with No change
extension to lower one-third of | extension to adjacent
the urethra, lower one-third of | perineal structures (1/3
the vagina, lower one-third of lower urethra, 1/3 lower
the anus with negative nodes | vagina, anus) with negative
nodes
1] Tumour of any size with Tumour of any size with or | See below
extension to upper part of without extension to
adjacent perineal structures, or | adjacent perineal structures
with any number of nonfixed, (1/3 lower urethra, 1/3
nonulcerated lymph node lower vagina, anus) with
positive inguino-femoral
lymph nodes
[IA | Tumour of any size with (i) With 1 lymph node Now includes:
disease extension to upper metastasis (25 mm), - upper 2/3
two-thirds of the urethra, upper | or urethra or
acder mucosa, recta metastasis(es) (<5 mm) vagina, bladder
mucosa, or regional lymph mucosa or
node metastases <5 mm rectal mucosa
(previously all
stage IVA).
metastasis
>5mm.
- any number of
lymph nodes as
long as <5mm
No longer
includes:
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- lymph node
metastasis in a

single node
>5mm (now
stage 11IB)
l1IB | Regional® lymph node (i) With 2 or more lymph Now includes:
metastases >5mm node metastases (25 mm), | - any number of
or lymph nodes if
(ii) 3 or more lymph node S'Z? Oft :
metastases (<5 mm) metastasis
>5mm
Now excludes:
- 3 or more
lymph nodes if
size is <bmm
(now stage IlIA)
IIIC | Regional® lymph node With positive nodes with No change
metastases with extracapsular spread
extracapsular spread
\Y Tumour of any size fixed to Tumour invades other See below
bone, or fixed, ulcerated lymph | regional (2/3 upper urethra,
node metastases, or distant 2/3 upper vagina), or
metastases distant structures
IVA | Disease fixed to pelvic bone, Tumour invades any of the | Now excludes:
or fixed following: - upper 2/3
or ulcerated regional® lymph (i) upper urethral and/or urethra or
node vaginal mucosa, bladder upper 2/3
metastases mucosa, rectal mucosa, or | /29!N&, bladder
fixed to pelvic bone, mucosa or
rectal mucosa
or (now stage
(i) fixed or ulcerated [A).
inguinofemoral lymph
nodes
IVB | Distant metastases Any distant metastasis No change
including pelvic lymph
nodes
Change in
method of
measurement
of depth of
invasion. No
change in

regional nodes.

aDepth of invasion is measured from the basement membrane of the deepest, adjacent,

dysplastic, tumour-free rete ridge (or nearest dysplastic rete peg) to the deepest point of

invasion. PRegional refers to inguinal and femoral lymph nodes.
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UICC TNM Classification (8th edition)

T — Primary tumour

TX Primary tumour cannot be assessed

TO No evidence of primary tumour

Tis Carcinoma in situ (pre-invasive carcinoma)
T1 Tumour confined to vulva

Tla Tumour 2 cm or less in greatest dimension and with stromal invasion no greater than

1.0 mm
T1b Tumour greater than 2 cm and/or stromal invasion greater than 1.0 mm

T2 Tumour invades any of the following structures: lower third of urethra, lower third of

vagina, anus

T3 Tumour includes any of the following perineal structures: upper two-thirds of urethra,

upper two-thirds of vagina, bladder mucosa, rectal mucosa,; or fixed to pelvic bone

N — Regional lymph nodes

NX Regional lymph nodes cannot be assessed

NO No regional lymph nodes metastasis

N1 Regional lymph node metastasis with the following features:
Nla One or two lymph node metastases each less than 5 mm
N1lb One lymph node metastasis 5 mm or greater

N2 Regional lymph node metastasis with the following features
N2a Three or more lymph nodes metastases each less than 5 mm
N2b Two or more lymph node metastases 5 mm or greater
N2c Lymph node metastasis with extracapsular spread

N3 Fixed or ulcerated regional lymph node metastasis

M — Distant metastasis

MO No distant metastasis

M1 Distant metastasis (including pelvic lymph nodes)
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Appendix B WHO classification and SNOMED codes

Tumour site | ICD-10 SNOMED 2/3 | SNOMED-CT terminology | SNOMED-
Code CT code

Vulva C5h1 T-80000/T- Entire vulva (body 26579600
81000 structure) 1

The morphology codes are from the International Classification of Diseases for Oncology

(ICD-0).
Morphological codes SNOMED 2/3 | SNOMED-CT SNOMED
/ICD-O code | terminology -CT code

Intraepithelial tumours

HSIL (VIN 2/3) M-80772 Squamous intraepithelial | 20365006
neoplasia, grade Il
(morphologic abnormality)

dVIN M-80712 Differentiated 81619800
intraepithelial neoplasia 9
(morphologic abnormality)

Paget’s disease M-85423 Paget’s disease, 71447003
extramammary (except
Paget’s disease of bone)
(morphologic abnormality)

Squamous cell carcinoma

Keratinising or non-keratinising | M-80703 Squamous cell carcinoma, | 28899001
no ICD-O subtype
(morphologic abnormality)

Squamous cell carcinoma M-80853 Human papillomavirus 78321200

HPV-associated positive squamous cell 1
carcinoma (morphologic
abnormality)

Squamous cell carcinoma M-80863 Human papillomavirus 78321300

HPV-independent negative squamous cell 6
carcinoma (morphologic
abnormality)

Verrucous M-80513 Verrucous carcinoma 89906000
(morphologic abnormality)

Basal cell carcinoma

Basal cell carcinoma M-80903 Basal cell carcinoma 1338007
(morphologic abnormality)

Glandular tumours

Adenocarcinoma of anogenital | M-85003 Infiltrating duct carcinoma | 82711006

mammary-like glands (morphologic abnormality)
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Phyllodes tumour, malignant M-90203 Phyllodes tumour, 87913009
malignant (morphologic
abnormality)
Adenocarcinoma, sweat gland | M-84003 Sweat gland 32272007
type adenocarcinoma
(morphologic abnormality)
Adenocarcinoma, intestinal M-81443 Adenocarcinoma, 25190001
type intestinal type
(morphologic abnormality)
Bartholin’s gland tumours
Adenocarcinoma, NOS M-81403 Adenocarcinoma, no 35917007
subtype (morphologic
abnormality)
Squamous cell carcinoma, M-80703 Squamous cell carcinoma, | 28899001
NOS no ICD-O subtype
(morphologic abnormality)
Adenosquamous carcinoma M-85603 Adenosquamous 59367005
carcinoma (morphologic
abnormality)
Adenoid cystic carcinoma M-82003 Adenoid cystic carcinoma | 11671000
(morphologic abnormality)
Myoepithelial carcinoma M-89823 Malignant myoepithelioma | 12888400
(morphologic abnormality) | O
Epithelial-myoepithelial M-85623 Epithelial-myoepithelial 9618003
carcinoma carcinoma (morphologic
abnormality)
Squamous cell carcinoma, M-80853 Human papillomavirus 78321200
HPV-associated positive squamous cell 1
carcinoma (morphologic
abnormality)
Neuroendocrine tumours
Neuroendocrine tumour, grade | M-82403 Neuroendocrine tumour 12757200
1 grade 1 (morphologic 5
abnormality)
Neuroendocrine tumour, grade | M-82493 Neuroendocrine tumour 12757300
2 grade 2 (morphologic 0
abnormality)
Small cell neuroendocrine M-80413 Small cell carcinoma 74364000
carcinoma (morphologic abnormality)
Large cell neuroendocrine M-80133 Large cell neuroendocrine | 12862800
carcinoma carcinoma (morphologic 2
abnormality)
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(morphologic abnormality)

Combined small cell M-80453 Combined small cell 21326004

neuroendocrine carcinoma carcinoma (morphologic
abnormality)

Combined large cell M-80313 Large cell neuroendocrine | 12862800

neuroendocrine tumour carcinoma (morphologic 2
abnormality)

Germ cell tumours

Germ cell tumour, NOS M-90643 Germinoma (morphologic | 28307001
abnormality)

Yolk sac tumour M-90713 Endodermal sinus tumour | 74409009

Procedure codes (P)

These are used in SNOMED 2 and SNOMED 3 to distinguish biopsies, partial resections

and radical resections to indicate the nature of the procedure.

Local P codes should be recorded. At present, P codes vary according to the SNOMED

system in use in different institutions.
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Appendix C Reporting proforma for vulval cancer

resection specimens in list format

specified

Element name Values Implementation
comments

Clinical information, History of | Free text

previous cancer, specify

Clinical information, Prior Free text

neoadjuvant therapy, specify

Clinical information, Other, Free text

Clinical information,
information not provided

Single selection value list:
¢ Information provided
¢ Information not provided

Information provided
selected if any of above
values have non-null
values

Operative procedure

Multiple selection value list:
e Not specified
e Wide local excision

e Partial radical vulvectomy,
left

e Total radical vulvectomy
e Lymph nodes

cannot be assessed, specify

e Other

Operative procedure, Lymph | Free text Only applicable if

nodes, specify site Operative procedure,
Lymph nodes selected

Operative procedure, Other Free text Only applicable if

specify Operative procedure,
Other selected

Specimen dimensions, 1 Size in mm

Specimen dimensions, 2 Size in mm

Specimen dimensions, 3 Size in mm

Specimen dimensions, Free text

Tumour site Multiple selection value list:
e Left vulva, not specified
e Left vulva, Labium majus
e Left vulva, Labium minus
e Left vulva, Bartholin
glands
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e Right vulva, not specified
e Right vulva, Labium majus
e Right vulva, Labium minus

e Right vulva, Bartholin
glands

e Midline/Central/Clitoral
e Vulva, site not known

e Extension to adjacent
structures, vagina

e Extension to adjacent
structures, urethra

e Extension to adjacent
structures, anal/perianal

e Extension to adjacent
structures, other

e Other
Tumour site, extension to Free text
adjacent structures, other
specify
Tumour site, other Free text
Tumour dimensions, Size in mm
Maximum horizontal tumour
dimension
Tumour dimensions, Depth of | Size in mm
invasion
Tumour dimensions, cannot Free text

be assessed, specify

Histological type

Single selection value list:

e Squamous cell carcinoma,
HPV-associated

e Squamous cell carcinoma,
HPV -independent

e Squamous cell carcinoma,
NOS

e Basal cell carcinoma

e Bartholin gland carcinoma
e Adenocarcinoma

e Neuroendocrine

carcinoma
e Other
Histological type, Bartholin Free text Only applicable if
gland carcinoma ‘Histological type,
Bartholin gland
carcinoma’ is selected.
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Histological type, Free text Only applicable if

Adenocarcinoma ‘Histological type,
Adenocarcinoma’ is
selected.

Histological type, Free text Only applicable if

Neuroendocrine carcinoma ‘Histological type,
Neuroendocrine
carcinoma is selected.

Histological type, other Free text Only applicable if

‘Histological type, Other’
Is selected.

Lymphovascular invasion

Single selection value list:

e Present
e Not identified
e |[ndeterminate

PNI (perineural/perineurial
invasion)

Single selection value list:

e Present
e Not identified

Margin status, invasive
tumour

Single selection value list:

e Cannot be assessed
e Not involved
e Involved

Margin status, invasive
tumour, not involved,

Distance in mm

Only applicable if Margin
status, invasive tumour

distance ‘Not involved’ selected
Margin status, invasive Free text Only applicable if Margin
tumour, not involved, specify status, invasive tumour
closest margin ‘Not involved’ selected
Margin status, invasive Free text Only applicable if Margin

tumour, involved, specify
margin

status, invasive tumour
‘Involved’ selected

Margin status, precursor
lesions, not involved,

Distance in mm

Only applicable if Margin
status, precursor lesions

distance ‘Not involved’ selected
Margin status, precursor Free text Only applicable if Margin
lesions, not involved, specify status, precursor lesions
closest margin ‘Not involved’ selected
Margin status, precursor Free text Only applicable if Margin

lesions, involved, specify
margin

status, precursor lesions
‘Involved’ selected

Lymph node status, sentinel
lymph nodes

Single selection value list:

e Cannot be assessed
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No nodes submitted or
found

Nodes identified

Lymph node status, sentinel
lymph nodes, Site 1,
description

Free text

Lymph node status, sentinel
lymph nodes, Site 1, number
of nodes examined

Integer

Lymph node status, sentinel
lymph nodes, Site 1, number
of nodes positive

Integer

Lymph node status, sentinel
lymph nodes, Site 1, Size of
maximum tumour deposit

Size in mm

Lymph node status, sentinel
lymph nodes, Site 1,
extracapsular spread

Single selection value list:

Not identified

e Present
Lymph node status, sentinel | Free text
lymph nodes, Site 2,
description
Lymph node status, sentinel | Integer
lymph nodes, Site 2, number
of nodes examined
Lymph node status, sentinel | Integer
lymph nodes, Site 2, number
of nodes positive
Lymph node status, sentinel | Size in mm

lymph nodes, Site 2, Size of
maximum tumour deposit

Lymph node status, sentinel
lymph nodes, Site 2,
extracapsular spread

Single selection value list:

Not identified
Present

Lymph node status, sentinel
lymph nodes, Classification of
nodal metastasis

Single selection value list:

Isolated tumour cells (<0.2
mm)

Micrometastasis (0.2—-2
mm)

Macrometastasis (>2 mm)

Lymph node status, sentinel
lymph nodes, if positive

Single selection value list:

Identified with ultrastaging
including
immunohistochemistry
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e |dentified with ultrastaging
without
immunohistochemistry

e |dentified without
ultrastaging

Lymph node status, regional
non-sentinel lymph nodes

Single selection value list:
e Cannot be assessed

e No nodes submitted or
found

e Nodes identified

Lymph node status, regional
non-sentinel lymph nodes,
Site 1, description

Free text

Lymph node status, regional
non-sentinel lymph nodes,
Site 1, number of nodes
examined

Integer

Lymph node status, regional
non-sentinel lymph nodes,
Site 1, number of nodes
positive

Integer

Lymph node status, regional
non-sentinel lymph nodes,
Site 1, Size of maximum
tumour deposit

Size in mm

Lymph node status, regional
non-sentinel lymph nodes,
Site 1, extracapsular spread

Single selection value list:
e Not identified
e Present

Lymph node status, regional
non-sentinel lymph nodes,
Site 2, description

Free text

Lymph node status, regional
non-sentinel lymph nodes,
Site 2, number of nodes
examined

Integer

Lymph node status, regional
non-sentinel lymph nodes,
Site 2, number of nodes
positive

Integer

Lymph node status, regional
non-sentinel lymph nodes,
Site 2, Size of maximum
tumour deposit

Size in mm
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Lymph node status, regional
non-sentinel lymph nodes,
Site 2, extracapsular spread

Single selection value list:
¢ Not identified

e Present

Lymph node status, regional
non-sentinel lymph nodes,
Classification of nodal
metastasis

Single selection value list:

e Isolated tumour cells (<0.2
mm)

e Micrometastasis (0.2-2
mm)

e Macrometastasis (>2 mm)

Lymph node status, regional
non-sentinel lymph nodes,
Clinically fixed or ulcerated
lymph nodes

Single selection value list:
e Not known
e Present

Lymph node status, non-
regional lymph nodes

Single selection value list:
e Cannot be assessed

e No nodes submitted or
found

e Nodes identified

Lymph node status, non-
regional lymph nodes, Site 1,
description

Free text

Lymph node status, non-
regional lymph nodes, Site 1,
number of nodes examined

Integer

Lymph node status, non-
regional lymph nodes, Site 1,
number of nodes positive

Integer

Lymph node status, non-
regional lymph nodes, Site 1,
Size of maximum tumour
deposit

Size in mm

Lymph node status, non-
regional lymph nodes, Site 1,
extracapsular spread

Single selection value list:
e Not identified
e Present

Lymph node status, non-
regional lymph nodes, Site 2,
description

Free text

Lymph node status, non-
regional lymph nodes, Site 2,
number of nodes examined

Integer
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Lymph node status, non- Integer
regional lymph nodes, Site 2,

number of nodes positive

Lymph node status, non- Size in mm

regional lymph nodes, Site 2,
Size of maximum tumour
deposit

Lymph node status, non-
regional lymph nodes, Site 2,
extracapsular spread

Single selection value list:
e Not identified
e Present

Lymph node status, non-
regional lymph nodes,
Classification of nodal

Single selection value list:
e Isolated tumour cells (<0.2

. mm)
metastasis e Micrometastasis (0.2-2
mm)
e Macrometastasis (>2 mm)
Co-existent Single selection value list:

pathology/precursor lesions

e None identified
e Present

Co-existent
pathology/precursor lesions,
present

Multiple selection value list:

e Low grade squamous
intraepithelial lesion
(LSIL), HPV-associated

e High grade squamous
intraepithelial lesion
(HSIL), HPV-associated

e Vulval intraepithelial
neoplasia (VIN), HPV-

Only applicable if Co-
existent
pathology/precursor
lesions, present selected

independent
e Lichen sclerosus
e Other
Co-existent Free text Only applicable if Co-

pathology/precursor lesions,
present, other specify

existent
pathology/precursor
lesions, present, Other
selected

Ancillary studies

Single selection value list:
e Not performed
e Performed

Ancillary studies, performed

Multiple selection value list:

e pl6 immunohistochemistry

e HPV testing

Only applicable of
Ancillary studies,
Performed selected
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Pathologically confirmed
distant metastasis

Single selection value list:
e Not identified
e Present

Pathologically confirmed
distant metastasis, present,

specify

Free text

Only applicable if
pathologically confirmed
distant metastasis,
Present selected

UICC TNM version

Single selection value list:
e 8

Value must be 8

TNM descriptors

Multiple selection value list:

e m (multiple primary
tumours)

e 1 (recurrent)
e Y (post-therapy)

pT category

Single selection value list:
o TX

° TO
e Tis
e Tla
[ ] le
° T2
° T3

pN category

Single selection value list:
e NX

o NO

e Nla
[ ] Nlb
e N2a
[ ] N2b
e N2c
o N3

FIGO version

Single selection value list:
e 2021

Provisional FIGO stage

Single selection value list:

[ ] IA

[ ] IB

o Il

o HIAQ)
o IIIA)
o 1IB()
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o 1IIB(ii)

Ele
o IVA()
o IVA(ii)
e IVB

SNOMED Topography code

May have multiple codes.

Look up from SNOMED tables.

SNOMED Morphology code

May have multiple codes.

Look up from SNOMED tables.
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Appendix D Reporting proforma for vulval cancer

biopsy specimens in list format

specified

Element name Values Implementation
comments

Clinical information, History of | Free text

previous cancer, specify

Clinical information, Prior Free text

neoadjuvant therapy, specify

Clinical information, Other, Free text

Clinical information,
information not provided

Single selection value list:
¢ Information provided
¢ Information not provided

Information provided
selected if any of
above values have
non-null values

Procedure Single selection value list:
e Punch biopsy
e Wedge biopsy
Laterality Single selection value list:

o Left

° Right

e Midline

e Not known

Operative procedure, Other
specify

Free text

Only applicable if
Operative procedure,
Other selected

Histological type

Single selection value list:

e Squamous cell carcinoma,
HPV-associated

e Squamous cell carcinoma,
HPV -independent

e Squamous cell carcinoma,
NOS

e Basal cell carcinoma

e Bartholin gland carcinoma
e Adenocarcinoma

e Neuroendocrine

carcinoma
e Other
Histological type, Bartholin Free text Only applicable if
gland carcinoma ‘Histological type,
Bartholin gland
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carcinoma’ is

selected.
Histological type, Free text Only applicable if
Adenocarcinoma ‘Histological type,
Adenocarcinoma’ is
selected.
Histological type, Free text Only applicable if
Neuroendocrine carcinoma ‘Histological type,
Neuroendocrine
carcinoma is
selected.
Histological type, other Free text Only applicable if

‘Histological type,

Other’ is selected.

Lymphovascular invasion

Single selection value list:
e Present

¢ Not identified

¢ Indeterminate

Perineural invasion

Single selection value list:
e Present
¢ Not identified

Margin status, invasive tumour

Single selection value list:
e Cannot be assessed
¢ Notinvolved

e Involved

Co-existent
pathology/precursor lesions

Single selection value list:
¢ None identified
e Present

Co-existent
pathology/precursor lesions,
present

Multiple selection value list:

e Low grade squamous
intraepithelial lesion
(LSIL), HPV-associated

¢ High grade squamous
intraepithelial lesion
(HSIL), HPV-associated

¢ Vulval intraepithelial
neoplasia (VIN), HPV-

Only applicable if Co-

existent

pathology/precursor

lesions, present
selected

independent
e Lichen sclerosus
e Other
Co-existent Free text Only applicable if Co-
pathology/precursor lesions, existent
present, other specify pathology/precursor
PGD 081123 49 V5 Final



lesions, present,
Other selected

Ancillary studies

Single selection value list:
e Not performed
e Performed

Ancillary studies, performed

Multiple selection value list:
e plb6

immunohistochemistry
e HPV testing

Only applicable of
Ancillary studies,
Performed selected

SNOMED Topography code

May have multiple codes.

Look up from SNOMED tables.

SNOMED Morphology code

May have multiple codes.

Look up from SNOMED tables.
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Appendix E Summary table — Explanation of grades of

evidence

(modified from Palmer K et al. BMJ 2008; 337:1832)

Grade (level) of Nature of evidence

evidence

Grade A At least one high-quality meta-analysis, systematic review of
randomised controlled trials or a randomised controlled trial
with a very low risk of bias and directly attributable to the
target population
or
A body of evidence demonstrating consistency of results and
comprising mainly well-conducted meta-analyses, systematic
reviews of randomised controlled trials or randomised
controlled trials with a low risk of bias, directly applicable to
the target cancer type.

Grade B A body of evidence demonstrating consistency of results and
comprising mainly high-quality systematic reviews of case-
control or cohort studies and high-quality case-control or
cohort studies with a very low risk of confounding or bias and
a high probability that the relation is causal and which are
directly applicable to the target population
or
Extrapolation evidence from studies described in A.

Grade C A body of evidence demonstrating consistency of results and
including well-conducted case-control or cohort studies and
high- quality case-control or cohort studies with a low risk of
confounding or bias and a moderate probability that the
relation is causal and which are directly applicable to the
target population
or
Extrapolation evidence from studies described in B.

Grade D Non-analytic studies such as case reports, case series or
expert opinion
or
Extrapolation evidence from studies described in C.

Good practice point Recommended best practice based on the clinical

(GPP) experience of the authors of the writing group.
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Appendix F AGREE Il compliance monitoring sheet

The guidelines of The Royal College of Pathologists comply with the AGREE Il standards

for good quality clinical guidelines. The sections of this guideline that indicate compliance

with each of the AGREE Il standards are indicated in the table.

AGREE standard

Section of guideline

Scope and purpose

1 The overall objective(s) of the guideline is (are) specifically described 1

2 The health question(s) covered by the guideline is (are) specifically described 1

3 The population (patients, public, etc.) to whom the guideline is meant to apply Foreword, 1
is specifically described

Stakeholder involvement

4 The guideline development group includes individuals from all the relevant Foreword
professional groups

5 The views and preferences of the target population (patients, public, etc.) have Foreword
been sought

6 The target users of the guideline are clearly defined 1

Rigour of development

7 Systematic methods were used to search for evidence Foreword

8 The criteria for selecting the evidence are clearly described Foreword

9 The strengths and limitations of the body of evidence are clearly described Foreword

10 The methods for formulating the recommendations are clearly described Foreword

11 The health benefits, side effects and risks have been considered in formulating Foreword
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