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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 (see Appendices D-G) 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) and it is recommended that at least 95% 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:

*  Working Group of the British Association of Gynaecological Pathologists (BAGP), comprising
BAGP Council and co-opted members

* British Gynaecologic Cancer Society (BGCS)

* International Collaboration on Cancer Reporting (ICCR).

The evidence has been evaluated according to the modified SIGN guidance and the level of
evidence for the recommendations has been summarised according to College guidance (see
Appendix H). No major conflicts in the evidence have been identified and any minor discrepancies
between evidence have been resolved by expert consensus. This dataset was compiled based on
an extensive literature review. The ICCR paper on recommendations for the dataset on ovary,
fallopian tube and primary peritoneal carcinoma' was also consulted and items used from it
following discussion with the Chair. The sections of this dataset that indicate compliance with each
of the AGREE Il standards are indicated in Appendix I.

No major organisational changes or cost implications have been identified that would hinder
the implementation of the dataset.

A formal revision cycle for all cancer datasets takes place on a three-yearly basis. However,
each year, the College will ask the author of the dataset, in conjunction with the relevant
subspecialty adviser 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 changes will be incorporated into the dataset and the full
revised version (incorporating the changes) will replace the existing version on the College
website.
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The dataset has been reviewed by the Clinical Effectiveness department, Working Group on
Cancer Services and Lay Governance Group and was placed on the College website for
consultation with the membership from 16 January to 13 February 2019. All comments received
from the Working Group and membership were addressed by the authors to the satisfaction of the
Chair of the Working Group and the Clinical Lead for Guideline Review (Cellular Pathology).

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 Clinical Effectiveness department and are available on request. The authors have
declared no conflicts of interest.

CEff

Introduction

This document provides the dataset for the histopathological reporting of primary neoplasms
of the ovaries, fallopian tubes and peritoneum in resection specimens and replaces the
original versions of the dataset.

This new dataset has been extensively revised to align with the corresponding 2015 ICCR
dataset.” It is hoped that regular application of these datasets will allow consistency of
reporting of these tumours for accurate staging, treatment and inclusion criteria for clinical
trials. This dataset has been compiled to reflect the recent extensive work that has increased
understanding of ovarian epithelial cancer primary origin (i.e. arising from the fimbrial end of
the fallopian tube from serous tubal intraepithelial carcinoma [STIC]) and the subsequent
need for change in sampling protocols, in particular regarding risk-reducing bilateral
salpingo-oophorectomies for patients with BRCA mutations.? In addition, it incorporates the
revised 2014 FIGO staging system for ovarian, tubal and peritoneal carcinomas.® The scope
of this dataset, therefore, is to focus on borderline and malignant epithelial tumours of the
ovary, fallopian tube and peritoneum. Guidance for assignation of primary site of origin is
provided in line with recent publications and the ICCR datasets. Finally, a proposal is
presented for the scoring of the response to neoadjuvant chemotherapy. We hope that this
will be adopted consistently around the UK to give a reproducible and comparable three-tier
system for response assessment. Most gynaecological oncologists use the FIGO staging
system for gynaecological cancers. However, TNM staging is included in this dataset to allow
standardisation of staging across all cancer sites. Depending on local protocols, clinicians
may elect to include TNM staging in gynaecological cancer datasets. The 8th edition of the
TNM Classification of Malignant Tumours from the Union for International Cancer Control
came into effect on 1 January 2018 and should be used for TNM staging.* It is also now
recommended that the histological subtype of ovarian cancer be designated at staging.®

There is now greater clarity with regard to the recognition that ovarian carcinoma is not a
single disease but comprises five major histological subtypes of which high-grade serous
carcinoma is the most common, accounting for >75% of the ovarian carcinomas
encountered.’ These five major subtypes differ in their epidemiological risk factors, molecular
genetics, morphology, immunophenotype, behaviour and response to treatment.®”’

Use of the dataset is advocated in the context of the multidisciplinary team meeting (MDTM)
as an adjunct to clinical decision-making relevant to the treatment of each individual patient.
The final staging should be allocated to each patient at the MDTM when all the available
information is accessible.

This dataset should be completed for each borderline or malignant epithelial tumour of
ovarian, tubal or peritoneal origin. The completion of the dataset will also facilitate regular
audit and review of all aspects of the service and the collection of accurate data for cancer
registries, providing feedback for those caring for patients with cancer. It is important to have
robust local processes in place to ensure that the MDTM clinical leads and other key
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members and cancer registries are informed of supplementary or revised histology reports
that may affect patient treatment and data collection.

Table 1: List of core and non-core data items.

Core Non-core

Request form * Prior chemotherapy * Genetic status

* Specimen type

* Previous biopsy and/or
cytology results

* Capsule status

e Tumour marker results
(where performed/available)

Macroscopy * Capsule status * Tumour dimensions
e Tumour site * Block key

* Dimensions of omentum

* Omental involvement

* Size of maximum omental

deposit
Microscopy *  Tumour type * Pattern of invasion
e Grade (mucinous tumours)
e Sites of involvement * Carcinosarcoma subtypes
* Peritoneal cytology * Chemotherapy response

score (CRS)
* Coexistent pathology

¢ Immunohistochemical and
molecular ancillary data

For borderline mucinous

tumours, an additional non-core

data item is:

* intraepithelial carcinoma

* Lymph node status
* Provisional stage (FIGO)

For borderline serous tumours,
additional core data items are:

* micropapillary architecture
* presence of implants

Target users and health benefits of these guidelines

The target primary users of the dataset are trainee and consultant cellular pathologists and,
on their behalf, the suppliers of IT products to laboratories. Standardised cancer reporting
and multidisciplinary team working reduce the risk of histological misdiagnosis and help to
ensure that clinicians have all of the relevant pathological information required for tumour
staging, management and prognosis. Collection of standardised cancer-specific data also
provides information for healthcare providers and epidemiologists, and facilitates
international benchmarking and research.

Specimen request form

Core data items

2.1.1 Patient demographics

CEff

The request form should include full patient details including demographics. In addition to the
hospital number, it is advised that the NHS number should also be included wherever
possible, as this is a unique identifier across geographic sites. The name of the consultant
allows future communication and ensures the report is sent to the correct clinician.
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2.1.2 Time and date of operation

This will be important for audit of the 62-day target and monitoring time between receipt and
reporting of pathological samples. Time and date of specimen receipt is also useful in
situations where delays occur between the site of operation and receipt in the laboratory, to
aid accurate error logging and incident reporting.

[Level of evidence — GPP.]

2.1.3 Specimen type

This allows correlation of pot labels with the form to avoid laboratory errors and is particularly
important in cases with multiple specimens (which may arrive separately, such as when the
fresh main specimen is received first for tissue collection) or when the normal anatomy is
unclear from the macroscopic examination.

2.1.4 Previous biopsy and cytology results

Knowledge of the result of any previous diagnostic specimens is key to the optimum
specimen handling of any resections and also allows familiarity for frozen section purposes.

[Level of evidence — GPP.]

2.1.5 Tumour marker results

Tumour marker results (when performed), for example CA125, CEA, CA19.9, alpha-
fetoprotein and inhibin, should be included.

[Level of evidence — GPP.]

2.1.6 Prior (neoadjuvant) chemotherapy

The morphological features (both at macroscopic and microscopic level) may be dramatically
altered as a result of chemotherapy and therefore knowledge of the chemotherapy status of
the patient is crucial. A biopsy performed prior to commencing treatment is the usual protocol
for confirmation of diagnosis and referral to the pre-treatment sample may be necessary
before assigning a final histotype to the resection specimens. A cell block made from a
cytology sample, with appropriate immunohistochemical investigations, may be the only
source of original chemotherapy-naive material in exceptional circumstances. Knowledge of
prior chemotherapy will also allow the pathologist to take appropriate blocks at the time of
specimen dissection for tumour regression grading (TRG/CRS — see section 6.2.4). TRG
provides valuable prognostic information in patients who have been treated with neoadjuvant
chemotherapy and may guide further treatment, including entry into trials.

[Level of evidence — D.]

2.1.7 Capsule status

CEff

For ovarian neoplasms it is important to record any perioperative complications that might
have resulted in loss of capsular integrity or any evidence of leakage of cyst contents during
surgery. The cyst is sometimes submitted as fragments if it has been deflated when removed
laparoscopically. The pathologist should be made aware of this. Approximately 25% of
ovarian and primary tubal carcinomas present as stage | at diagnosis; those rupturing during
surgery are assigned FIGO stage IC1, while those that have ruptured prior to surgery are
considered FIGO stage IC2, according to the 2014 FIGO classification.> A recent meta-
analysis® assessed risk factors for survival and demonstrated that progression-free survival
was worse for patients with preoperative rupture. Conversely, patients with perioperative
rupture did not have a significantly worse outcome than those with no rupture, when a
complete surgical staging procedure had been carried out, with or without postoperative
platinum-based chemotherapy.®

[Level of evidence — B.]
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Non-core data items

Genetic status

The cause of 10-15% of carcinomas of the ovary and fallopian tube is thought to be either
germline mutations in BRCA1 or BRCA2 (approximately 90%) or Lynch syndrome (LS;
approximately 10%).>"' BRCA mutations are associated with high-grade serous carcinomas
(up to 23% of patients)'?> while LS is associated with non-serous histotypes (principally
endometrioid and clear cell carcinoma). It is understood that preoperative genetic status is
often not available. Moreover, up to 45% of patients found to have a germline mutation may
not have any family history of breast or ovarian carcinoma. However, genetic status remains
a recommended data element for the following reasons:

* high-grade serous carcinomas associated with BRCA mutations are more likely to show
a combination of particular morphological features, namely solid, pseudoendometrioid
and/or transitional cell-like (SET) features, higher mitotic rates, prominent nuclear
pleomorphism with bizarre forms, dense tumour-infiltrating lymphocytes and
necrosis.”>'* If the genetic status is known, pathologists may be better placed to
correlate these features with a BRCA mutation, reducing the likelihood of
misclassification as another histotype. However, it should be noted that this morphology
is neither specific nor exclusive to BRCA-positive mutation cases. Implications of BRCA
mutations include better prognosis, a higher rate of platinum sensitivity and the
possibility of targeted chemotherapy regimens, including PARP inhibitors."? If patients
are found to have a germline mutation, they and their relatives can be referred for
genetic counselling and screening.

* knowledge of genetic status allows appropriately thorough sampling of resection
specimens (please refer to section 5 of this dataset and the College’s Tissue pathways
for gynaecological pathology'® for further guidance)

* approximately 2% of all ovarian cancers are associated with LS, which is caused by a
germline mutation in one of the four genes encoding DNA mismatch repair (MMR)
proteins. Women with LS have an increased lifetime risk (7—15%) of developing an
ovarian cancer compared with the general population (1-2%); 60% of women with LS
who develop cancer will have a gynaecological cancer (ovarian or endometrial) as their
‘sentinel’ cancer.'® Mutations in MSH2 appear to be most commonly associated with
ovarian cancers.'® MMR immunohistochemistry should be considered in cases of
endometrioid or clear cell subtypes, or when personal or family history raises the
possibility of LS. The presence of other non-BRCA/LS ovarian cancer syndromes is
noted; however, these are rare and no genotype—phenotype correlations have yet been
identified."’

[Level of evidence — B.]

Preparation of the specimen before dissection

Careful inking of the capsular surface can be helpful at possible sites of involvement or
capsular defect, although it is not a universally adopted practice. The neoplasm may be
sliced the previous day to allow adequate fixation. At this time it is worthwhile topping up the
formalin in the container as the specimen often arrives in either inadequate amounts of
formalin or in a container far too small for the size of the specimen. It is recommended that
inking and slicing of the neoplasm only be undertaken following careful examination of the
capsular surface of the ovary. The specimen should be examined for adhesions that may
indicate foci of capsular rupture. Note that surgical rupture can sometimes occur and these
slits within the capsule must be searched for as part of a thorough examination.
Occasionally, the tube may form a mass when closely entangled with the ovary or the
fimbrial end may be seen to merge with the ovarian capsule, therefore it may not be possible
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to examine this end. The presence or evidence of previous sterilisation either by ligation or
as a consequence of Filshie or Hulka clips should be noted.

Prior opening of the accompanying uterus is recommended to enable fixation of the
endometrium, which is prone to autolytic changes if not exposed to formalin soon after
receipt in the laboratory.

A photographic record of the specimen may be useful on an individual case basis when

warranted, for example in cases of capsular breach or surface tumour, or ovarian masses
with unusual macroscopic appearances.

Specimen handling and block selection: data items

Core data items

Specimen type

This allows confirmation that the specimen received is correct, and prompts identification of
any structures mentioned on the request form. Laterality should also be given if applicable.

[Level of evidence — GPP.]

4.1.2 Capsule status

As described in section 2.1.7, this is important for staging purposes.

4.1.3 Macroscopic tumour site

Assigning site of origin is essential for high-grade serous carcinomas. Please see section
6.1.5 for guidance on designation of the likely site of origin by histological assessment.

[Level of evidence — B.]

4.1.4 Macroscopic description of omentum

CEff

The description should include:
e dimensions
e involvement

* maximum dimension of the largest deposit.

An infracolic omentectomy is usually performed as part of the staging procedure for a
suspected ovarian carcinoma. Occasionally, only an omental biopsy will be performed. The
omentum should be measured in three dimensions. The presence or absence of gross
tumour involvement should be documented and the size of the largest tumour nodule
measured. The latter is important in the substaging of stage Ill ovarian carcinomas. The size
of the specimen is also helpful to guide extent of sampling; however, if the omentum is
grossly involved, a single block of tumour with macroscopic description of the greatest
dimension of tumour deposit is sufficient for accurate staging.'' No guidelines exist for
adequate sampling of grossly uninvolved omental specimens; however, sampling in five
blocks has been demonstrated to give good sensitivity.*® Therefore, we advise sampling in
four to six blocks, in line with the ICCR recommendations, depending on the size of omentum
received.” Note, in the presence of serous borderline tumours with exophytic components,
implants are neither visible nor palpable and to exclude their presence sampling of eight to
ten blocks may be more appropriate.

[Level of evidence — GPP.]
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4.2

Non-core data items

4.2.1 Tumour dimensions

Historically, the tumour has been described in three dimensions. This is helpful in visualising
tumour volume (particularly if the sections are sent for a second opinion) and allowing
appropriate sampling.

[Level of evidence — D.]

4.2.2 Block identification key

5.1

CEff

Accurate description of the origin for all tissue blocks is important, in particular if the case is
required for external or internal review, or block retrieval for further molecular or
immunohistochemical testing is required (e.g. as part of a trial or to ascertain drug
susceptibility). To this end, a note of an appropriate tumour block at the end of the block key
is to be encouraged as this will allow rapid retrieval without requiring re-review of sections.

[Level of evidence — C.]

Specimen handling and block selection: a guide

Ovarian masses

It is recommended that all ovarian masses are measured in three dimensions. Specimen
weight may be recorded if desired. The presence and appearance of the fallopian tube
should be recorded, and a note made of whether the fimbrial end is visible or inseparably
incorporated into a tubo-ovarian mass. This is important in designation of the site of origin in
high-grade serous carcinomas, and determines if the fimbrial end can be sampled as per the
SEE-FIM (sectioning and extensive examination of the fimbria) protocol (see Figure 1).

Figure 1: The SEE-FIM protocol. The fimbrial end is sectioned parallel to the long axis of
the tube, with the remainder of the tube transversely sectioned at 2 mm intervals, and
entirely embedded. This is recommended for risk-reducing macroscopically normal salpingo-
oophorectomies and may be modified for ovarian carcinoma specimens.

It is important to determine whether the ovarian capsule is intact. If rupture is identified,
discussion at the MDTM or reference to the operation notes may be helpful in concluding
whether this occurred at or prior to surgery. Inking of the capsular surface may help guide
later microscopic assessment of capsular breach.

The specimen may be received fresh for frozen section diagnosis, at which point the ovarian
tumour should be examined and suspicious (solid, papillary) areas should be sought and
preferentially selected for frozen section examination. The limitations of frozen section
diagnosis (in particular for borderline tumours and in overdiagnosis of clear cell carcinoma)
have been discussed elsewhere.?"? The ovarian mass should be sliced and its cystic or
solid nature noted, as well as the presence and size of papillary excrescences.
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5.2

5.3

5.4
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Adequate sampling is paramount. The recommendation extrapolated from gross dissection
of soft tissue tumours (to submit entirely any tumour <2 cm and to submit a minimum of one
block per 10 mm for tumours >2 cm) has been generally adopted. Ovarian tumours are often
heterogeneous, and adequate sampling is important for numerous reasons including: in
borderline tumours to exclude microinvasive foci; to identify small foci of carcinosarcoma in
high-grade serous carcinoma; to identify histologically diagnostic areas in poorly
differentiated neoplasms or those with heterologous elements or displaying multiple lines of
differentiation. Mucinous carcinomas are the most heterogeneous group of tumours®® with
very focal stromal invasion often occurring. Therefore, consideration of more extensive
sampling in mucinous tumours with borderline morphology or intraepithelial carcinoma is
mandated. In addition, it is recommended that two blocks per 10 mm should be taken in
borderline tumours >10 cm in size, or in cases where the diagnosis has been made at frozen
section or prior to sampling of the main specimen.?** However, with a large homogenous
neoplasm or a simple, thin-walled cystic lesion without capsular thickening or papillary
processes, more limited sampling may be appropriate with the option of further sampling
should this be indicated.

Sampling should be centred on any papillary and solid areas, in addition to thin-walled cystic
components. The former are typically the foci of stromal invasion or malignancy, while cystic
components are useful to demonstrate pre-existent or background changes such as
endometriosis. Ovarian cysts that are entirely thin walled may be rolled up analogous to a
‘membrane roll’ in placentas, to enable a higher surface area to be represented in a single
block.

Fallopian tube

As it is now recognised that most high-grade serous carcinomas arise from the fimbrial end
of the fallopian tube, a SEE-FIM-like protocol should be undertaken on all macroscopically
normal tubal resections for ovarian carcinomas (other than high-grade serous carcinoma)
and borderline tumours. Such a protocol comprises slicing the fimbria parallel to the long axis
and submitting it entirely together with representative transverse sections of the non-fimbrial
end. Submission of the entire tube using a SEE-FIM protocol (see Figure 1), however, is
advocated in cases of high-grade serous carcinoma with bilateral macroscopically normal
tubes. Although the number of premalignant or malignant lesions identified is small (reported
in 0.7% of patients), it would be reasonable to suggest adopting the above SEE-FIM-like
protocol (which includes submission of the entire fimbrial end without necessarily embedding
the entire tube) for all othertubal resections, including resections undertaken for benign
conditions. In patients with a high risk of familial tubo-ovarian malignancy, the full SEE-FIM
protocol is required. Employment of this protocol will facilitate early identification of occult
STIC and invasive high-grade serous carcinoma, and the additional effort and number of
blocks required is small.

Appendix

This should be inspected and described, including any serosal nodules or luminal dilatation,
and the contents noted, in particular the presence of mucinous material. The entire appendix
should be embedded when the ovarian mass is mucinous in nature, as the primary
appendiceal neoplasm in cases of occult metastatic disease may be microscopic.

Lymph node biopsies

Lymph nodes should be submitted in separate pots that are labelled according to their site of
origin. The number of lymph nodes retrieved from each site should be recorded. The
presence of macroscopic involvement of lymph nodes by the tumour should be recorded. All
retrieved lymph nodes must be examined histologically in their entirety. However,
representative sections are all that are required for those lymph nodes that are obviously
involved by the tumour to confirm the presence of metastatic disease, bearing in mind that
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the presence of extracapsular spread may become prognostically important in the future,
while the remainder should be sliced along the short axis (i.e. sliced perpendicular to the long
axis) at 2-3 mm intervals and submitted in their entirety for histological examination. Nodes
<5 mm can be bisected or processed whole. Consideration may be given to multiple lymph
nodes <3 mm being submitted whole in one cassette as they would be too small to slice. This
should be detailed on the macroscopic report within the block key.

5.5 Peritoneal biopsies

These should be submitted in separate pots and labelled as to their site of origin. They
should be submitted in their entirety for histological examination if macroscopically normal,
but a single section may suffice if they are obviously involved by the tumour; this is left to the
individual pathologist’s discretion.

6 Microscopic description

6.1 Core data items

6.1.1 Histological type (carcinomas and borderline tumours)
Histological tumour subtype should be allocated for both borderline tumours and carcinomas
of the ovary as defined by the WHO classification (Appendix A).>® Carcinosarcoma is
classified as a mixed epithelial and mesenchymal malignancy, but is included in this
classification as most are now understood to derive from an epithelial origin.?® The most
common subtype is high-grade serous carcinoma, followed by endometrioid and clear cell
carcinoma.?’?®

Management of ovarian carcinoma is currently largely still dependent on tumour stage.
However, introduction of targeted therapies has already begun (e.g. PARP inhibitors in
BRCA-associated high-grade serous carcinoma) and, as discussed in section 2.2.1,
diagnosis of discrete tumour types may indicate an underlying germline mutation.*'? There is
also an increasing understanding that these defined subtypes of ovarian carcinoma are
associated with different molecular pathogenesis and therefore have distinct natural histories
and responses to chemotherapy.??"*? Please refer to Appendix C for immunohistochemical
aids in diagnosis.

Mixed carcinomas have been omitted in the most recent WHO classification.”® They are now
diagnosed less often as it is now established through molecular studies that those previously
diagnosed as mixed high-grade serous and clear cell/lendometrioid represent high-grade
serous carcinoma demonstrating a range of morphologies. However, mixed carcinomas do
still occur (in the region of 1% of all epithelial ovarian carcinomas),* often in the setting of
endometriosis with mixed clear cell and endometrioid carcinomas, and the proportion of each
subtype should be detailed in the report (even if they comprise <10% of total tumour by
volume).

Seromucinous carcinomas are described in the most recent WHO classification® but their
status as a discrete entity has recently been disputed.* It is therefore recommended that
these tumours be recognised as representing either endometrioid carcinoma or low-grade
serous carcinoma, and classified as such following thorough sampling and adjunctive
immunohistochemical investigations as required (please refer to Appendix C).

[Level of evidence — A.]
6.1.2 Tumour grade

Despite the presence of various universal grading systems, it is recommended that different
tumour grading methods should be utilised based on the histological subtype. Grading
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should be performed on the initial diagnostic biopsy as post-chemotherapy biopsies are
unreliable owing to morphological alterations.

Serous carcinoma

It is now well established that low- and high-grade serous carcinoma represent two distinct
tumour entities characterised by different underlying molecular pathways and response to
treatment.*® Therefore, grade should be assigned using a binary two-tier system.***" It is
recognised that in exceedingly rare cases, both high- and low-grade serous carcinoma may
co-exist, or the former may have originated from the low-grade element.?%

Low-grade serous carcinoma should demonstrate only mild nuclear atypia with a mitotic
index of <12 mitoses/10 high power field and be devoid of necrosis. Conversely, high-grade
serous carcinoma demonstrates widespread nuclear pleomorphism (in excess of a nuclear
size ratio of 3:1), a high mitotic rate and in 95% of cases is associated with an aberrant p53
immunophenotype (diffuse strong positivity, and null or rare granular cytoplasmic staining
patterns).*’

Clear cell carcinoma, undifferentiated carcinoma and carcinosarcoma
These are by definition high-grade tumours.

Endometrioid carcinoma

It is recommended that carcinomas of endometrioid type are classified according to the FIGO
grading system, analogous to those arising within the endometrium. The 1988 FIGO grading
system is based on architecture as follows: grade 1 = <5% solid component; grade 2 = 5—
50% solid component; grade 3 = >50% solid component (with squamous metaplasia not
included in the architectural assessment). When low-grade (1-2) tumours show marked
cytological atypia, the grade should be increased by one; however, this is often a clue to a
high-grade serous carcinoma with glandular growth pattern and this should be excluded by
use of immunohistochemistry.

Effort should be made to reclassify those tumours that would previously have been
diagnosed as seromucinous carcinomas as either endometrioid or low-grade serous
carcinomas (please see section 6.1.1)* and graded as such.

Mucinous carcinoma

There is no separate evidence-based grading system for primary ovarian mucinous
carcinomas. It is recommended that they be graded in a similar manner to endometrioid
carcinomas. The presence of a malignant sarcomatoid mural nodule renders any mucinous
carcinoma high grade (grade 3).

Borderline tumours

The cut-off between the diagnoses of benign cystadenoma/cystadenofibroma with focal
proliferation and ovarian borderline tumour is subject to much interobserver variation.*’ Some
studies have suggested a threshold of 10% of the tumour showing these changes and this is
the recommendation for all epithelial subtypes. However, this remains an arbitrary cut-off,
may give rise to interobserver variability and is dependent on many factors including
sampling techniques. In cases such as extensive torsion-related infarction, a lower threshold
may be prudent and diagnosis is left at the discretion of the individual pathologist.

[Level of evidence — B.]
6.1.3 Implants (serous borderline tumours)
The presence of epithelial implants in various intra-abdominal sites is relatively common

(approximately 20%) in the presence of an ovarian serous borderline tumour.

Following the WHO 2014 publication, invasive implants are now classified as low-grade
serous carcinoma,?® therefore differentiation between invasive and non-invasive implants is
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of utmost importance for management and prognosis.42 Non-invasive implants show no
stromal infiltration and often appear ‘stuck on’ the peritoneal surface. It is recognised that this
can be a difficult and subjective area.*>**

In the small number of cases in which it is not possible to determine whether an implant is
invasive or non-invasive, the term ‘indeterminate type’ may be used.? However, obtaining an
expert second opinion, submitting further blocks or performing further levels should be
considered as first-line options to resolve this question. This category should only be used in
very rare circumstances.

Other borderline tumour types (mucinous, endometrioid, etc.) do not give rise to implants and
therefore if an implant is identified this represents metastasis. In these cases, further blocks
should be taken from the primary ovarian tumour and radiological review undertaken to
exclude an unsampled primary carcinoma or occult metastatic non-ovarian malignancy.

[Level of evidence — B.]

6.1.4 Special features in borderline tumours

Microinvasion

Microinvasion usually occurs within serous or mucinous borderline tumours and in most
studies has not been found to affect prognosis. Investigators have set different thresholds for
the upper limit of diagnosis of microinvasion (ranging from 1 to 5 mm) and some use area
rather than maximum diameter.?>*"*34% We endorse the WHO suggestion of 5 mm. Stromal
invasion may be encountered as individually infiltrating cells (usually seen in association with
serous borderline tumours), destructive stromal invasion or expansile invasion (back-to-back
glands, usually mucinous borderline tumours). Microinvasion may be multifocal and, if
spatially discrete, these foci should be regarded as separate areas and not added together.

Micropapillary architecture

Many serous borderline tumours have small foci of micropapillary architecture (defined as
non-hierarchical branching with papillae of height >5 times the width).25 A micropapillary
borderline tumour should have at least one confluent area displaying micropapillary
architecture with a dimension of at least 5 mm.

[Level of evidence — C.]

6.1.5 STIC and allocation of primary site of origin in high-grade serous carcinoma

CEff

As described in section 5.2, it is now recognised that the majority of high-grade serous
carcinomas arise in the fimbrial end of the fallopian tube. When processed with the SEE-FIM
technique, intraepithelial lesions and small intramucosal carcinomas are frequently identified.
When combined with p53 and Ki67 immunohistochemistry, diagnosis of STIC is highly
reproducible (mutant p53 immunophenotype and Ki67 labelling of >10% in the setting of
pleomorphic cells with loss of cilia).***” Precursor lesions not amounting to STIC (tubal
intraepithelial lesion in transition/serous tubal intraepithelial lesion) are well established, but
their clinical significance remains unclear.*®

One caveat in high-grade serous carcinoma is that uterine serous carcinomas may
secondarily involve the fallopian tube and mimic a primary STIC lesion.*? Equally, other non-
gynaecological primary malignancies may behave in a similar manner.*
Immunohistochemistry for PAX8, WT1 and p53 may be useful for differentiation (see
Appendix C).

It is anticipated that with careful sampling of the fallopian tube, the majority of high-grade
serous carcinomas will be found to be of tubal origin. Failure to detect the fallopian tube
either macroscopically or microscopically implies overgrowth by a tumour and is still
suggestive of a tubal primary. Assignation of an ovarian or peritoneal primary site is therefore
only achieved by excluding any tubal mucosal involvement (and ovarian parenchymal
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involvement in the case of a primary peritoneal tumour; see Table 2).°! It should be noted
that in interval debulking specimens post-chemotherapy (in which there may have been
significant tumour regression), if clear evidence of tubal or ovarian origin is not found,
tumours should be classified as tubo-ovarian in origin. A designation of primary peritoneal
carcinoma can only be made when tubal and ovarian disease has been excluded by
complete pathological examination prior to chemotherapy, i.e. in primary debulking surgical
specimens.®' Cases in which both endometrial and tubal/ovarian involvement is found should
be assessed carefully — with immunohistochemical evaluation — to determine the likely
primary site of origin.

[Level of evidence — A.]

Table 2: Assignation of primary site of origin.

Primary site Criteria

Fallopian tube 1. STIC present

2. Invasive mucosal carcinoma present within the
fallopian tube, regardless of the presence of STIC,
or ovarian or peritoneal disease.

3. Fallopian tube partly or wholly incorporated into
a tubo-ovarian mass, regardless of the presence of
STIC, or ovarian or peritoneal disease.

Ovary An ovarian mass or microscopic involvement of the
ovary by high-grade serous carcinoma is present,
in the absence of STIC or mucosal tubal
carcinoma (when examined by a SEE-FIM
protocol, see Figure 1).

Tubo-ovarian 1. Small biopsy specimen including cytology
samples. This should be supported by appropriate
immunohistochemistry to exclude the possibility of
a uterine serous primary.

2. Post-chemotherapy with no residual disease.

Primary peritoneal This should only be assigned in primary debulking
specimens (i.e. prior to chemotherapy). Peritoneal
high-grade serous carcinoma is present in the
absence of macroscopic or microscopic
involvement of the ovaries (including surface
involvement) or tubal mucosa. It is confirmed by
appropriate immunohistochemistry to exclude
mesothelioma and metastatic carcinoma.

Note: Each individual criterion is sufficient for assignation of the primary site.

6.1.6 Histological sites of tumour involvement

This is necessary for adequate staging (which should be performed according to the FIGO
staging system, see Appendix B). Tumours of the ovary, fallopian tube and peritoneum are
all staged in the same manner.

[Level of evidence — B.]

6.1.7 Peritoneal cytology
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Peritoneal cytology status is required for accurate staging of stage | ovarian tumours
(positive cytology upstages to FIGO stage IC3) and may influence the decision for adjuvant
treatment.

[Level of evidence — B.]
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6.1.8 Lymph node status

It is important to report the site of involved lymph nodes since any extraperitoneal lymph
node involvement (including inguinal lymph nodes) represents stage IV disease.
Measurement of the size of the metastatic deposit is also necessary, as the revised 2014
FIGO staging system classifies retroperitoneal (pelvic, para-aortic) nodal metastases
measuring up to 10 mm as IllIA1(i) and those >10 mm as IlIA1(ii). It has been suggested that
in rare cases of intra-abdominal lymph node metastases without retroperitoneal involvement,
these should be staged as FIGO IIIC, and they are regarded as intra-abdominal disease."

Lymph node involvement in the setting of serous borderline tumours is common (around
25%) and does not appear to affect overall survival.’**®* The exception to this is confluent
nodular aggregates measuring >1 mm,*® which may be associated with a poorer survival and
invasive foci in the omentum. Similarly, the involvement of nodal sinuses by non-invasive
small epithelial groups representing serous borderline tumour should be distinguished from
invasive nodal implants with desmoplasia, representing low-grade serous carcinoma.

[Level of evidence — B.]

6.1.9 Provisional pathological staging pre-MDTM

6.2

6.2.1

It is strongly recommended that the final FIGO stage should be assigned at the gynaeco-
oncology MTDM when all the patient-related information is available. TNM staging is
optional.

[Level of evidence — D.]
Non-core data items

Pattern of invasion (mucinous carcinomas)

Mucinous carcinomas may show an expansile pattern of invasion or destructive stromal
invasion. Expansile invasion is characterised by back-to-back glands that may be
architecturally complex and are lined by atypical epithelium, analogous to the diagnosis of
invasion in endometrioid carcinomas. Destructive stromal invasion is identified by glands,
nests, cords or single cells invading stroma with an associated oedematous, desmoplastic or
inflammatory response. It should be noted that in cases with extensive destructive stromal
invasion, metastatic carcinoma should be considered. There is controversy around whether
or not these patterns confer any survival adv:.-mtage.‘g“'55

[Level of evidence — B.]

6.2.2 Carcinosarcoma subtypes

It may be helpful to provide the clinician with both the epithelial (usually high-grade serous
carcinoma) and mesenchymal subtypes, in particular the presence of heterologous
sarcomatous elements. The availability of this information will be useful in cases of
recurrences. It might also be helpful to provide the clinician with the ratio of epithelial to
stromal components. No prognostic difference has been demonstrated between the
presence of heterologous and homologous elements, although any prognostic difference for
the presence of specifically rhabdomyosarcomatous differentiation has not been studied.*®*’

[Level of evidence — GPP.]

6.2.3 Presence of intraepithelial carcinoma (mucinous borderline tumours)
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This is another controversial area that may have large interobserver variation.

[Level of evidence — C.]
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6.2.4 Response to neoadjuvant chemotherapy
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Many cases of advanced stage ovarian carcinoma are now treated with neo-adjuvant
chemotherapy, and subsequently patients undergo interval debulking surgery at the third or
fourth cycle. The CRS has been validated for use in high-grade serous carcinoma and shows
good reproducibility.®®®" It also correlates with progression-free survival and is therefore
important as a prognostic tool and to guide future therapy in cases where there is histological
evidence of poor response.>8¢%¢

Table 3: Chemotherapy response score.

Score | Criteria Tumour regression
grading
1 Mainly viable tumour with minimal regression-associated | No or minimal tumour
fibro-inflammatory changes limited to a few foci* response
2 Multifocal or diffuse regression-associated fibro- Partial tumour
inflammatory changes, with viable tumour ranging from response

diffuse sheets, streaks or nodules to extensive
regression with multifocal but easily identifiable residual

tumour
3 Mainly regression, with few irregularly scattered Near-complete or
individual tumour cells or cell groups (all measuring <2 complete response

mm), or no residual tumour identified

*Where fibro-inflammatory changes are denoted by fibrosis associated with macrophages including
foam cells, mixed inflammation cells and Psammoma bodies; to be distinguished from tumour-related
inflammation or desmoplasia. Adapted from McCluggage et al." and Bohm et al.*®

As set out by the ICCR," the scoring method to be followed is detailed here:

* scoring should be carried out on a single haemotoxylin and eosin-stained section of
omentum

* the block selected should be the block in which the least response to chemotherapy is
seen

* the amount of viable tumour should be assessed and CRS assigned as per the criteria in
Table 3

* in cases where no evidence of tumour is seen (i.e. no fibro-inflammatory changes
including Psammomatous calcification) or no residual carcinoma cells are identified,
imaging reports should be checked to identify whether the tumour was present in the
omentum prior to chemotherapy. If no omental involvement was reported, the CRS
should not be given.

[Level of evidence — A.]

Diagnostic coding and staging

As described in section 5.1.9, provisional staging prior to the MDTM may be given. The FIGO
stage should be given and coding performed using SNOMED CT codes (see Appendix A). It
is noted, however, that SNOMED is now in a practical transition phase, as part of the
intended full implementation by the NHS and Public Health England (PHE) of SNOMED CT.
SNOMED ceased to be licensed by the International Health Terminology Standards
Development Organisation from 26 April 2017. A list of applicable M SNOMED and
SNOMED CT codes is provided in Appendix A. Mapping SNOMED CT terminology is
provided. The UICC TNM stage (the 8th edition is in use as of 1 January 2018) remains
optional.
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Reporting of small biopsy specimens

In cases where a total primary surgical cytoreduction is feasible, most carcinomas of
ovarian/tubal/primary peritoneal origin are now removed following extensive radiological and
clinical investigation, without a prior histopathological diagnosis.

However, the use of radiologically guided core biopsies via the omental or transvaginal route
for diagnosis prior to treatment with neoadjuvant chemotherapy has become more frequent
and is now routine practice in patients with widespread or bulky disease. They are also
performed in patients who have had a previous carcinoma (particularly breast), or in which
the pattern of disease is atypical, to confirm a gynaecological origin.

The number of core biopsies should be recorded and the length of each core documented.
Preservation of tissue for further immunohistochemical and molecular testing is becoming
increasingly important and therefore each core may be placed in separate cassettes to
enable optimum utilisation.

Criteria for audit

As recommended by the RCPath as key performance indicators (see Key performance
indicators — proposals for implementation, July 2013, www.rcpath.org/profession/quality-
improvement/kpis-for-laboratory-services.html):

* cancer resections must be reported using a template or proforma, including items listed
in the English Cancer Outcomes and Services Dataset (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 by January 2016 and to
update their systems in line with subsequent COSD updates.

- standard: 95% of reports must contain structured data

* histopathology cases must be reported, confirmed and authorised within seven and ten
calendar days of the procedure

- standard: 80% of cases must be reported within seven calendar days and 90%
within ten calendar days.
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Appendix A

WHO classification and SNOMED ‘M’ coding of surface epithelial

neoplasms
Morphology SNOMED SNOMED CT terminology SNOMED CT
2/3 code code

Serous tumours

Low-grade serous carcinoma M84603 Low-grade serous carcinoma | 703561001
(morphologic abnormality)

High-grade serous carcinoma M84413 High-grade serous carcinoma | 703563003
(morphologic abnormality)

Serous tubal intraepithelial M84412 Serous intraepithelial 703558002

carcinoma carcinoma (morphologic
abnormality)

Serous borderline tumour M84421 Serous cystadenoma, 128849004
borderline malignancy
(morphologic abnormality)

Serous borderline tumour, M84602 Serous borderline tumour, 703559005

micropapillary variant micropapillary variant
(morphologic abnormality)

Serous cystadenoma M84410 Serous cystadenoma 51608009
(morphologic abnormality)

Serous adenofibroma M90140 Serous adenofibroma 2026006
(morphologic abnormality)

Serous surface papilloma M84610 Serous surface papilloma 67073007
(morphologic abnormality)

Mucinous tumours

Mucinous carcinoma M84803 Mucinous adenocarcinoma 72495009
(morphologic abnormality)

Mucinous borderline tumour M84721 Mucinous cystic tumour of 128852007
borderline malignancy
(morphologic abnormality)

Mucinous cystadenoma M84700 Mucinous cystadenoma 67182003
(morphologic abnormality)

Mucinous adenofibroma M90150 Mucinous adenofibroma 10705005
(morphologic abnormality)

Endometrioid tumours

Endometrioid carcinoma M83803 Endometrioid carcinoma 30289006
(morphologic abnormality)

Endometrioid borderline tumour M83801 Endometrioid adenoma, 75987005
borderline malignancy
(morphologic abnormality)

Endometriotic cyst M76500 Endometriotic cyst 103678008
(morphologic abnormality)

Endometrioid cystadenoma M83800 Endometrioid adenoma 71106006
(morphologic abnormality)
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Endometrioid adenofibroma M83810 Endometrioid adenofibroma 20829008
(morphologic abnormality)

Clear cell tumours

Clear cell carcinoma M83103 Clear cell adenocarcinoma 30546008
(morphologic abnormality)

Clear cell borderline tumour M83103 Clear cell adenofibroma of 128890001
borderline malignancy
(morphologic abnormality)

Clear cell cystadenoma M84430 Clear cell cystadenoma 128687009
(morphologic abnormality)

Clear cell adenofibroma M83130 Clear cell adenofibroma 58161009
(morphologic abnormality)

Brenner tumours

Malignant Brenner tumour 90003 Brenner tumour, malignant 42194009
(morphologic abnormality)

Borderline Brenner tumour 90001 Brenner tumour, borderline 89996007
malignancy (morphologic
abnormality)

Brenner tumour 90000 Brenner tumour (morphologic | 74739000
abnormality)

Seromucinous tumours

Seromucinous carcinoma 84743 Seromucinous carcinoma 703568007
(morphologic abnormality)

Seromucinous borderline tumour | 84741 Seromucinous borderline 703565005
tumour (morphologic
abnormality)

Seromucinous cystadenoma 84740 Seromucinous cystadenoma | 703564009
(morphologic abnormality)

Seromucinous adenofibroma 90140 Seromucinous adenofibroma | 703652007
(morphologic abnormality)

Mixed epithelial tumours (specify components)

Malignant M83233 Mixed cell adenocarcinoma 3895800
(morphologic abnormality)

Borderline M83231 Mixed epithelial tumour of 399417005
borderline malignancy
(morphologic abnormality)

Benign M83230 Mixed cell adenoma 89773001
(morphologic abnormality)

Undifferentiated and unclassified tumours

Undifferentiated carcinoma M80203 Carcinoma, undifferentiated 38549000
(morphologic abnormality)

Adenocarcinoma, Not otherwise M81403 Adenocarcinoma, no subtype | 35917007

specified (morphologic abnormality)
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Appendix B

TNM and FIGO classification of tumours of the ovary and fallopian
tube, and primary peritoneal carcinomas*

This classification applies to malignant surface epithelial-stromal tumours, including those of
borderline malignancy.

TNM 7 TNM 8 FIGO stage | Descriptor
T — Primary tumour
TX TX Primary tumour cannot be assessed
TO TO No evidence of primary tumour
T1 T1 I Tumour limited to the ovaries or fallopian tube
T1a T1a IA Tumour limited to one ovary (capsule intact) or fallopian
tube, no tumour on ovarian or fallopian tube surface; no
malignant cells in ascites or peritoneal washings
T1b T1b B Tumour limited to one or both ovaries (capsule intact) or
fallopian tubes, no tumour on ovarian or fallopian tube
surface; no malignant cells in ascites or peritoneal
washings
T1c T1c IC Tumour limited to one or both ovaries or fallopian tubes
with or without any of the three criteria below:
T1c1 IC1  Surgical spill
T1c2 IC2  Capsule ruptured before surgery or tumour on
ovarian or fallopian tube surface
T1c3 IC3 * Malignant cells in ascites or peritoneal washings
T2 T2 Il Tumour involves one or both ovaries or fallopian tubes
with pelvic extension (below the pelvic brim) or primary
peritoneal carcinoma
T2a T2a A Extension and/or implants on uterus and/or fallopian
tube(s) and/or ovaries
T2b T2b IIB Extension to other pelvic tissues, including bowel
serosa within the pelvis
T3 and/or N1 | T3 and/or | Il Tumour involves one or both ovaries or fallopian tubes
N1 or primary peritoneal carcinoma with microscopically
confirmed peritoneal metastases outside the pelvis
and/or regional lymph node metastasis (includes liver
capsular metastasis)
T3a T3a A2 Microscopic peritoneal metastasis beyond pelvis, with
or without retroperitoneal lymph node involvement
T3b T3b B Macroscopic peritoneal metastasis beyond pelvis, 2 cm
or less in greatest dimension, with or without
retroperitoneal lymph node involvement, including
bowel involvement
T3c and/or T3c lnc Peritoneal metastasis beyond pelvis more than 2 cm in
N1 greatest dimension with or without retroperitoneal lymph
node involvement
M1 M1 Y Distant metastasis (excludes peritoneal and liver
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capsular metastasis, includes inguinal lymph nodes and
lymph nodes outside the peritoneal cavity)

M1a M1a IVA Pleural effusion with positive cytology

TNM 7 TNM 8 FIGO stage | Descriptor

M1b M1b IVB Parenchymal metastasis and metastasis to extra-
abdominal organs

TNM 7 TNM 8 FIGO stage | Descriptor

N — Regional lymph nodes*

NX Regional lymph nodes cannot be assessed

NO No regional lymph node metastasis

N1 N1 A1 Regional lymph node metastasis

N1a N1a A Lymph node metastasis not more than 10 mm in
greatest dimension

N1b N1b H1Aii Lymph node metastasis more than 10 mm in greatest
dimension

TNM 7 TNM 8 FIGO stage | Descriptor

M — Distant metastasis™*

MX Distant metastasis cannot be assessed

MO No distant metastasis

M1 M1 v Distant metastasis (excludes peritoneal metastasis)

M1a IVA Pleural effusion with positive cytology
M1b IVB Parenchymal metastasis and metastasis to extra-
abdominal organs (including inguinal lymph nodes and
lymph nodes outside abdominal cavity)
Notes

*Regional lymph nodes are: hypogastric (obturator), common iliac, external iliac, lateral sacral,

para-aortic and retroperitoneal lymph nodes.

**Liver capsule metastasis is T3/stage llI; liver and splenic parenchymal metastases are M1/stage
IV; transmural invasion of the bowel wall with mucosal involvement is classified as M1/stage Iv;3
and pleural effusions must have positive cytology for confirmation of M1/stage IV.
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Appendix C Guide to use of immunohistochemistry in tubo-ovarian
carcinomas

This appendix is intended as a non-exhaustive guide to aid classification of carcinomas of ovarian,
tubal and primary peritoneal origin in difficult cases, or in cases of small biopsy specimens.

As in all cases, the general tenets of immunohistochemistry interpretation apply. One should
always use immunostains as part of a panel, and know the normal staining pattern and
compartment of the cell that should be positive. Internal controls are mandatory, especially in
cases where one is looking for loss of expression (e.g. mismatch repair [MMR]
immunohistochemistry, null pattern p53 staining). In general, diagnosis should not be based on the
result of a single immunostain and should always be based primarily on morphology, supported by
ancillary tests. Unexpected positive and negative staining reactions may occur, and results should
always be interpreted in conjunction with the clinical, radiological and morphological features as
part of a multidisciplinary approach.

High-grade ovarian carcinomas

In some cases, it may be difficult to differentiate between high-grade endometrioid and high-grade
serous carcinomas. Furthermore, high-grade serous carcinomas may contain large areas with
clear cell morphology.

A combination of diffuse WT1 positivity and mutant-type p53 immunostaining is corroborative of a
diagnosis of high-grade serous carcinoma, while negative or only focal WT1 expression and wild-
type p53 immunoreactivity together with oestrogen receptor (ER) and progesterone receptor
positivity would suggest endometrioid carcinoma.?** Other softer signs such as background
endometriosis may assist in the diagnosis. In addition, p16 staining is often diffusely positive in
high-grade serous carcinomas, but only shows patchy expression in endometrioid carcinoma.®® A
small proportion of grade 3 endometrioid carcinomas may show a mutant p53 immunophenotype.
ER testing is not helpful in distinguishing serous from endometrioid histotypes, as many high-grade
serous carcinomas of tubo-ovarian origin are diffusely ER positive.

Clear cell carcinomas show a wild-type p53 pattern, napsin A positivity, and are negative for WT1
and ER.®

Use of MMR immunohistochemistry may aid diagnosis,” as well as providing prognostic
information and the opportunity for future therapeutic options such as immunotherapy. The
absence of expression of one or more of the proteins MLH1, PMS2, MSH2 or MSH6 indicates high
microsatellite instability and is corroborative of a diagnosis of endometrioid or clear cell carcinoma
rather than serous carcinoma (which have different underlying molecular pathways).

High-grade versus low-grade serous carcinoma

This may occasionally be problematic in a biopsy specimen. High-grade serous carcinoma shows
a mutant p53 immunophenotype in approximately 95% of cases and this is the most helpful
distinguishing feature. Other helpful immunostains include p16 (which often shows diffuse positive
staining in high-grade serous carcinoma) and Ki67 (which should be moderate to high in high-
grade serous carcinoma and show much lower proliferation indices in low-grade serous
carcinoma). WT1 will be positive in both subtypes. ER testing is unhelpful in this situation.

Mucinous carcinomas: differentiation between primary and metastatic
Differentiation between primary and metastatic mucinous carcinoma is important as it has
significant prognostic implications, but it may be difficult based on immunohistochemistry alone.

This is because intestinal-type primary mucinous ovarian carcinomas have an enteric phenotype
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and may express markers such as CDX2 and CA19.9. Correlation with clinical and radiological
features, together with morphological findings such as extensive destructive stromal invasion or
pseudomyxoma ovarii, is therefore imperative.

However, immunohistochemical features reported to be helpful in this situation are CK7 and CK20,
with a CK7+/CK20- phenotype being consistent with an ovarian primary. DPC4 is a marker that is
deleted in approximately 50% of pancreatic adenocarcinomas; loss of expression of this marker is
very helpful as the vast majority of primary ovarian carcinomas show retention of DPC4
expression.

Although unusual, metastatic cervical adenocarcinoma may mimic a primary mucinous borderline
tumour or carcinoma and therefore addition of p16 to the immunopanel in this setting is suggested.
Block positivity raises the possibility of an occult human papillomavirus-associated cervical
primary.

Reassighing seromucinous carcinomas

As described above, the validity of the diagnosis of seromucinous carcinoma has been called into
question®** and thus we recommend, where possible, assigning tumours that may previously have
fallen into this category into endometrioid or low-grade serous subtypes. Please note that true
seromucinous borderline tumours are still considered to represent a distinct entity and should be
diagnosed appropriately. As they often arise in a background of endometriosis, the presence of
other components such as clear cell carcinoma as a component of a mixed carcinoma should also
be excluded, especially as endometrioid adenocarcinoma/clear cell carcinoma appears to be the
most common combination® in mixed tumours.

The majority of these cases will be reclassified as endometrioid carcinoma, using a combination of
morphological and immunophenotypic assessment. They may show prominent mucinous
differentiation. Extensive tumour cell immunopositivity for WT1 is consistent with a diagnosis of
low-grade serous carcinoma. Immunohistochemistry for p53 and ER will not be helpful for
distinction between these two subtypes, as both show wild-type staining for p53 and ER positivity.
Immunohistochemistry for MMR proteins may be useful for diagnosis of endometrioid
adenocarcinoma.
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Appendix D Reporting proforma for ovarian, tubal and primary peritoneal

carcinomas
SUMAME: . oo Forenames: .........ccccceee. Date of birth: ........ccccccceii,
Patient identifier (CHI/NHS no): .................... Hospital: ......cccooiiiii Hospital no: ...,
Date of surgery:...... oo Date of receipt:........ccceeeennne. Date of reporting: .......cccoeveennne
RePOrt NO: ... Pathologist: ...........cccccvirinneen. SUIGEON: ..oiiiiiiiiieiie e
PRIOR CHEMOTHERAPY'
No chemotherapy O Prior chemotherapy O  Not known O
required administered
SPECIMEN TYPE' (Select all that apply)
Right ovary O Right ovarian cystectomy [  Right fallopian tube O
Left ovary O Left ovarian cystectomy O  Left fallopian tube O
Uterus O Cervix O Omentum O
Peritoneal biopsies O Peritoneal washings/ascitic fluid O
Lymph nodes (SPECify SILE/S) .. ..iuit e e O
Other e.g. bowel, bladder, appendixX (SPECIfy) ..ot O
SPECIMEN INTEGRITY (Required only if ovary(ies)/fallopian tubes are submitted)
Right ovary’ Left ovary’
Ovarian capsule intact O Ovarian capsule intact O
Ovarian capsule ruptured O Ovarian capsule ruptured O
Tumour on surface O Tumour on surface O
Fragmented specimen O Fragmented specimen O
Other ..o O Other ..o O
Right fallopian tube Left fallopian tube
Serosa intact O Serosa intact O
Serosa ruptured O Serosa ruptured O
Tumour on serosal surface O Tumour on serosal surface O
Fragmented specimen O Fragmented specimen O
Other.. o O Other...o O
MACROSCOPIC TUMOUR SITE (Select all that apply)
Right ovary O Right fallopian tube O  Left fallopian tube O
Left ovary O Fimbrial O Fimbrial O
Peritoneum O Non-fimbrial O Non-fimbrial O
Omentum O O
Other (specify) o | |
Indeterminate O
MACROSCOPIC DESCRIPTION OF OMENTUM (Required only if omentum submitted)
Omentum dimensions ... mm X ...... mm X ...... mm
Omental involvement Involved O Not involved O
Maximum dimension of largest deposit  ...... mm

HISTOLOGICAL TUMOUR TYPE AND GRADE'

(Note: If chemotherapy has been administered the grading may need to be based on the pre-chemotherapy
biopsy)

Serous carcinomas

Low grade

High grade

Endometrioid carcinomas

Cannot be graded O

O OO0 060

G1: Well differentiated G3: Poorly differentiated O
G2: Moderately differentiated GX: Cannot be graded O
Clear cell carcinomas Carcinosarcoma

High grade High grade O
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Undifferentiated carcinomas

High grade

Mucinous carcinomas

G1: Well differentiated

G2: Moderately differentiated
Mixed epithelial types

Other

Specify (if Other or Mixed epithelial types)

BORDERLINE TUMOUR

Present

Histological tumour type

O0O000 O

G3: Poorly differentiated O

GX: Cannot be graded O
|

Absent O

SEROUS TUBAL INTRAEPITHELIAL CARCINOMA (STIC)

(Required only if fallopian tube(s) are submitted and applicable to high-grade serous carcinoma only)

Right fallopian tube

Left fallopian tube

Present — fimbrial O Present — fimbrial O
Present — non-fimbrial O Present — non-fimbrial O
Not identified O Not identified O
Cannot be assessed O Cannot be assessed O
HISTOLOGICAL SITES OF TUMOUR INVOLVEMENT
Right ovary’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Left ovary’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Right ovarian capsule/surface’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Left ovarian capsule/surface’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Right fallopian tube’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Left fallopian tube’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Uterus
Not involved O Cannot be assessed @)
Involved O Not applicable O

Site(s):

Myometrium Endometrium O Cervix O
Omentum’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Level of involvement:
Macroscopic O Microscopic O
Peritoneum (including uterine serosa)’
Not involved O Cannot be assessed O
Involved O Not applicable O

Site(s):

Pelvis (specify site/s) O
Abdomen (specify site/s) O

Other involved organ(s)/site(s) (specify)
PERITONEAL CYTOLOGY"
Negative O Indeterminate O
Positive O Not received O
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LYMPH NODE STATUS'
Not submitted @) Not involved O Involved O

Regional

Left pelvic

Number of lymph nodes examined**
Number of positive lymph nodes**
Right pelvic

Number of lymph nodes examined**
Number of positive lymph nodes**
Para-aortic

Number of lymph nodes examined**
Number of positive lymph nodes**

Maximum dimension of largest deposit in regional node ....... mm

Non-regional

Site 1

Number of lymph nodes examined**
Number of positive lymph nodes**
Site 2

Number of lymph nodes examined**
Number of positive lymph nodes**

Note:
**In some cases, it may not be possible to record the actual number of nodes owing to fragmentation of the
specimen.

SITE OF TUMOUR'

Primary tumour, ovary O Primary tumour, peritoneum O
Primary tumour, fallopian tube O Undesignated: site of primary tumour O
cannot be assessed

Comments:
Provisional FIGO stage’ @ ..., (may change following MDTM discussion)
SNOMED codes™ T........cccce... M.,
Pathologist: Date:

.............. | TR TR
Note:

"Data items that are currently part of the Cancer Outcomes and Services Dataset (COSD) version 8.
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Appendix E Reporting proforma for ovarian, tubal and primary peritoneal
borderline tumours

SUMAME: i Forenames: .........cccocccvvneneeen. Date of birth: .......ccccceeiiiiiii
Patient identifier (CHI/NHS no): .................... Hospital: ........ccoooeviiiiiiiiiiiinen, Hospital No: ...,
Date of surgery:...... oo Date of receipt:........ccceeeennne. Date of reporting: .......cccoeveennne
RePOrt NO: ... Pathologist: ...........cccccvirinneen. SUIGEON: ..oiiiiiiiiieiie e

SPECIMEN TYPE' (Select all that apply)

Right ovary O Right ovarian cystectomy [  Right fallopian tube O
Left ovary O Left ovarian cystectomy O  Left fallopian tube O
Uterus O Cervix O Omentum O
Peritoneal biopsies O Peritoneal washings/ascitic fluid O
Lymph nodes (SPECify SILE/S) .. ..cuiu e O
Other e.g. bowel, bladder, appendixX (SPECIfy) .......cc.iuiiiiiiiiii e O
SPECIMEN INTEGRITY (Required only if ovary[ies]/fallopian tubes are submitted)

Right ovary’ Left ovary’

Ovarian capsule intact O Ovarian capsule intact O
Ovarian capsule ruptured O Ovarian capsule ruptured O
Tumour on surface O Tumour on surface O
Fragmented specimen O Fragmented specimen O
Other ..o O Other ..o O
Right fallopian tube Left fallopian tube

Serosa intact O Serosa intact O
Serosa ruptured O Serosa ruptured O
Tumour on serosal surface O Tumour on serosal surface O
Fragmented specimen O Fragmented specimen O
Other...o O Other...o O
MACROSCOPIC TUMOUR SITE (Select all that apply)

Right ovary O Right fallopian tube O  Left fallopian tube O
Left ovary O Fimbrial O Fimbrial O
Peritoneum O Non-fimbrial O Non-fimbrial O
Omentum O O
Other (specify) o | |
Indeterminate O

MACROSCOPIC DESCRIPTION OF OMENTUM (Required only if omentum submitted)
Omentum dimensions ... mm X ...... mm X ...... mm

Omental involvement Involved O Not involved O
Maximum dimension of largest deposit  ...... mm

HISTOLOGICAL TUMOUR TYPE AND GRADE'
(Note: If chemotherapy has been administered the grading may need to be based on the pre-chemotherapy

biopsy)
Serous O Mucinous O
Serous micropapillary variant O Endometrioid O
Clear cell O
Mixed epithelial types O Other O
Specify (if Other or Mixed epithelial types) O | |
IMPLANTS FOR SEROUS & SEROMUCINOUS BORDERLINE TUMOUR
Non-invasive implants Not identified O
Present, Epithelial O
Present, Desmoplastic O
If present, Pelvic O  Abdominal O
O
O
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Invasive implants/Extra-ovarian low-

grade serous carcinoma

Not identified
Present
If present, Pelvic O  Abdominal O

Indeterminate Not identified O
Present O
If present, Pelvic O  Abdominal O
HISTOLOGICAL SITES OF TUMOUR INVOLVEMENT
Right ovary’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Left ovary’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Right ovarian capsule/surface’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Left ovarian capsule/surface’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Right fallopian tube’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Left fallopian tube’
Not involved O Cannot be assessed @)
Involved O Not applicable O
Uterus
Not involved O Cannot be assessed @)
Involved O Not applicable O
Site(s):
Myometrium O Endometrium O Cervix O
Omentum’
Not involved O Cannot be assessed O
Involved O Not applicable O
Level of involvement:
Macroscopic O Microscopic O
Peritoneum (including uterine serosa)’
Not involved O Cannot be assessed O
Involved O Not applicable O
Site(s):
Pelvis (specify site/s) O
Abdomen (specify site/s) O
Other involved organ(s)/site(s) (specify)
|
PERITONEAL CYTOLOGY"
Negative O Indeterminate O
Positive O Not received O
LYMPH NODE STATUS'
Not submitted O Not involved O  Involved @)
Regional
Left pelvic
Number of lymph nodes examined**
Number of positive lymph nodes**
Right pelvic
Number of lymph nodes examined**
Number of positive lymph nodes**
Para-aortic
Number of lymph nodes examined**
Number of positive lymph nodes**
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Non-regional

Site 1

Number of lymph nodes examined**
Number of positive lymph nodes**
Site 2

Number of lymph nodes examined**
Number of positive lymph nodes**

Note:
**In some cases, it may not be possible to record the actual number of nodes owing to fragmentation of the
specimen.

SITE OF TUMOUR'

Primary tumour, ovary O Primary tumour, peritoneum O
Primary tumour, fallopian tube O Undesignated: site of primary tumour O
cannot be assessed

Comments:
Provisional FIGO stage’ @ ..., (may change following MDTM discussion)
SNOMED codes™ T........cccce... M.,
Pathologist: Date:

.............. | TR TR
Note:

"Data items that are currently part of the Cancer Outcomes and Services Dataset (COSD) version 8.
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Appendix F

carcinomas in list format

Reporting proforma for ovarian, tubal and primary peritoneal

Element name

Values

Implementation notes

Prior chemotherapy

Single selection value list:

No chemotherapy
required

Prior chemotherapy
administered

Not known

Specimen type

Multiple selection value list:

Right ovary

Right ovarian cystectomy
Right fallopian tube

Left ovary

Left ovarian cystectomy
Left fallopian tube

Uterus

Cervix

Omentum

Peritoneal biopsies

Peritoneal
washings/ascitic fluid

Lymph nodes

e Other
Specimen type, Lymph nodes, specify | Free text Only applicable if
‘Specimen type, Lymph
nodes’ is selected.
Specimen type, Other, specify Free text Only applicable if

‘Specimen type, Other’ is
selected.

Specimen integrity, Right ovary

Multiple selection value list:

Ovarian capsule intact
Ovarian capsule ruptured
Tumour on surface
Fragmented specimen
Other

Only applicable if
‘Specimen type, Right
ovary’ or ‘Specimen type,
Right ovarian
cystectomy’ is selected.

Specimen integrity, Right ovary, Other

Free text

Only applicable if
‘Specimen integrity,
Right ovary, Other’ is
selected.

Specimen integrity, Left ovary

Multiple selection value list:

Ovarian capsule intact
Ovarian capsule ruptured
Tumour on surface
Fragmented specimen
Other

Only applicable if
‘Specimen type, Left
ovary’ or ‘Specimen type,
Left ovarian cystectomy’
is selected.

Specimen integrity, Left ovary, Other

Free text

Only applicable if
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‘Specimen integrity, Left
ovary, Other’ is selected.

Specimen integrity, Right fallopian
tube

Multiple selection value list:

* Serosa intact
* Serosa ruptured

e  Tumour on serosal
surface

* Fragmented specimen
e Other

Only applicable if
‘Specimen type, Right
fallopian tube’ is
selected.

Specimen integrity, Right fallopian
tube, Other

Free text

Only applicable if
‘Specimen integrity,
Right fallopian tube,
Other’ is selected.

Specimen integrity, Left fallopian tube

Multiple selection value list:

* Serosa intact
* Serosa ruptured

e Tumour on serosal
surface

* Fragmented specimen
e Other

Only applicable if
‘Specimen type, Left
fallopian tube’ is
selected.

Specimen integrity, Left fallopian tube,
Other

Free text

Only applicable if
‘Specimen integrity, Left
fallopian tube, Other’ is
selected.

Macroscopic tumour site

Multiple selection value list:

* Right ovary

* Right fallopian tube
* Left ovary

* Left fallopian tube

* Omentum

* Peritoneum

e Other

* Indeterminate

Macroscopic tumour site, Right
fallopian tube

Multiple selection value list:

e Fimbrial
¢ Non-fimbrial

Only applicable if
‘Macroscopic tumour
site, Right fallopian tube’
is selected.

Macroscopic tumour site, Left fallopian
tube

Multiple selection value list:

e Fimbrial
¢ Non-fimbrial

Only applicable if
‘Macroscopic tumour
site, Left fallopian tube’ is
selected.

Macroscopic tumour site, Other Free text Only applicable if
‘Macroscopic tumour
site, Other’ is selected.

Omentum dimension 1 Size in mm

Omentum dimension 2 Size in mm

Omentum dimension 3 Size in mm

Omental involvement

Single selection value list:
* Involved
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Not involved

Omentum, Maximum dimension of
largest deposit

Size in mm

Histological tumour type and grade

Single selection value list:

Serous carcinoma, low
grade

Serous carcinoma, high
grade

Serous carcinoma, cannot

be graded

Endometrioid carcinoma,
G1

Endometrioid carcinoma,
G2

Endometrioid carcinoma,
G3

Endometrioid carcinoma,
GX

Clear cell carcinoma, high
grade

Carcinosarcoma, high
grade

Undifferentiated
carcinoma, high grade

Mucinous carcinoma, G1
Mucinous carcinoma, G2
Mucinous carcinoma, G3
Mucinous carcinoma, GX
Mixed epithelial subtypes
Other

Histological tumour type and grade,
Specify

Free text

Only applicable if
‘Histological type and
grade, Mixed epithelial
types’ or ‘Histological
type and grade, Other’ is
selected.

Borderline tumour

Single selection value list:

Present
Absent

Borderline tumour, Histological tumour
type

Free text

Only applicable if
‘Borderline tumour,
Present’ is selected.

Serous tubal intraepithelial carcinoma,
Right fallopian tube

Single selection value list:

Present — fimbrial
Present — non-fimbrial
Not identified

Cannot be assessed

Only applicable if
‘Specimen type’ includes
‘Right fallopian tube’ and
‘Histological tumour type
and grade, Serous
carcinoma, High grade’ is
selected.

Serous tubal intraepithelial carcinoma,
Left fallopian tube

Single selection value list:

Present — fimbrial
Present — non-fimbrial

Only applicable if
‘Specimen type’ includes
‘Left fallopian tube’ and
‘Histological tumour type
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* Not identified
e Cannot be assessed

and grade, Serous
carcinoma, High grade’ is
selected.

Histological sites of tumour
involvement, Right ovary

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Right ovary’ or
‘Right ovarian
cystectomy’.

Histological sites of tumour
involvement, Left ovary

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Left ovary’ or
‘Left ovarian cystectomy’.

Histological sites of tumour
involvement, Right ovarian
capsule/surface

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Right ovary’ or
‘Right ovarian
cystectomy’.

Histological sites of tumour
involvement, Left ovarian
capsule/surface

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Left ovary’ or
‘Left ovarian cystectomy’.

Histological sites of tumour

involvement, Right fallopian tube

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Right fallopian
tube’.

Histological sites of tumour

involvement, Left fallopian tube

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Left fallopian
tube’.

Histological sites of tumour
involvement, Uterus

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Uterus’.

Histological sites of tumour

involvement, Uterus, Site(s)

Multiple selection value list:

*  Myometrium
e Endometrium
* Cervix

Only applicable if
‘Histological sites of
tumour involvement,
Uterus, Involved'’ is
selected.

Histological sites of tumour
involvement, Omentum

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

Not applicable if
‘Specimen type’ does not
include ‘Omentum’.
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* Not applicable

Histological sites of tumour
involvement, Omentum, Level of
involvement

Single selection value list:
* Microscopic
* Macroscopic

Only applicable if
‘Histological sites of
tumour involvement,
Omentum, Involved’ is
selected.

Histological sites of tumour
involvement, Peritoneum (including
uterine serosa)

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Peritoneal
biopsies’.

Histological sites of tumour
involvement, Peritoneum (including

Multiple selection value list:

Only applicable if
‘Histological sites of

uterine serosa), Site(s) Pelvis tumour involvement,

* Abdomen Peritoneum (including
uterine serosa), Involved’
is selected.

Histological sites of tumour Free text Only applicable if
involvement, Peritoneum (including ‘Histological sites of
uterine serosa), Site(s), Pelvis, specify tumour involvement,
Peritoneum (including
uterine serosa), Site(s),
Pelvis’ is selected.
Histological sites of tumour Free text Only applicable if
involvement, Peritoneum (including ‘Histological sites of
uterine serosa), Site(s), Abdomen, tumour involvement,
specify Peritoneum (including
uterine serosa), Site(s),
Abdomen’ is selected.
Other involved organ(s)/site(s) Free text

Peritoneal cytology

Single selection value list:
* Negative

* Positive

* Indeterminate

* Not received

Lymph node status

Single selection value list:
* Not submitted
* Notinvolved

* Involved

Regional lymph nodes, Left pelvic, Integer Not applicable if ‘Lymph

Number of lymph nodes examined node status, Not
submitted’ is selected.

Regional lymph nodes, Left pelvic, Integer Not applicable if ‘Lymph

Number of positive lymph nodes node status, Not
submitted’ is selected or
‘Regional lymph nodes,
Left pelvic, Number of
lymph nodes examined’
is <1.

Regional lymph nodes, Right pelvic, Integer Not applicable if ‘Lymph

Number of lymph nodes examined

node status, Not
submitted’ is selected.
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Regional lymph nodes, Right pelvic,
Number of positive lymph nodes

Integer

Not applicable if ‘Lymph
node status, Not
submitted’ is selected or
‘Regional lymph nodes,
Right pelvic, Number of
lymph nodes examined’
is <1.

Regional lymph nodes, Para-aortic,
Number of lymph nodes examined

Integer

Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Regional lymph nodes, Para-aortic,
Number of positive lymph nodes

Integer

Not applicable if ‘Lymph
node status, Not
submitted’ is selected or
‘Regional lymph nodes,
Para-aortic, Number of
lymph nodes examined’
is <1.

Maximum dimension of largest deposit

in regional node

Size in mm

Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Non-regional lymph node, Site 1

Free text

Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 1,
Number of lymph nodes examined

Integer

Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 1,
Number of positive lymph nodes

Integer

Not applicable if ‘Lymph
node status, Not
submitted’ is selected or
‘Non-regional lymph
nodes, Site 1, Number of
lymph nodes examined’
is <1.

Non-regional lymph node, Site 2

Free text

Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 2,
Number of lymph nodes examined

Integer

Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 2,
Number of positive lymph nodes

Integer

Not applicable if ‘Lymph
node status, Not
submitted’ is selected or
‘Non-regional lymph
nodes, Site 2, Number of
lymph nodes examined’
is <1.

Site of tumour

Single selection value list:

Primary tumour, ovary

Primary tumour, fallopian
tube

Primary tumour,
peritoneum

Undesignated: site of
primary tumour cannot be
assessed

CEff 180719

40

V4

Final



Comments

Free text

Provisional FIGO stage

Single selection value list:

1=}
NA1i
A1
A2
1]=]
mnc
IVA
VB

SNOMED T code

May have multiple codes.

Look up from SNOMED
tables.

SNOMED M code

May have multiple codes.

Look up from SNOMED
tables.
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Appendix G

borderline tumours in list format

Reporting proforma for ovarian, tubal and primary peritoneal

Element name

Values

Implementation notes

Specimen type

Multiple selection value list:
* Right ovary

* Right ovarian cystectomy
* Right fallopian tube

* Left ovary

* Left ovarian cystectomy
* Left fallopian tube

* Uterus

* Cervix

* Omentum

* Peritoneal biopsies

* Peritoneal
washings/ascitic fluid

* Lymph nodes

e Other
Specimen type, Lymph nodes, specify | Free text Only applicable if
‘Specimen type, Lymph
nodes’ is selected.
Specimen type, Other, specify Free text Only applicable if

‘Specimen type, Other’ is
selected.

Specimen integrity, Right ovary

Multiple selection value list:

* Ovarian capsule intact

* Ovarian capsule ruptured
e Tumour on surface

* Fragmented specimen

e Other

Only applicable if
‘Specimen type, Right
ovary’ or ‘Specimen type,
Right ovarian
cystectomy’ is selected.

Specimen integrity, Right ovary, Other

Free text

Only applicable if
‘Specimen integrity,
Right ovary, Other’ is
selected.

Specimen integrity, Left ovary

Multiple selection value list:

* Ovarian capsule intact

* Ovarian capsule ruptured
e Tumour on surface

* Fragmented specimen

e Other

Only applicable if
‘Specimen type, Left
ovary’ or ‘Specimen type,
Left ovarian cystectomy’
is selected.

Specimen integrity, Left ovary, Other

Free text

Only applicable if
‘Specimen integrity, Left
ovary, Other’ is selected.

Specimen integrity, Right fallopian
tube

Multiple selection value list:
* Serosa intact

* Serosa ruptured

e  Tumour on serosal

Only applicable if
‘Specimen type, Right
fallopian tube’ is
selected.

CEff 180719

42

V4

Final



surface
* Fragmented specimen
e Other

Specimen integrity, Right fallopian
tube, Other

Free text

Only applicable if
‘Specimen integrity,
Right fallopian tube,
Other’ is selected.

Specimen integrity, Left fallopian tube

Multiple selection value list:

* Serosa intact
* Serosa ruptured

e Tumour on serosal
surface

* Fragmented specimen
e Other

Only applicable if
‘Specimen type, Left
fallopian tube’ is
selected.

Specimen integrity, Left fallopian tube,
Other

Free text

Only applicable if
‘Specimen integrity, Left
fallopian tube, Other’ is
selected.

Macroscopic tumour site

Multiple selection value list:

* Right ovary

* Right fallopian tube
* Left ovary

* Left fallopian tube

* Omentum

* Peritoneum

e Other

* Indeterminate

Macroscopic tumour site, Right
fallopian tube

Multiple selection value list:

e Fimbrial
¢ Non-fimbrial

Only applicable if
‘Macroscopic tumour
site, Right fallopian tube’
is selected.

Macroscopic tumour site, Left fallopian
tube

Multiple selection value list:

e Fimbrial
¢ Non-fimbrial

Only applicable if
‘Macroscopic tumour
site, Left fallopian tube’ is
selected.

Macroscopic tumour site, Other Free text Only applicable if
‘Macroscopic tumour
site, Other’ is selected.

Omentum dimension 1 Size in mm

Omentum dimension 2 Size in mm

Omentum dimension 3 Size in mm

Omental involvement

Single selection value list:
* Involved
* Notinvolved

Omentum, Maximum dimension of
largest deposit

Size in mm

Histological tumour type and grade

Single selection value list:
* Serous
» Serous micropapillary
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variant
* Mucinous
* Endometrioid
* Clearcell
* Mixed epithelial subtypes
e Other

Histological tumour type and grade,
Specify

Free text

Only applicable if
‘Histological tumour type
and grade, Mixed
epithelial types’ or
‘Histological tumour type
and grade, Other’ is
selected.

Non-invasive implants

Single selection value list:
* Not identified

* Present, Epithelial

* Present, Desmoplastic

Only applicable if
‘Histological tumour type
and grade, Serous’ or
‘Histological tumour type
and grade, Serous
micropapillary variant’ is
selected.

Non-invasive implants, sites

Multiple selection value list:
* Pelvic
* Abdominal

Only applicable if ‘Non-
invasive implants,
Present, Epithelial’ or
‘Non-invasive implants,
Present, Desmoplastic’ is
selected.

Invasive implants/Extra-ovarian low-
grade serous carcinoma

Single selection value list:
* Not identified
* Present

Only applicable if
‘Histological tumour type
and grade, Serous’ or
‘Histological tumour type
and grade, Serous
micropapillary variant’ is
selected.

Invasive implants/Extra-ovarian low-
grade serous carcinoma, sites

Multiple selection value list:
* Pelvic
*  Abdominal

Only applicable if
‘Invasive implants/Extra-
ovarian low-grade serous
carcinoma, Present’ is
selected.

Indeterminate implants

Single selection value list:
* Not identified
* Present

Only applicable if
‘Histological tumour type
and grade, Serous’ or
‘Histological tumour type
and grade, Serous
micropapillary variant’ is
selected.

Indeterminate implants, sites

Multiple selection value list:
* Pelvic
*  Abdominal

Only applicable if
‘Indeterminate implants,
Present’ is selected.

Histological sites of tumour
involvement, Right ovary

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Right ovary’ or
‘Right ovarian
cystectomy’.

Histological sites of tumour

Single selection value list:

Not applicable if
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involvement, Left ovary

* Notinvolved

* Involved

* Cannot be assessed
* Not applicable

‘Specimen type’ does not
include ‘Left ovary’ or
‘Left ovarian cystectomy’.

Histological sites of tumour
involvement, Right ovarian
capsule/surface

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Right ovary’ or
‘Right ovarian
cystectomy’.

Histological sites of tumour
involvement, Left ovarian
capsule/surface

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Left ovary’ or
‘Left ovarian cystectomy’.

Histological sites of tumour
involvement, Right fallopian tube

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Right fallopian
tube’.

Histological sites of tumour
involvement, Left fallopian tube

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Left fallopian
tube’.

Histological sites of tumour
involvement, Uterus

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Uterus’.

Histological sites of tumour
involvement, Uterus, Site(s)

Multiple selection value list:
*  Myometrium

* Endometrium

* Cervix

Only applicable if
‘Histological sites of
tumour involvement,
Uterus, Involved'’ is
selected.

Histological sites of tumour
involvement, Omentum

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

* Not applicable

Not applicable if
‘Specimen type’ does not
include ‘Omentum’.

Histological sites of tumour
involvement, Omentum, Level of
involvement

Single selection value list:
* Microscopic
* Macroscopic

Only applicable if
‘Histological sites of
tumour involvement,
Omentum, Involved’ is
selected.

Histological sites of tumour
involvement, Peritoneum (including
uterine serosa)

Single selection value list:
* Notinvolved

* Involved

* Cannot be assessed

Not applicable if
‘Specimen type’ does not
include ‘Peritoneal
biopsies’.
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* Not applicable

Histological sites of tumour
involvement, Peritoneum (including

Multiple selection value list:

Only applicable if
‘Histological sites of

uterine serosa), Site(s) Pelvis tumour involvement,
* Abdomen Peritoneum (including
uterine serosa), Involved’
is selected.
Histological sites of tumour Free text Only applicable if
involvement, Peritoneum (including ‘Histological involvement,
uterine serosa), Site(s), Pelvis, specify Peritoneum (including

uterine serosa), Site(s),

Pelvis’ is selected.
Histological sites of tumour Free text Only applicable if
involvement, Peritoneum (including ‘Histological involvement,
uterine serosa), Site(s), Abdomen, Peritoneum (including
specify uterine serosa), Site(s),

Abdomen’ is selected.
Other involved organ(s)/site(s) Free text

Peritoneal cytology

Single selection value list:
* Negative

* Positive

* Indeterminate

* Not received

Lymph node status

Single selection value list:
* Not submitted
* Notinvolved

* Involved
Regional lymph nodes, Left pelvic, Integer Not applicable if ‘Lymph
Number of lymph nodes examined node status, Not
submitted’ is selected.
Regional lymph nodes, Left pelvic, Integer Not applicable if ‘Lymph
Number of positive lymph nodes node status, Not
submitted’ is selected or
‘Regional lymph nodes,
Left pelvic, Number of
lymph nodes examined’
is <1.
Regional lymph nodes, Right pelvic, Integer Not applicable if ‘Lymph
Number of lymph nodes examined node status, Not
submitted’ is selected.
Regional lymph nodes, Right pelvic, Integer Not applicable if ‘Lymph
Number of positive lymph nodes node status, Not
submitted’ is selected or
‘Regional lymph nodes,
Right pelvic, Number of
lymph nodes examined’
is <1.
Regional lymph nodes, Para-aortic, Integer Not applicable if ‘Lymph
Number of lymph nodes examined node status, Not
submitted’ is selected.
Regional lymph nodes, Para-aortic, Integer Not applicable if ‘Lymph
Number of positive lymph nodes node status, Not
submitted’ is selected or
‘Regional lymph nodes,
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Para-aortic, Number of
lymph nodes examined’
is <1.

Non-regional lymph node, Site 1 Free text Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 1, Integer Not applicable if ‘Lymph

Number of lymph nodes examined node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 1, Integer Not applicable if ‘Lymph

Number of positive lymph nodes node status, Not
submitted’ is selected or
‘Non-regional lymph
nodes, Site 1, Number of
lymph nodes examined’
is <1.

Non-regional lymph node, Site 2 Free text Not applicable if ‘Lymph
node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 2, Integer Not applicable if ‘Lymph

Number of lymph nodes examined node status, Not
submitted’ is selected.

Non-regional lymph nodes, Site 2, Integer Not applicable if ‘Lymph

Number of positive lymph nodes

node status, Not
submitted’ is selected or
‘Non-regional lymph
nodes, Site 2, Number of
lymph nodes examined’
is <1.

Site of tumour

Single selection value list:
* Primary tumour, ovary

* Primary tumour, fallopian

tube

* Primary tumour,
peritoneum

* Undesignated: site of

primary tumour cannot be

assessed

Comments

Free text

Provisional FIGO stage

Single selection value list:
e 1A

* IB

* IC1

* IC2

* IC3

* lIA

* IIB

o A1
* 1A1ii
* [lIA2
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* lIB
* llIC
* IVA
* IVB

SNOMED T code

May have multiple codes.

Look up from SNOMED
tables.

SNOMED M code

May have multiple codes.

Look up from SNOMED
tables.
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Appendix H Summary table — explanation of grades of evidence
(modified from Palmer K et al. BMJ 2008;337:1832)

Grade (level) of evidence

Nature of 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 cancer type

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
cancer type

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 cancer type

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 (GPP)

Recommended best practice based on the clinical experience of the
authors of the writing group.

CEff 180719

49 V4 Final




Appendix | AGREE Il guideline monitoring sheet

The cancer datasets of the Royal College of Pathologists comply with the AGREE Il standards for
good quality clinical guidelines. The sections of this dataset 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 Introduction
2 The health question(s) covered by the guideline is (are) specifically described Introduction
3 The population (patients, public, etc.) to whom the guideline is meant to apply Foreword

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.) Foreword
have been sought

6 The target users of the guideline are clearly defined Introduction

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 Foreword and
formulating the recommendations Introduction

12 There is an explicit link between the recommendations and the supporting 2-8
evidence

13 The guideline has been externally reviewed by experts prior to its publication Foreword

14 A procedure for updating the guideline is provided Foreword

Clarity of presentation

15 The recommendations are specific and unambiguous 2-8

16 The different options for management of the condition or health issue are 2-8
clearly presented

17 Key recommendations are easily identifiable 2-8

Applicability

18 The guideline describes facilitators and barriers to its application Foreword

19 The guideline provides advice and/or tools on how the recommendations can Appendices
be put into practice

20 The potential resource implications of applying the recommendations have Foreword
been considered

21 The guideline presents monitoring and/or auditing criteria 9

Editorial independence

22 The views of the funding body have not influenced the content of the Foreword
guideline

23 Competing interests of guideline development group members have been Foreword

recorded and addressed
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