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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. Pathologists should be
able to justify any variation.

Each dataset contains core data items (see Appendices C and D) 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 those that are supported by robust
published evidence and are required for cancer staging, optimal patient management
and prognosis. Core data items meet the requirements of professional standards (as
defined by the Information Standards Board for Health and Social Care [ISB]) and it is
recommended that at least 95% of reports on cancer resections should record a full set of
core data items. Non-core data items are also described. These may be included, with
appropriate patient consent, to provide a comprehensive report or to meet local clinical
or research requirements. All data items should be clearly defined to allow the
unambiguous recording of data.

The following stakeholders were contacted to consult on this document:

e The British Society for Oral and Maxillofacial Pathology (BSOMP)

e The British Association of Head and Neck Oncologists (BAHNO)

e ENT-UK

e The British Association of Oral and Maxillofacial Surgeons

e The UK and Ireland Association of Cancer Registries.

The information used by the authors to develop this dataset was obtained by undertaking a

search of the PubMed database from January 2010 to June 2024 (inclusive) for relevant
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primary research evidence and systematic reviews on head and neck mucosal
malignancies, either specifically in the sinonasal region or generally in the head and neck
where these subsites can be separately identified. Key terms searched included nasal
cavity and paranasal sinuses (and subsites), clinical trial, prognosis, survival, surgery,
chemotherapy and radiotherapy. In addition, abstracts from selected conference
proceedings from American Society of Clinical Oncology (ASCO) were screened. The
recommendations are in line with those of other national pathology organisations (the
College of American Pathologists, the Royal College of Pathologists of Australasia) and
the United Kingdom National Multidisciplinary Guidelines for Head and Neck Cancer.’
They incorporate the core data items and commentary from the International Collaboration
on Cancer Reporting (ICCR).2 The level of evidence for the recommendations has been
summarised according to modified SIGN guidance (see Appendix E) and the grade of
evidence is indicated in the text. No major conflicts in the evidence have been identified
and minor discrepancies between studies have been resolved by expert consensus. Gaps
in the evidence were identified by College members via feedback received during

consultation.

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 3-yearly basis. However,
each year, the College will ask the authors of the dataset, in conjunction with the relevant
subspecialty advisor to the College, to consider whether or not the dataset needs to be
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 2 weeks for
Fellows’ attention. If fellows do not object to the changes, the short notice of change will be
incorporated into the dataset and the full revised version (incorporating the changes) will
replace the existing version on the College website.

The dataset has been reviewed by the Professional Guidelines team, Working Group on
Cancer Services and Lay Advisory Group and was placed on the College website for
consultation with the membership from 10 December 2024 to 7 January 2025. All
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comments received from the Working Group and membership were addressed by the
author to the satisfaction of the Chair of the Working Group and the Clinical Lead for

Guideline Review.

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

1 Introduction

The dataset has been developed for the reporting of biopsy and resection specimens of
the nasal cavity and paranasal sinuses. The protocol applies to primary mucosal
carcinomas of the nasal cavity, including the nasal septum, and the maxillary, ethmoid,
sphenoid and frontal sinuses and can be adapted for use in selected other malignancies
e.g. olfactory neuroblastoma. Lymphomas and sarcomas are not included in this dataset
and should be reported according to tumour type specific guidelines. Neck dissections and
nodal excisions are dealt with in a separate dataset and the nasal cavity/paranasal sinus

dataset should be used in conjunction with this, where applicable.
The primary purposes of this document are:

e to define the set of data necessary for the uniform recording and staging of the core

pathological features in cancers of the nasal cavity and paranasal sinuses

e to describe its application in sufficient detail and clarity that pathology reports from
different departments will contain equivalent information, allowing comparison of

clinical practice and outcomes.

Optimal reporting of specimens from the head and neck area requires a partnership
between the pathologist and surgeon, radiologist and oncologist. The surgeon can help the
pathologist to provide the information necessary for patient management by the
appropriate handling and labelling of the specimen in the operating theatre. The regular
discussion of cases at multi-disciplinary team (and other clinicopathological) meetings and
correlation with pre-operative imaging studies are important in maintaining and developing

this partnership and providing optimal care to patients.?

The core pathological data are summarised as proformas that may be used as the main

reporting format or may be combined with free text as required. The lymph node dataset is
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common to all head and neck sites. Individual centres may wish to expand the detail in
some sections, e.g. for sites and subsites, to facilitate the recording of data for specific

tumour types.

The guidelines within this dataset should be implemented because certain features of
invasive mucosal carcinomas (subtype, location, extent and grade of the primary
carcinoma, the pattern of invasion and proximity of carcinoma to resection margins) have

been shown to be related to clinical outcome.*-”
These features may therefore be important in:

e deciding on the most appropriate treatment for individual patients, including the extent
of surgery and the use and choice of adjuvant radiotherapy, chemotherapy or targeted
therapies?® 8

e monitoring changing patterns of disease, particularly by cancer registries

e allowing correlation of tumour location and extent in resection specimens with

preoperative imaging

e allowing the accurate and equitable comparison of different surgical units, to identify

good surgical and pathological practice

e aiding the selection and comparison of patients in clinical trials.

1.1 Target users and health benefits of this guideline

The dataset is primarily intended for the use of consultant and trainee pathologists when
reporting biopsies and resection specimens of mucosal malignancies of the head and neck
region and has been developed to aid a consistent approach to the reporting of these
cancers. Surgeons and oncologists may refer to the dataset when interpreting
histopathology reports and core data should be available at multidisciplinary team (MDT)
meetings to inform discussions on the management of head and neck cancer patients. The
core data items are incorporated into the COSD data and are collected for epidemiological
analysis by Cancer Registries on behalf of the National Cancer Intelligence Network.

1.2 Design of this protocol

RCPath recognises the authority of internationally accepted guidance documents (World
Health Organisation (WHO) classification of tumours,® American Joint committee on
cancer (AJCC),* / Union for International Cancer Control (UICC),> TNM Classification of
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Malignant Tumours, and International Collaboration on Cancer Reporting (ICCR),? and to
promote consistent reporting practice, adopts the recommendations of these
organisations. This structured reporting protocol has been developed using the framework
and data items specified in the ICCR dataset on cancers of the nasal cavity and paranasal
sinuses.? The current protocol includes all the ICCR cancer dataset elements as well as
additional information, elements and commentary. Core ICCR references have been

updated to include relevant new information from 2018 to June 2024.

ICCR dataset elements for these cancers have been included verbatim and are indicated
by the blue ICCR logo. ICCR core elements are mandatory, form part of the COSD data
and are therefore represented as standards in this document. ICCR (and RCPath) non-
core elements are recommended and may be included as guidelines or used routinely

according to local practice.

Although tumour-infiltrating lymphocytes (TILs) are assessed as a non-core data item for
oral cavity cancers, the authors consider that there is currently insufficient evidence for the

inclusion of TILs in data recorded for sinonasal carcinomas.

2 Clinical information required for the diagnosis of
carcinomas of the nasal cavity and paranasal
sinuses

The request form should include patient demographic data, which includes:

patient name

date of birth

e SeX

hospital and NHS number (where appropriate) or other patient identification number
Clinical information should include:

e duration of symptoms

e details of the surgery and whether the intent is curative or palliative.

e details of previous pathology reports and history of cancer at sinonasal or at other

anatomical sites.
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e core clinical data items (see section 5)
e clinical TNM stage (for correlation with pathological findings)

e history of previous biopsy, resection, radiotherapy, chemotherapy or immunotherapy,
as this may influence the interpretation of the histological changes and should prompt

a comment on the extent of any response to treatment.

The request form should provide the opportunity for surgeons to provide annotated
diagrams of specimens either as free-hand drawings or on standard diagrams and include,
where appropriate, if tissue has been taken for research. Copies of reports that are sent to

the Cancer Registries should include the patient's address if possible.
The following should also be recorded:

e the name of the clinician requesting the investigation

the date and time of the operation

the date and time at which the specimen was fixed

the date and time the specimen was received in the laboratory.

Details of the legal basis of data sharing with the Cancer Registries can be accessed

through the National Disease Registration Service.

3 Receipt and preparation of specimens before
dissection

Resection specimens should be orientated by the surgeon and may be pinned or sutured
to an appropriate mount (e.g. cork board, polystyrene block, foam sponge, KliniTray™), if
desired. The surgeon should indicate surgically critical margins using metal tags or
sutures. Fixation is in neutral buffered formalin for 24—48 hours in a container of adequate
size (the volume of fixative should be 10 times that of the tissue). Resection specimens
identified as a biohazard risk should be fixed for at least 48 hours (e.g. HIV, tuberculosis).

If tissue is sent fresh from theatres, this should reach the pathology laboratory promptly.

Photography and radiography (if containing bone) of the specimen is advised to record the
extent of the disease and the sites from which tissue blocks are selected. The location of

the tissue blocks should be recorded on the images and should be available for reporting
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the resection margin status. Surgical margins should be painted with an appropriate

marker dye to facilitate assessment of tumour proximity to the margins.

4 Specimen handling and block selection

4.1 Introduction

The specimen handling and preparation protocol described below is based on
contemporary practice and should be regarded as a guide only; it may need to be modified
in individual cases. A detailed dissection protocol is beyond the scope of these guidelines,
but a summary of dissection methods and block selection is included to facilitate recording
of the core data items. More detail can be found, for example, in the relevant sections of
the RCPath document Tissue Pathways for Head and Neck Pathology and other
guidelines.® 0 It is particularly important to record the macroscopic dimensions of the

tumour, location, the extent, closest margins and any gross invasion of bone.

It is important to identify if the patient has been enrolled in clinical trials before starting to
undertake a macroscopic examination of the tumour and selection of blocks, as the clinical

trial protocol may dictate specific requirements in this regard.

4.2 Selection and recording of blocks for histology

A wide range of surgical procedures ranging from endoscopic resection to craniofacial
resection may be encountered (see notes for core data 2 and 3). The general principles of
dissection to ensure that accurate diagnostic and prognostic information e.g. on tissues
invaded and margin status are relevant to all specimen types, but some data may be

provided based on ‘best estimate’, particularly when specimens are fragmented.

Note that if the patient has been enrolled in a clinical trial, the trial protocol may dictate
specific requirements in the macroscopic examination of the tumour and the selection of
blocks. Also, if the specimen has been sampled for biobanking, this should be noted in the

macroscopic description.
Sampling should be as follows:

e atleast 1 block per 10 mm diameter of tumour, including 1 selected to demonstrate the

maximum depth of invasion. Embed the whole tumour if less than 20 mm

e blocks of defined mucosal, deep and bone margins
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e Dblocks to identify tumour extent across bony walls of nasal cavity and sinuses in all
planes. This should include all landmarks required for staging purposes (example
orbital, pterygoid region, infratemporal fossa, all walls of maxillary sinus, ethmoid,

sphenoid, dura etc)
e atleast 1 block of non-neoplastic mucosa.

e one specified block for molecular testing, in which the tumour content should be
formally assessed. It is preferable that a megablock is not used and that this tissue

has not been decalcified.

A methodical, text-based block key and/or photographic record of blocks taken should be
available and preferably included in the surgical report. This is important particularly if
cases are subject to internal or external review. If this information is not included in the
final pathology report, it should be available on the laboratory computer system and
provided to the reviewing pathologist. Recording the origin/designation of tissue blocks
also facilitates retrieval of blocks for further immunohistochemical or molecular analysis,

research studies, or clinical trials.

5 Core data items

The authors have set out to use the ICCR dataset in its current form, with appropriate

qualifications and clarifications for implementation in UK clinical practice. In addition to the
main dataset items, as outlined below, demographic and clinical data should be collected,
as per the ICCR dataset. This includes the patient’'s name, date of birth, sex, hospital and

NHS number (where appropriate) or other patient identification number.

Descriptor | Core/Non- | Responses

1
IO UR core

Previous Core e Information not provided
therapy e Not administered
e Administered, specify type
- Chemotherapy
- Radiotherapy

- Targeted therapy, specify if available
- Immunotherapy, specify if available

Previous therapy comments:

Patients affected by locally advanced sinonasal carcinomas may be treated with pre-
operative chemo-radiation protocols that could result in a significant improvement in survival
in selected cases.''-* In this case, specimens should be extensively sampled, and changes
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presumably induced by treatment should be reported as free text. Quantification of the
extent of response is currently considered not relevant for clinical purposes. Type of
therapy, number of cycles, interval between last cycle of chemotherapy and local regional
treatment initiation can be annotated if available.

[Level of evidence — GPP.]

Descriptor | Core/Non- Responses

2
IOUR core

Operative | Core e Not specified
procedure OR

e Biopsy, specify
e Resection, specify
- Open
- Endoscopic
- Combined
- Enbloc
- Piecemeal

e Neck (lymph node) dissection* (see separate
dataset)

e Other, specify

Operative procedure comments:

Different options are currently available for the surgical treatment of sinonasal malignancies,
which can be chosen according to histopathology, extent of the lesion, and experience of
the surgeon. Surgical approaches include craniofacial resections, endoscopic endonasal
resections, and combined approaches.'>-'" This results in a wide range of surgical
specimens submitted for histopathological analysis.

RCPath additional comments:

If a neck dissection specimen is submitted, please use the separate neck dissection
dataset.

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies.]

Descriptor | Core/Non- | Responses

3
IOUR core

Specimens | Core e Not specified
submitted OR
e Nasal cavity
e Septum
e Floor

e Lateral wall
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e Vestibule
- Paranasal sinus(es), maxillary
- Paranasal sinus(es), ethmoid
- Paranasal sinus(es), frontal
- Paranasal sinus(es), sphenoid
- Other, specify

Specimens submitted comments:

According to the surgical approach, different types of specimens can be submitted for
histological analysis. Specimens from surgery often consist of fragmented material that
should be properly labelled at the time of surgery including a description of the anatomic site
and type of tissue submitted (tumour or other). Due to the difficulty in the orientation of the
samples (impossible in some cases) it is recommended that margins be submitted
separately, properly identified and labelled (especially in suspicious areas). Surgical
resection specimens consist most often of the maxillary bone and adjacent anatomic
structures removed according to the extent of the tumour.'°

Specimens from increasingly common endoscopic operations consist of fragmented
material. Due to the difficulty in the orientation of such samples (impossible in some cases),
it is recommended that margins be submitted separately, properly identified, and labelled
(especially in suspicious areas).

For additional independent tumours use separate datasets. A single bilateral tumour can be
reported as “midline”.

RCPath additional comments:

Irregular mucosal / mucoperiosteal wide local excisions should be orientated on a template
with the various excision margins clearly labelled. Extended maxillectomy / craniofacial
resections with irregular soft tissue margins may also require orientation, when distorted by
tumour.

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies.]

Descriptor | Core/Non+ Responses

4
Io UR core

Tumour Core e Cannot be assessed
site OR

e Nasal cavity

e Septum

e Floor

o Lateral wall
e Vestibule
Paranasal sinus(es), maxillary
- Paranasal sinus(es), ethmoid
Paranasal sinus(es), frontal
Paranasal sinus(es), sphenoid

PGD 170225 13 V2  Final



—  Cribriform plate
- Orbit

e Cranial cavity

e Other, specify

Tumour site comments:

The sinonasal tract consists of the nasal cavity and the paranasal sinuses (maxillary,
ethmoid, frontal, and sphenoid). The nasal cavity can be further subdivided into the nasal
septum, floor, lateral wall, and vestibule. Among sinonasal tract carcinomas, the most
common site of tumour origin is the maxillary sinus, followed by the nasal cavity and
ethmoid sinus. It is rare for carcinomas to arise from the frontal or sphenoid sinuses except
for neuroendocrine tumours in the sphenoid of pituitary origin.'8-22

The precise tumour site within the sinonasal tract is important to record. First, different
staging schemes are utilised for maxillary sinus carcinomas and those arising in the ethmoid
sinus or nasal cavity.® Second, there is prognostic importance to the tumour location. For
example, carcinomas primary to the nasal cavity have been shown to have an improved
prognosis over carcinomas primary to the paranasal sinuses, likely because nasal
carcinomas give rise to symptoms (e.g. nasal obstruction or epistaxis) and this come to
clinical attention sooner.8 22-24 |n addition, among maxillary sinus carcinomas, those arising
from the anterior-inferior portion have a better prognosis than those arising from the
superior-posterior portion, likely because the latter group has easier access to structures
such as the orbit or skull base.* ® Finally, certain carcinomas are closely associated with
specific sinonasal sub-sites. For example, intestinal-type adenocarcinomas and
neuroendocrine carcinomas occur most often in the ethmoid sinuses, while squamous cell
carcinoma occurs most often in the maxillary sinus.?5-27

It is recognised that some carcinomas affect more than 1 sinonasal anatomic sub-site. In
this case, every affected site should be selected.

RCPath additional comments:

For carcinomas that involve more than 1 site, the principal site of involvement (tumour
epicentre) should be recorded and coded; this may not be the site of origin. If required, the
involvement of associated sites can be noted to facilitate staging. Sites and subsites should
be recorded according to the UICC nomenclature.®

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies.]

5 Descriptor | Core/Non- Responses
IOUR core
Tumour Core Single selection value list:
laterality e Not specified
® Right
o Left
e Midline

RCPath additional comments:
The rationale for including laterality is the same as for tumour site.®
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[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies.]

Descriptor Core/Non- Responses

6
IOUR core

Histological Core
tumour type

Table 1: Histological tumour type

WHO classification of tumours of the nasal cavity, paranasal sinuses and skull base
5t edition

Keratinising squamous cell carcinoma

Non-keratinising squamous cell carcinoma

Other squamous cell carcinoma variant, specify (Papillary, verrucous, spindle cell,
acantholytic, adenosquamous, carcinoma cuniculatum)

NUT carcinoma

Sinonasal undifferentiated carcinoma

Sinonasal lymphoepithelial carcinoma

SW1/SNF complex deficient sinonasal carcinoma

Teratocarcinosarcoma

HPV-related multiphenotypic sinonasal carcinoma

Neuroendocrine carcinoma
- Small cell neuroendocrine carcinoma
- Large cell neuroendocrine carcinoma
- Carcinoma admixed with neuroendocrine carcinoma

Adenocarcinoma
- Intestinal-type adenocarcinoma
- Non-intestinal-type adenocarcinoma
- Salivary type carcinoma, specify

Other tumour type, specify
- Olfactory neuroblastoma

Cannot be assessed, specify

Histological tumour type comments:

All sinonasal tumours should be classified based on the most recent edition of the WHO
Classification of Head and Neck Tumours, 5" edition, 2023 (Appendix A).2 The list of
histologic types discussed in the chapter on sinonasal tumours in the WHO 5" edition does
not include salivary gland type tumours or neuroendocrine tumours because they are
described in sections devoted to those topics, but are still to be included here (see ICCR
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Carcinomas of the major salivary glands dataset for types).?® Neuroendocrine neoplasms,
specifically carcinomas (small cell and large cell) develop in this site and are recorded here.
Neuroendocrine tumours grade 1 and 2 are vanishingly rare, and thus are not specifically
included, but can be entered in ‘other’.

The sinonasal tract gives rise to a very large and diverse group of malignant tumours.
Accurate tumour typing is important because specific tumour types are associated with
different prognoses and, in some cases, different treatments.

Diagnostic accuracy is expected to take on additional importance in the future as targeted,
molecular-based therapies become more prominent. While routine histologic examination
has historically been the mainstay for diagnosis, an increasingly large number of sinonasal
malignancies require ancillary testing to diagnose (see section on ancillary studies).?

RCPath additional comments:

Accurate tumour typing is essential as prognosis and therapeutic protocol are dependent on
the tumour subtype.® Due to the wide range of tumours that occur in this anatomic region,
immunohistochemistry and molecular diagnostics may be required for accurate diagnosis.
Whilst routine immunohistochemical techniques to assess the expression of pan cytokeratin
/ specific cytokeratin’s and those used for screening for undifferentiated round and spindle
cell tumours are routinely available in most cellular pathology units, for other markers (such
as NUT, INI1, BRG1, IDH2, NKX2.2 and INSM1), referral to specialist centres for
immunohistochemical and / or molecular testing may be necessary.

A temporary diagnosis of ‘Carcinoma, not otherwise specified’ with an explanatory comment
(further tests pending) may be given if a diagnosis cannot be further refined with the testing
methods available to the pathologist.

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies.]

7 Descriptor | Core/Non- Responses
core
ICCR
Histological | Core e Not applicable

tumour grade e GX: Cannot be assessed

e G1: Well differentiated
e G2: Moderately differentiated
e (G3: Poorly differentiated
e Undifferentiated

- High grade transformation
e Other, specify
e Cannot be assessed, specify

Histological tumour grade comments:

The applicability of tumour grading in the sinonasal tract is dependent on the histologic type
(see Table 2). Most newly described entities have no established grading scheme, but
rather are known to have inherent biologic behaviour e.g., NUT carcinoma is very
aggressive, while HPV-related multiphenotypic sinonasal carcinoma is relatively indolent.?®-
31
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Classification.®

Several grading systems for each tumour type are available, with differing merits and, as
such, recording which system has been applied is more clinically meaningfully (use
‘specify’) to state the system used according to the guidance in the current WHO

Table 2: Applicable grading schemes for sinonasal tumour types

Histologic tumour type

Grading scheme

Keratinising squamous cell carcinoma

Well-, moderately-, or poorly-differentiated

Non-keratinising squamous cell carcinoma

Not applicable

NUT carcinoma

Not applicable

SWI/SNF complex-deficient sinonasal
carcinoma

Not applicable

Sinonasal lymphoepithelial carcinoma

Not applicable

Sinonasal undifferentiated carcinoma

Not applicable

Neuroendocrine carcinoma

High grade

HPV-related multiphenotypic sinonasal
carcinoma

Not applicable

Intestinal-type sinonasal adenocarcinoma

Emerging data to support well-, moderately-,
or poorly-differentiated scheme?’

Non-intestinal type sinonasal
adenocarcinoma

Low grade or high grade

Salivary-type adenocarcinoma

See major salivary glands dataset®®

Teratocarcinosarcoma

Not applicable

cohort studies.]

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or

8 Descriptor Core/Non- | Responses
core
ICCR
Extent of Core « Not identified
invasion

e Bone/cartilage invasion
- Erosive (cortical)
- Infiltrative (medullary involvement)
- Soft tissue infiltration
- Skull base involvement
- Invasion of skin
- Invasion of orbital tissues
- Other, specify
e Cannot be assessed, specify
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Bone and/or cartilage invasion is a frequent finding in sinonasal carcinomas. Both bone
erosion and destruction must be reported as part of the definition of the primary tumour in
the TNM staging system.®

Soft tissue infiltration and skull base involvement are incorporated into the staging.

RCPath additional comments:

Depending on the tumour location, it is necessary to identify which bony wall is infiltrated as
this affects staging. For example, if tumour is in maxillary sinus, mention if bony wall
infiltrated is anterior, posterior, orbital floor, medial, lateral or palatal / alveolar).

[Level of evidence B — The presence of bone involvement is important for accurate staging
of nasal and paranasal sinus malignancies.]

9 Descriptor Core/Non- | Responses
core
ICCR
Lymphovascular | Core e Not identified
invasion
e Present

e [ndeterminate

e Cannot be assessed, specify

Lymphovascular invasion comments:

The presence of neoplastic cells within an endothelial-lined space, either lymphatic or
venous, should be distinguished from retraction artefact. Immunohistochemical staining for
an endothelial marker may help in this distinction.

Cases that are still equivocal after taking additional steps may be reported as
‘indeterminate’ for lymphovascular invasion, but this designation should only be sparingly
used, and it is useful to provide the reason in a comment in the report.

RCPath additional comments:

One small study (48 cases) indicates high grade and lymphovascular invasion had a
significant association with survival outcomes in sinonasal squamous cell carcinoma.3?
Lymphovascular invasion and tumour inoperability were predictive of cancer specific
survival.®3

There is insufficient evidence to justify separating intratumoural and extratumoural vessels
in reports.

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies]

10 Descriptor | Core/Non-| Responses
core
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muR Perineural | Core e Not identified
invasion

e Present
e |[ndeterminate

e Cannot be assessed, specify

Perineural invasion comments:

The frequency of perineural invasion in sinonasal carcinomas is lower than other head and
neck sites, and varies according to the histologic subtype, being most frequent in adenoid
cystic carcinoma, sinonasal undifferentiated carcinoma and squamous cell carcinoma.3# 3%

In sinonasal carcinomas, perineural invasion is associated with a high rate of positive
margins, with maxillary origin, and with previous surgical treatment, with variable results
with respect to outcome.3¢

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies.]

Descriptor | Core/Non-| Responses

11
IOUR core

Margin Core e Involved
status - Specify margin(s), if possible
e Not involved
- Distance from invasive tumour to:
o Deepmargin _ _mm
o Mucosal margin____ mm
- Distance not assessable.
e Cannot be assessed, specify

Margin status comments:

As endoscopic procedures are now the predominant sinonasal tumour resections, margins
are most often sent as numerous separate, fragmented specimens. Therefore, margins can
usually only be reported as positive or negative, with distance to margin being impossible to
determine. The significance of positive margins has been historically extrapolated from
studies on oral cavity tumours® 37 but there is increasing evidence to support a worse
outcome for sinonasal tumours as well 34 3841

Surface dysplasia and carcinoma in situ are exceedingly rare in sinonasal carcinomas, but
secondary surface spread from an invasive carcinoma can be seen.® For the purposes of
this dataset, a margin with intraepithelial carcinoma should be regarded as positive for
invasive carcinoma.

** High-grade dysplasia is synonymous with moderate/severe dysplasia.

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or
cohort studies.]
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Descriptor | Core/Non-| Responses

12

core
ICCR
Precursor | Core e Not applicable
lesions e Not present

e Present (e.g. squamous papilloma, surface
dysplasia)

Precursor lesions comments:

It is well established that sinonasal papillomas (especially the inverted and oncocytic
subtypes) may give rise to sinonasal carcinomas, most often SCC but rarely other types.**
43 Surface dysplasia is rare in the sinonasal tract, but it is a characteristic precursor lesion in
human papillomavirus (HPV)-related multiphenotypic sinonasal carcinoma.° It has been
suggested that some sinonasal non-salivary adenocarcinomas may arise from respiratory
epithelial adenomatoid hamartoma or seromucinous hamartoma, but the precursor role of
these lesions is unresolved.

RCPath additional comments:

Background sinonasal mucosal pathology (hamartomatous and metaplastic changes)
should be recorded as free text. Metaplastic changes may be seen near intestinal type
adenocarcinomas.44 4°

[Level of evidence D — The basis in evidence for inclusion is expert opinion.]

13 Descriptor Core/Non-core Responses
IOUR Ancillary Core and non-core e Not performed
studies (depending on diagnostic
considerations) e Performed, specify

Ancillary tests comments:

While keratinising SSC — the most common sinonasal malignancy — can be diagnosed by
routine microscopy, ancillary techniques are becoming increasingly necessary to diagnose
many sinonasal tumours (see Table 3). If the specific technique is not performed, then a
note to that effect should be entered, along with the most likely candidate category (i.e., if
NUT immunohistochemistry is not available, state non-keratinising SSC, and suggest it may
be in this category).

While parts of this element are deemed core, consideration should be given to temporarily
downgrading these to non-core until resources allow.

Table 3: A summary of ancillary techniques for each sinonasal tumour type

Histologic tumour type Ancillary techniques
Keratinising squamous cell Not needed in most cases (non-core).
carcinoma

Non-keratinising squamous Diffuse expression of squamous markers (e.g., p40, CK5/6)
cell carcinoma required (core). Negative CD99 is useful to exclude
adamantinoma-like Ewing sarcoma, and negative NUT to
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exclude NUT carcinoma (non-core). Many are HPV-related,
but HPV testing not currently required (non-core).

NUT carcinoma

Demonstration of NUT gene rearrangement or positivity with
monoclonal antibody against NUT protein is required
(core).46

SWI/SNF complex-deficient
sinonasal carcinoma

Loss of expression of either SMARCB1 or SMARCA4 by
immunohistochemistry is required (core).4”- 48

Sinonasal lymphoepithelial
carcinoma

Usually positive for EBV by in situ hybridisation.*® Useful but
not required (non-core).

Sinonasal undifferentiated
carcinoma

Diagnosis of exclusion, so other similar-appearing entities
(e.g., non-keratinising squamous cell carcinoma, NUT
carcinoma, SWI/SNF complex-deficient sinonasal
carcinomas) must be excluded (core).%°

Neuroendocrine carcinoma

Positive staining with at least 1 specific neuroendocrine
marker (synaptophysin, chromogranin, INSM1) and an
epithelial marker required (core). Other tumours which
express these markers must be excluded, e.g., olfactory
neuroblastoma, teratocarcinosarcoma.

HPV-related multiphenotypic
sinonasal carcinoma

HPV-specific testing (in situ hybridisation or PCR) is
required (core). Testing should include type 33 which is
most common. 30

Intestinal-type sinonasal
adenocarcinoma

Immunostaining with CDX2 and CK20 is useful but not
required (non-core).%

Non-intestinal type sinonasal
adenocarcinoma

Often positive for SOX10, S100, and DOG1, with a subset
showing nuclear beta-catenin expression, but not required
for diagnosis (non-core).5? %3

Salivary-type
adenocarcinoma

See ICCR dataset: carcinomas of the major salivary glands.
Histopathology reporting guide 28

Teratocarcinosarcoma

SMARCAA4 is often completely or partially lost, and beta-
catenin staining is frequently nuclear. Useful in a limited
sample, but not required to diagnose (non-core).%*

RCPath additional comments:

In poorly differentiated malignancies, immunohistochemical markers can be used to assign
a tumour to a specific category. Please also refer to notes on specific tumour types (section

11).

[Level of evidence C — The basis in evidence for inclusion is well-conducted case-control or

cohort studies.]

6 Non-core data items

NC1 Descriptor

Core/Non-
core

Responses
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dimensions

muR Tumour Non-core |,

Maximum tumour dimension (largest tumour)

mm

Additional dimensions (largest tumour)

mm X mm

Cannot be assessed, specify

Tumour dimensions comments:

For en-bloc resections, tumour size should be recorded based on gross examination of an
unfixed specimen. In this anatomic site, however, tumour size does not affect staging.
Moreover, due to the prevalence of endoscopic procedures resulting in fragmented
specimens, it is often not possible to determine tumour size with accuracy. The option
‘cannot be assessed’ should be used in this scenario.

7 Diagnostic coding and staging

7.1 General comments

Pathological staging should be undertaken using UICC TNM8 (Appendix B). Where there

are multifocal tumours, UICC TNMS rule 5 states that the tumour with the highest

T category should be categorised, and the multifocal nature noted by the suffix (m) or the

number of invasive foci noted in parenthesis.®

Tumours should be allocated an appropriate SNOMED/SNOMED-CT code according to

the functionality of the laboratory information system. Codes for the more common

tumours are provided in Appendix A.

7.2 Staging
14 Descriptor Core/Non- Responses
ICCR
“ Pathological Core TNM descriptors (see Appendix B) plus, if

staging (UICC
TNM 8th edition)

applicable:

e m — multiple primary tumours

e r—recurrent

y — during or following multimodality

therapy

Staging comments:
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By convention, the designation ‘T’ refers to a primary tumour that has not been previously
treated. The symbol ‘p’ refers to the pathologic classification of the stage, as opposed to
the clinical classification, and is based on gross and microscopic examination. pT entails a
resection of the primary tumour adequate to evaluate the highest pT category, pN entails
removal of nodes adequate to validate lymph node metastasis, and pM implies
microscopic examination of distant lesions. There is no pathologic MO category as this
designation requires clinical evaluation and imaging. Clinical classification (cTNM) is
usually carried out by the evaluating clinician before treatment during initial evaluation of
the patient or when pathologic classification is not possible.

Pathological staging is usually performed after surgical resection of the primary tumour
and depends on documentation of the anatomic extent of disease and whether the primary
tumour has been completely removed. If a biopsied tumour is not resected for any reason
(e.g., when technically unfeasible) and if the highest T and N categories or the M1
category of the tumour can be confirmed microscopically, the criteria for pathologic
classification and staging have been satisfied even though total removal of the primary
cancer was not performed.

TNM descriptors:

For identification of special cases of TNM or pTNM classifications, the ‘m’ suffix and ‘y’ and
‘r prefixes are used. Although they do not affect the stage grouping, they indicate cases
needing separate analysis.

The ‘m’ suffix indicates the presence of multiple primary tumours in a single site and is
recorded in parentheses: pT(m)NM.

The ‘y’ prefix indicates those cases in which classification is performed during or following
initial multimodality therapy (i.e., neoadjuvant chemotherapy, radiation therapy, or both
chemotherapy and radiation therapy). The cTNM or pTNM category is identified by a 'y’
prefix. The ycTNM or ypTNM categorises the extent of tumour actually present at the time
of that examination. The ‘y’ categorisation is not an estimate of tumour prior to
multimodality therapy (i.e., before initiation of neoadjuvant therapy).

The ‘r’ prefix indicates a recurrent tumour when staged after a documented disease-free
interval and is identified by the ‘r’ prefix: rTNM.

Reporting of pathological staging categories (pT, pN, pM) is based on the evidence
available to the pathologist at the time of reporting. As indicated in UICC TNM8 and AJCC
TNMS8, the final stage grouping of a patient's tumour is based on a combination of
pathological staging and other clinical and imaging information.* ®

Pathological staging should not be reported if the submitted specimen is insufficient for
definitive staging, especially with biopsy samples (core needle, incisional or excisional).
Staging is based on the submitted resection, and even if there is grossly residual disease
or there is tumour at the margin, pT staging should only be reported on findings in the
resection specimen and/or at operation.*

The reference document TNM Supplement: A Commentary on Uniform Use (5th Edition)
may be of assistance when staging.°®

RCPath additional comments:

Some ongoing clinical trials may be using an earlier version of the TNM classification (e.g.
TNM?7). If this applies, then an earlier staging scheme can be added, in addition to TNMS8.
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8 Reporting of small biopsy specimens

When a biopsy specimen is received, elements specific to the biopsy should be reported
and the remaining items that are applicable to surgically resected tumours omitted. The
data that can be obtained from small biopsy specimens will be determined, in part, by their
size. The type of carcinoma and its grade are the minimum data, as these may determine
treatment. It is recognised that, in large tumours, the grade in superficial biopsy material
may not be representative of the most aggressive part of the invasive front. It is not

realistic to assess the tumour thickness or presence of vascular invasion in small biopsies.

9 Frozen section diagnosis

The initial diagnosis of carcinoma will usually be made before definitive surgery is
performed. On occasions, intra-operative frozen section diagnosis of the nature of a
neoplasm will be required. While it will usually be possible to identify the presence of
neoplastic tissue, the nature of a poorly differentiated neoplasm may be impossible to

determine on frozen sections.

The assessment of the presence or absence of carcinoma at surgical resection margins is
the most common indication for intra-operative frozen section diagnosis. The surgeon
should select the tissue for frozen section diagnosis with care, bearing in mind that it is not

usually possible to section material more than 10 mm in diameter.

The report on the frozen section specimen(s) should normally form part of, or accompany,

the final diagnostic report on the case.

10 Support of research and clinical trials

It is important to be aware of local protocols for tissue banking and engagement with
national initiatives for the further classification of tumours, (such as was implemented in
the 100,000 Genomes Project). Other features, such as assessment of the effects of
biological therapy/immunotherapy may be important but are currently beyond the remit of

this dataset.

11 Specific aspects of individual tumours not covered

elsewhere
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11.1 Keratinising squamous cell carcinoma (kSCC)

Definition: Keratinising squamous cell carcinoma (kSCC) is an epithelial malignancy

originating from surface epithelium with squamous differentiation and keratin production.

Histopathology: The tumour is formed by infiltrative and proliferative atypical epithelial cells

showing glassy cytoplasm, intercellular bridges and frequent keratin production.

Immunohistochemistry: This is usually not required, but kSCC expresses pan-cytokeratins,
p40, p63 and CK5/6.

Comment: There is an association with occupational exposure to chemical and cigarette
smoking.%6 57 The WHO classification recognises the following subtypes: papillary
squamous cell carcinoma, verrucous carcinoma, spindle cell carcinoma, acantholytic

squamous cell carcinoma, adenosquamous carcinoma and carcinoma cuniculatum.

11.2 Non-keratinising squamous cell carcinoma (hkSCC)

Definition: Non-keratinising squamous cell carcinoma (nkSCC) is an epithelial malignancy
of sinonasal surface origin that shows histological and immunohistochemical evidence of

squamous differentiation but has no or minimal keratinisation.

Histopathology: nkSCC is arranged as nests, lobules or ribbons with a pushing invasive
front and minimal desmoplastic stromal reaction. A subset display exo-endophytic papillary
architecture. The cells have high nuclear to cytoplasmic ratios and lack significant
keratinisation. 2 subtypes are recognised; HPV associated non-keratinising squamous cell
carcinoma and DEK:AFF2 carcinoma. HPV is recognised as an aetiological factor but,
while routine testing is not advocated as prognostic benefit is not proven, it may help in

selected cases to distinguish from benign lesions.%®

Immunohistochemistry: nkSCC expresses pan-cytokeratin, p63 and p40. It is negative for
neuroendocrine markers, S-100, CD99 and NUT.

Molecular diagnostics: DEK:AFF2 carcinomas are defined by recurrent DEK:AFF2
fusions®%-61 and display bland cytology often with an associated acute inflammatory cell

infiltrate. The clinical course is aggressive.®?

11.3 NUT carcinoma (NC)

PGD 170225 25 V2  Final



Definition: NUT carcinoma (NC) is an epithelial malignancy with a monotonous
appearance, genetically defined by a rearrangement of the Nuclear Protein in Testis
(NUTM1) gene.®

Histopathology: Conventional NUT carcinoma features sheets of uniform small to medium-
sized round cells with minimal cytoplasm and vesicular nucleus with prominent nucleolus.
Glandular or squamous differentiation are not evident, although abrupt keratinisation may
be seen. Brisk mitotic activity and necrosis are often present. Variable morphology

including spindle-shaped and rhabdoid forms can occur.83 64

Immunohistochemistry: A monoclonal C52 NUT antibody, displaying more than 50%
tumour cell nuclear staining in a speckled pattern is acceptable for diagnosis. Tumour is
usually positive for pan cytokeratin and p63.8 63 Synaptophysin and CD34 may be positive
in some.%* False negative staining for NUT antibody and absence of cytokeratin and p40

can occur.46

Molecular diagnostics: Fusion of NUTM1 gene to BRD4 t (15;19) (q14; p13.1) is detected
in 78% and to BRD3 in 15%. Non bromodomain translocation partners include NSD3,
ZNF532 and ZNF592.8

Comment: Head and neck location accounts for 40% of NUT carcinoma, sinonasal sites

being most frequently involved.®

11.4 Sinonasal undifferentiated carcinoma (SNUC)

Definition: Sinonasal undifferentiated carcinoma (SNUC) is an aggressive, high-grade
tumour presenting with high T stage, without an identifiable line of differentiation

(squamous, glandular or neuroendocrine).®

Histopathology: It features nests, lobules, trabeculae and sheets of cells with distinct
cytoplasmic boundaries, moderate amount of cytoplasm and round hyperchromatic or
vesicular nucleus with prominent nucleolus. Dysplasia is rarely detected in the overlying

mucosal epithelium.

Immunohistochemistry: Tumour cells express AE1/AE3, Cam 5.2 and occasionally CK7.
Weak, patchy neuroendocrine marker expression (synaptophysin and chromogranin),
patchy p63 expression and diffuse p16 expression, without HPV DNA detection can occur.
CK5, CK40, CD45, Desmin, S100 and SOX10 are negative.?®> Antibody IDH2 11C8B1

(monoclonal) is positive in many cases of SNUC with IDH2 R172S/T mutations.%®
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Molecular diagnostics: SNUC belongs to a heterogeneous group of tumours with diverse
molecular anomalies and therefore a varying clinical course.?” IDH2 hot spot mutations
(IDH2p. R172S) and to a lesser extent IDH1 mutations are present in a subset of SNUC'’s,
which therefore may be responsive to targeted therapy.6®

Comment: SNUC is a diagnosis of exclusion. Differential diagnoses include round cell
sarcoma, poorly differentiated to undifferentiated primary carcinoma (lymphoepithelial
carcinoma, NUT carcinoma, SWI/SNF rearranged carcinoma), metastatic carcinoma,

melanoma and lymphoproliferative, neuroendocrine, neuroectodermal and plasma cell

neoplasms.

11.5 Sinonasal lymphoepithelial carcinoma (SLC)

Definition: Sinonasal lymphoepithelial carcinoma (SLC) is an undifferentiated appearing
carcinoma arising within the sinonasal tract showing an associated, prominent, non-
neoplastic lymphoplasmacytic cell infiltrate, strongly associated with Epstein-Barr Virus
(EBV).

Histopathology: SLC comprises a syncytium of large cells arranged in lobules, nests,
trabeculae and cords associated with a dense lymphoplasmacytic infiltrate. The cells are
large with round nuclei, vesicular chromatin, prominent nucleoli and ill-defined cell borders

and occasionally have spindle cell morphology.5?

Immunohistochemistry/Molecular: SLC expresses pan-cytokeratins, p40, p63 and CK5/6. It
is negative for neuroendocrine markers, S-100, lymphoid and melanocytic markers. EBER

ISH is usually strongly positive.

11.6 SWI/SNF complex-deficient sinonasal carcinoma (SMARCB1 and
SMARCAA4)

Definition: Poorly differentiated to undifferentiated carcinomas defined by loss of 1 of the
SWI/SNF complex subunit, either SMARCB1 or SMARCA4 and without histologic features

of other specific types of carcinoma.?

Subtypes: SMARCB1-deficient sinonasal carcinoma, SMARCB1-deficient sinonasal

adenocarcinoma, SMARCA4-deficient sinonasal carcinoma.

11.6.1 SMARCB1-deficient carcinoma

Histopathology: Tumour has varied morphology consisting of monomorphic predominantly

basaloid (60%), or plasmacytoid / rhabdoid (33%) cells.”® 7' Squamous and glandular
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differentiation are not usually seen and although colonisation of surface epithelium may

occur, epithelial dysplasia is not identified.*’

Immunohistochemistry: Tumour cells are SMARCB1 (INI1) negative and positive for pan
cytokeratin (AE1/AE3, Cam 5.2) (97%), variably for CK5 (64%), p63, p40 (55%) and CK7
(48%). Occasional weak, focal expression of neuroendocrine markers is seen (8—18%)

and p16 is positive in some. NUT is negative. High risk HPV and EBV are not detected.*’

11.6.2 SMARC B1 deficient adenocarcinoma

Histopathology: Tumour features oncocytoid/plasmacytoid cells with glandular
differentiation, consisting of tubules and cribriform structures with intracellular or
intraluminal mucin. Some present yolk sac tumour-like features. Nuclear pleomorphism,

high mitotic rate and necrosis are usually present.

Immunohistochemistry: Tumour cells are SMARCB1 (INI1) negative and positive for CK7.
CDX2, CK20 and p40 are occasionally positive. Some tumours, especially those
displaying yolk sac tumour morphology express corresponding markers (glypican-3,
SALL4, HepPar-1, PLAP and AFP).7

Comment: Differential diagnosis includes intestinal and non-intestinal adenocarcinoma,
myoepithelial carcinoma and metastasis from non-head and neck sites, the latter in view of

overlapping immunophenotype in some cases.

11.6.3 SMARCAA4-deficient carcinoma

Histopathology: Tumour features undifferentiated large epithelioid cells with vesicular
nuclei and prominent nucleoli, as well as rare rhabdoid and basaloid cells arranged in
nests, trabeculae and sheets, with frequent necrotic areas. Squamous and glandular

differentiation are not seen.

Immunohistochemistry: Tumour cells are negative for SMARCA4 (BRG1) and rarely for
SMARCA2, but SMARCB1 is retained. Expression of pan cytokeratin and rarely CK7 is
seen. Occasionally, there is focal, often weak expression of synaptophysin, chromogranin-
A and CD56. CK5, p63, p40, p16 and NUT are negative.”" High risk HPV and EBV are not
detected.

Comment: Differential diagnosis includes small and large cell neuroendocrine carcinoma
and teratocarcinosarcoma. Distinction from the former is based on neuroendocrine
cytoarchitectural features and immunohistochemistry. The latter, which also displays
SMARCA4 loss, can be distinguished by the presence of teratomatous components.””
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11.7 Teratocarcinosarcoma

Definition: Teratocarcinosarcoma is a malignant sinonasal tract neoplasm with mixed

epithelial, mesenchymal, and primitive neuroepithelial elements.

Histopathology: The epithelial elements can include squamous (both keratinising and non-
keratinising) and glandular. The mesenchymal component is frequently hypercellular, non-
descript spindle cells, although defined smooth muscle, cartilage and osteoblastic
elements are described. The neuroepithelial tissues are primitive epithelioid cells with a
patchy neurofibrillary background.

Immunohistochemistry: Expression commonly reflects the constituent elements;
cytokeratin expression in epithelial tissues and neuroendocrine marker expression in
neuroepithelial tissues. Germ cell tumour markers are negative. A subset demonstrates

SMARCA4 loss and others nuclear B-catenin expression.5* 73

11.8 HPV-related multiphenotypic sinonasal carcinoma (HMSC)

Definition: Human papillomavirus (HPV)-related multiphenotypic sinonasal carcinoma
(HMSC) is an epithelial neoplasm displaying features of both surface derived and minor

salivary gland derived elements associated with transcriptionally active HPV.

Histopathology: HMSC has features of a salivary-type carcinoma, classically biphasic
ductal and myoepithelial differentiation, often with cribriform architecture resembling
adenoid cystic carcinoma, and a squamous cell component, often as high-grade surface

dysplasia.3®

Immunohistochemistry: The myoepithelial salivary components express p40, p63, SMA
and calponin and the ductal components express CD117. Both salivary elements are
positive for SOX10 and S-100. Expression of p16 is an unreliable indicator of HPV in these

tumours and a HPV specific test, including HPV 33, is required for diagnosis.’

11.9 Sinonasal neuroendocrine carcinoma (NEC)

Head and neck neuroendocrine tumour classification in WHO 5t edition has been aligned
with the WHO-IARC unified framework,”® where the term neuroendocrine carcinoma
(NEC) is only used for poorly differentiated neuroendocrine neoplasms. The NEC category
is subdivided into large cell neuroendocrine carcinoma (LCNEC) and small cell
neuroendocrine carcinoma (SCNEC).

11.9.1 Large cell neuroendocrine carcinoma (LCNEC)
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Definition: LCNEC is a poorly differentiated neuroendocrine carcinoma composed of cells

with plentiful eosinophilic cytoplasm, vesicular chromatin, and prominent nucleoli.

Histopathology: LCNEC displays nested or trabecular growth sometimes with palisading,
rosette formation and central necrosis. The tumour cells are usually larger than the
diameter of 3 lymphocytes and have abundant eosinophilic cytoplasm. The nuclei have

coarse to speckled chromatin and prominent nucleoli. Mitoses are > 10 per mm?.

Immunohistochemistry: LCNEC express cytokeratins, especially those of low molecular
weight like CAMS.2, and neuroendocrine markers (synaptophysin, chromogranin and
INSM1. The Ki-67 proliferation index is greater than 20%.

11.9.2 Small cell neuroendocrine carcinoma (SCNEC)

Definition: SCNEC is a poorly differentiated neuroendocrine carcinoma composed of
epithelioid cells with scant cytoplasm, hyperchromatic nuclei, fine granular chromatin,

inconspicuous nucleoli, a high mitotic count and frequent necrosis.

Histopathology: As above. The tumour cells are usually smaller than the diameter of

3 lymphocytes. Apoptotic debris and necrosis are common.

Immunohistochemistry: SCNEC express pan-cytokeratins often in a perinuclear “dot-like”
pattern, and neuroendocrine markers (synaptophysin, chromogranin and INSM1).76 TTF1

is positive in some.”” The Ki-67 proliferation index is greater than 20%.

Comment: High grade neuroendocrine carcinoma may occasionally express p16 due to Rb
loss. However, they are HPV negative and should not be misinterpreted as HPV related

non-keratinising carcinoma which generally has a better prognosis.”®

11.10 Sinonasal adenocarcinoma

Subtypes: Intestinal type, non-intestinal type, salivary type

11.10.1 Intestinal-type adenocarcinoma (ITAC)

Definition: A gland-forming malignant epithelial neoplasm of the sinonasal tract,

morphologically akin to primary intestinal adenocarcinoma.

Histopathology: Tumour features variable cell types, mainly columnar cells and fewer
goblet, Paneth and endocrine cells, arranged as tubules, exophytic papillary fronds,
cribriform, glandular or solid islands, in an inflamed stroma. Mucous cell-rich tumours may

display alveolar or cribriform pattern or scattered signet ring cells in a background of
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mucinous deposits. Intestinal metaplasia is occasionally seen in the surrounding
respiratory mucosa.? Cytological atypia, mitotic activity and necrosis are prominent in

poorly differentiated tumours.

Immunohistochemistry: Tumour cells express pancytokeratin and CK20, as well as CDX2,
Villin, MUC2 and SATB2.8 7° A proportion express CK7, CEA and neuroendocrine

markers.

Molecular diagnostics: p53 is the most frequently mutated gene, whilst few display APC,
KRAS and BRAF mutations. NGS has identified molecular alterations affecting pathways
including PI3K, MAPK/ERK, WNT and DNA repair.&°

Comment: Tumour has predilection for ethmoid sinus and nasal cavity and affects males in
their 50s and 60s more often than females. It is high grade, presenting frequent
recurrences and invasion of adjacent sites, but lymph node and distant metastasis is rare.
Tumour development has a well-known association with prolonged occupational exposure

to hard wood dust, as well as with leather, cork, various metals and chemicals.

11.10.2 Non intestinal type adenocarcinoma

Definition: A gland-forming malignancy lacking intestinal-type features or characteristics of

salivary gland type tumours.®

Histopathology: Grading is binary (low and high grade), based on growth and invasion
pattern, cytological atypia and mitotic activity. Low grade tumours have tubular or papillary
morphology composed of crowded glands displaying complex, often cribriform architecture
with minimal intervening stroma. Lining epithelium is a single layer of cuboidal to columnar
cells with pale eosinophilic cytoplasm. Mitotic activity is negligible, and necrosis

absent.® Renal cell-like adenocarcinoma is a subtype featuring cuboidal to columnar cells
with clear to pale eosinophilic cytoplasm and a monomorphic low-grade appearance.®’
High grade tumours usually have a solid architecture, brisk mitotic activity, and necrosis.??
ETV6-rearranged low-grade adenocarcinoma is composed of cuboidal to columnar cells

displaying eosinophilic cytoplasm and basal nuclei, in tubulo-trabecular arrangement.

Immunohistochemistry: Tumour cells express CK7, S100, SOX10 and p53 and
occasionally DOG1. Intestinal markers CDX2, villin, MUC2 and SATB2 are rare to absent
and p40 is usually negative.®? Nuclear expression of Beta catenin is seen in a subset of
low-grade tumours with squamous morules.® Focal neuroendocrine markers may be seen

in high grade tumours. ETV6 rearranged adenocarcinoma expresses CK7, SOX10, DOG1
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and GCDFP15.84 S100 is positive focally, whilst GATA3 and mammaglobin are largely
negative. Renal cell like adenocarcinoma is positive for CD10 and CAIX, but negative for
Pax 8 and RCC marker.®

Molecular diagnostics: A subset feature ETV6-NTRK/RET mutations and a few have
CTNNB1 mutation.83 84

Comment: Tumour affects a wide age range and predilection for nasal cavity and ethmoid
is seen. Outcome is dependent on grade. Association with high-risk HPV and sinonasal

papilloma seen in some high-grade tumours.

11.11 Olfactory neuroblastoma (ONB)

Definition: Malignant neuroectodermal neoplasm derived from the specialised sensory
olfactory neuroepithelium.

Histopathology: Classically, uniform cells with salt and pepper chromatin arranged as well
delineated lobules and nests. However, higher grade tumours show more nuclear
pleomorphism, lack neuropil and display increased mitotic rates and necrosis making

identification challenging.

Immunohistochemistry: Diffuse expression of synaptophysin and chromogranin with S-100
expression in sustentacular cells. Focal cytokeratin expression is acceptable. Somatostatin

receptor 2 is consistently expressed in ONB; this may be of possible therapeutic benefit.8>

Comment: Anatomically, primary ONB is confined to the cribriform plate, superior turbinate
and the superior half of the nasal septum.®¢ Grading using the Hyams grading system is
advised as there are prognostic outcome differences.8” There is ongoing controversy
regarding the amount of keratin expression in ONB and some authors have proposed
alternate entities, such as olfactory carcinoma, arising in this anatomical site to improve
separation from neuroendocrine carcinoma.® This is an evolving area and not currently

recognised in the WHO classification.

12 Criteria for audit

The following are recommended by the RCPath as key assurance and key performance

indicators:89 90

e cancer resections should be reported using a template or proforma, including items

listed in the English COSD, which are, by definition, core data items in RCPath cancer
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PGD

datasets. NHS trusts are required to implement the structured recording of core
pathology data in the COSD.

- standard: 95% of reports must contain structured data.

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

calendar days of the procedure.

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

The inclusion of SNOMED or SNOMED-CT codes:
- standard: 95% reports should have T, M and P codes.
The availability of pathology reports and data at MDT meetings:

- standard: 90% of cases discussed at MDT meetings where biopsies or resections

have been taken should have pathology reports/core data available for discussion

- standard: 90% of cases where pathology has been reviewed for the MDT meeting

should have the process of review recorded.
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Appendix A SNOMED coding

SNOMED topography should be recorded for the site of the tumour. SNOMED morphology
codes should be recorded for the diagnosis/tumour morphology.

Versions of SNOMED prior to SNOMED CT will cease to be licenced by the International
Health Terminology Standards Development Organisation from 26th April 2017. It is
recognised that versions of SNOMED 2, SNOMED 3/RT and SNOMED CT are in use in
the UK, these are therefore currently considered acceptable.

SNOMED Procedure codes (P codes in SNOMED 2/3/RT) should be recorded for the
procedure. P codes vary according to the SNOMED system in use in different

organisations, therefore local P codes should be recorded and used for audit purposes.
A list of applicable SNOMED morphology and topography codes should be provided.

WHO classification of tumours of the nasal cavity, paranasal sinuses and skull base

Morphological descriptor | SNOMED SNOMED CT SNOMED-CT
code terminology
Keratinising squamous cell M-80713 Squamous cell 18048008
carcinoma carcinoma,
keratinizing

(morphologic
abnormality)

Non-keratinising squamous | M-80723 Squamous cell 45490001
cell carcinoma carcinoma, large
cell,

nonkeratinizing
(morphologic
abnormality)

Spindle cell squamous M-80743 Squamous cell 10288008
carcinoma carcinoma, spindle
cell (morphologic
abnormality)

Sinonasal lymphoepithelial M-80823 Lymphoepithelial 7300000
carcinoma carcinoma

(morphologic
abnormality)

Sinonasal undifferentiated M-8020/3 Undifferentiated 697993003
carcinoma carcinoma of
nasal sinus
(disorder)

NUT carcinoma M-8023/3 Nuclear proteinin | 733922002
the testis
associated
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carcinoma
(morphologic
abnormality)

SW1/SNF complex M-8044/3 SMARCA4- 1186933006
deficient sinonasal deficient
carcinoma undifferentiated
tumour
(morphologic
abnormality)
Teratocarcinosarcoma M-9081/3 Teratocarcinoma 67830002
(morphologic
abnormality)
HPV-related M-8483/3 Primary 1259444003
multiphenotypic sinonasal undifferentiated
carcinoma carcinoma of
nasal sinus
(disorder)
Neuroendocrine carcinoma M-80443 Neuroendocrine 1286767006
carcinoma
(morphologic
abnormality)
Small cell neuroendocrine M-8041/3 Small cell 74364000
carcinoma carcinoma
(morphologic
abnormality)
Large cell neuroendocrine M-8013/3 Large cell 128628002
carcinoma neuroendocrine
carcinoma
(morphologic
abnormality)
Carcinoma admixed with M-8045/3 Neuroendocrine 733844008
small cell neuroendocrine type combined
carcinoma small cell
carcinoma
(morphologic
abnormality)
Carcinoma admixed with M-8013/3 Combined large 448546006
large cell neuroendocrine cell
carcinoma neuroendocrine
carcinoma
(morphologic
abnormality)
Adenocarcinoma M-81403 Adenocarcinoma 1187332001
(morphologic
abnormality)
Intestinal-type M-8144/3 Adenocarcinoma, | 25190001
adenocarcinoma intestinal type
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(morphologic
abnormality)

Non-intestinal-type M-8140/3 Non-intestinal 732977002
adenocarcinoma type
adenocarcinoma
(morphologic
abnormality)

Olfactory neuroblastoma M-95233 Olfactory 76060004
neuroblastoma
(morphologic
abnormality)

Note: This is not a comprehensive list of all malignancies and other codes should be used

as necessary.

SNOMED and SNOMED-CT morphology codes

Topography item SNOMED T code| SNOMED CT SNOMED CT code
terminology
Nasal cavity T-2X120 Nasal cavity 279549004
structure (body
structure)
Septum T-21340 Nasal septum 68426009
structure (body
structure)
Floor T-2X120 Structure of superior| 783037001
aspect of palate
(body structure)
Lateral wall T-2X120 Structure of lateral | 277154009
nasal wall (body
structure)
Vestibule T-21320 Structure of nasal | 48446007
vestibule (body
structure)
Paranasal sinus(es), T-22100 Maxillary sinus 15924003
maxillary structure (body
structure)
Paranasal sinus(es), T-22300 Ethmoid sinus 54215007
ethmoid structure (body
structure)
Paranasal sinus(es), T-22200 Frontal sinus 55060009
frontal structure (body
structure)
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structure (body
structure)

Paranasal sinus(es), T-22400 Sphenoid sinus 24999009
sphenoid structure (body
structure)
Cribriform plate T-21030 Structure of 36743005
cribriform plate
(body structure)
Orbit T-Y0480 Structure of orbit 363654007
proper (body
structure)
Cranial cavity T-10101 Cranial cavity 1101003

Procedure codes (P)

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

and radical resections to indicate the nature of the procedure. Local P codes should be

recorded. At present, P codes vary according to the SNOMED system in use in different

institutions.
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Appendix B TNM classification

This provides updated information on staging using UICC TNM 8, which should be used

for all tumours diagnosed after 1 January 2020.°

Maxillary sinus

T Tumour limited to the mucosa with no erosion or destruction of bone.

T2  Tumour causing bone erosion or destruction, including extension into the hard
palate and/or middle nasal meatus, except extension to posterior wall of maxillary
sinus and pterygoid plates.

T3 Tumour invades any of the following: bone of posterior wall of maxillary sinus,
subcutaneous tissues, floor or medial wall of orbit, pterygoid fossa, or ethmoid

sinuses.

T4a Tumour invades any of the following: anterior orbital contents, skin of cheek,
pterygoid plates, infratemporal fossa, cribriform plate, sphenoid or frontal sinuses.

T4b  Tumour invades any of the following: orbital apex, dura, brain, middle cranial fossa,
cranial nerves other than maxillary division of trigeminal nerve (V2), nasopharynx,
or clivus.

Nasal cavity and ethmoid sinus

T Tumour restricted to 1 subsite of nasal cavity or ethmoid sinus, with or without bony

invasion.

T2 Tumour involves 2 subsites in a single site or extends to involve an adjacent site

within the naso-ethmoidal complex, with or without bony invasion.

T3 Tumour extends to invade the medial wall or floor of the orbit, maxillary sinus,

palate, or cribriform plate.

T4a Tumour invades any of the following: anterior orbital contents, skin of nose or
cheek, minimal extension to anterior cranial fossa, pterygoid plates, sphenoid or

frontal sinuses.

T4b  Tumour invades any of the following: orbital apex, dura, brain, middle cranial fossa,

cranial nerves other than V2, nasopharynx, or clivus.

Residual tumour (R)
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An R classification can be used to record the presence/absence of tumour remaining after

curative therapy.

e RX Presence of residual tumour cannot be assessed
e RO No residual tumour

¢ R1 Microscopic residual tumour

e R2 Macroscopic residual tumour
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Appendix C Reporting proforma for carcinomas of the

sinonasal tract

Surname..................... Forenames........................ Date of birth................ Sex.......
Hospital....................... Hospital no..................o...... NHS/CHI no.................

Date of receipt............. Date of reporting................. Reportno.....................
Pathologist............. Surgeon..........ooeeeiiiiiinnnn.

Neoadjuvant therapy

Information not provided o  Not administered o

Administered o specify type: Chemotherapy o Radiotherapy o Chemoradiotherapy o
Targeted therapy o specify, if available ....................ct,

Immunotherapy o specify, if available ............................l.

Operative procedure (Core) (select all that apply):

Not specified o

Resection: Open o Endoscopic i Combined o Enbloco  Piecemeal o
SPECIfY..cciiiiiiee e

Biopsy (excisional, incisional, core biopsy) o specify ...........................

Neck dissection o specify ............ccovviiiannn.

Specimens submitted (Core) (select all that apply):
Not specified o
Nasal cavity o Left o Right oLaterality not specified o

Paranasal sinus o specify..........cccccccerinnnnnne Left o Right o Laterality not specified o
Orbit o specCify.....ccceeeviiiiiiiieneenn. Left o Right o Laterality not specified o
Neck (lymph node levels) o specify.......ccccccceeviiinnennen. Left o Right o Laterality not specified o

Other o, SPeCify ....coviiiiii

Tumour site (Core) (select all that apply)
Not specified o

Nasal cavity o

Septum o
Floor o Lateral wall o Vestibule o
Lefto Right o Laterality not specified o

Paranasal sinus o

Maxillary o Left o Right o Laterality not specified o
Ethmoid o Cribriform plate o

Orbit o Left o Right o Laterality not specified o

Cranial cavity o specify ..................... Left o Right o Laterality not specified o
Other: o specCify ..ocooiiii
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Tumour dimensions (Non Core)

Maximum tumour dimension (largest tumour) ................

Additional dimensions ................ mm
Cannot be assessed, specify ............cccoeiiiiiiinnl.

Histological tumour type (Core)

Multi selection value list (select all that apply):

Keratinising squamous cell carcinoma o

Other squamous cell carcinoma subtype, specify type

Non-keratinising squamous cell carcinoma o

NUT carcinoma o

SWI/SNF complex-deficient sinonasal carcinoma o
Sinonasal lymphoepithelial carcinoma o

Sinonasal undifferentiated carcinoma o
Teratocarcinosarcoma o

HPV-related multiphenotypic sinonasal carcinoma o

Neuroendocrine neoplasm o

Small cell neuroendocrine carcinoma o

Large cell neuroendocrine carcinoma o

Carcinoma mixed with neuroendocrine carcinoma o
Other (specify type) ....ocovvvviiiiiiiiienn.

Adenocarcinoma o
Intestinal-type adenocarcinoma o
Non-intestinal-type adenocarcinoma o

Salivary gland-type carcinoma o specify type ...........ccoooeieiiiinnn.

Histological tumour grade (Core)
Not applicable o

Grade 1, well differentiated, low grade o

Grade 2, moderately differentiated, intermediate grade o

Grade 3, poorly differentiated, high grade o
Undifferentiated o
High grade transformation o

Grading system used, specify .............ccciiiiiinnl.
Cannot be assessed, Specify ...........ccceveiiiinnns

PGD 170225 48

V2

Final



(Use Grade 1, 2 and 3 only for neuroendocrine tumours; neuroendocrine carcinomas are

considered high grade by definition and are therefore not graded).

Extent of invasion
Not identified o

Bone invasion o / Cartilage invasion o Erosive o Infiltrative o

Cannot be assessed o specify
Soft tissue infiltration o

Skull base involvement o
Invasion of skin o

Invasion of orbital tissues o
Other o specify .......cccooeeinnnn

Cannot be assessed o specifyreason .....................

Lymphovascular invasion

Not identified o

Present o

Indeterminate o specify reason .....................

Perineural invasion

Not identified o

Present o

Indeterminate, specify reason .....................

Margin status (Core)
Invasive carcinoma

Involved o specify location of margin(s) (if possible)
Not Involved o Specify closest margins (if possible)

Cannot be assessed o specify reason ...................

Precursor lesions
Not applicable o
Not present o

Present (e.g., sinonasal papilloma (type), surface dysplasia), specify

Ancillary studies
Not performed o Performed o
Non-keratinising squamous cell carcinoma o

Positive o Pancytokeratino p40o p63 o CK5/6 o Others, specify
Negative o CD99 o NKX2.2 o NUT o Others, specify

If performed, specify (select) all that apply
INI1 o Retained o Deficient o Not performed o
BRG1 o  Retained o Deficient o Not performed o

NUT carcinoma
Positive o
NUT immunohistochemistry o

NUTM1 gene rearrangement o, specify technique ...................
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SWI/SNF complex-deficient sinonasal carcinoma
INI1 Retained o Deficient o
BRG1 Retained o Deficient o

Sinonasal undifferentiated carcinoma

Positive o Pancytokeratin o CK7 o IDH1/2 o

Negative o p40/p63 o CK5/6 0 CD99 o NKX2.2o NUTao
INI1 Retained o Deficient o

BRG1 Retained o Deficient o

HPV-related multiphenotypic sinonasal carcinoma
Positive o p16 immunohistochemistry (screening) o
Positive o HPV-specific testing o specify technique ..........................

Neuroendocrine carcinoma

Positive o CAMS.2/CK-pan o Synaptophysin o Chromogranin o INSM1 o
Ki-67 proliferation index o specify ............ %

Rb Retained o Deficient o

Keratinising squamous cell carcinoma
Positive o Pancytokeratino p40o p63 o CK5/6 o

Sinonasal lymphoepithelial carcinoma
Positive o Pancytokeratino p16 o EBER in situ hybridisation o

Teratocarcinosarcoma

Positive o Nuclear 3-catenin o
BRG1 (SMARCA4) Retained o  Deficient o

Intestinal type adenocarcinoma

Positve o CK20o CDX2o SATB2o Vilino CK7 o

Non-intestinal-type sinonasal adenocarcinoma

Positve o CK7 o SOX10o DOG1 o Nuclear -catenin o

Negativeo CK20o CDX2o

Other ancillary studies: ..................cce.

Representative blocks for ancillary studies (Best blocks with viable tumour and normal tissue):

Pathological staging (Core) (UICC TNM 8" edition, only if applicable)
pTNM stage pT......
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Appendix D Reporting proforma for carcinomas of the

sinonasal tract (list format)

Core or | Element name Values
non-core
Core Previous therapy |s  |nformation not provided
e Not administered
e Administered, specify type
- Chemotherapy
- Radiotherapy
- Targeted therapy, specify if known
- Immunotherapy, specify if known
Core Operative e Not specified
procedure
OR
e Biopsy, specify
e Resection, specify
- Open
- Endoscopic
- Combined
- Enbloc
- Piecemeal
e Neck (lymph node) dissection* (see separate dataset)
e Other, specify
Core Specimens e Not specified
submitted
OR
e Nasal cavity
- Septum
- Floor
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- Lateral wall

- Vestibule

Paranasal sinus(es), maxillary
Paranasal sinus(es), ethmoid
Paranasal sinus(es), frontal
Paranasal sinus(es), sphenoid

Other, specify

Core

Tumour site

Cannot be assessed

Nasal cavity

Septum

Floor

Lateral wall

Vestibule

Paranasal sinus(es), maxillary
Paranasal sinus(es), ethmoid
Paranasal sinus(es), frontal
Paranasal sinus(es), sphenoid
Cribriform plate

Orbit

Cranial cavity

Other, specify

Core

Tumour laterality

Not specified
Right
Left

Midline
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Core

Histological
tumour type

Keratinising squamous cell carcinoma
Non-keratinising squamous cell carcinoma
Spindle cell squamous carcinoma

NUT carcinoma

Other squamous cell carcinoma variant, specify
Sinonasal undifferentiated carcinoma
Lymphoepithelial carcinoma

SW1/SNF complex deficient sinonasal carcinoma
Teratocarcinosarcoma

HPV-related multiphenotypic sinonasal carcinoma
Neuroendocrine carcinoma

- Small cell neuroendocrine carcinoma

- Large cell neuroendocrine carcinoma

- Carcinoma admixed with neuroendocrine carcinoma

Adenocarcinoma
- Intestinal-type adenocarcinoma

- Non-intestinal-type adenocarcinoma
- Salivary type carcinoma, specify

Other carcinoma type, specify
Olfactory neuroblastoma

Cannot be assessed, specify

Core

Histological
tumour grade

Not applicable

GX: Cannot be assessed
G1: Well differentiated

G2: Moderately differentiated

G3: Poorly differentiated
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Undifferentiated

- High grade transformation
Other, specify

Cannot be assessed, specify

Core

Extent of invasion

Not identified
Bone/cartilage invasion

- Erosive (cortical)

- Infiltrative (medullary involvement)
- Soft tissue infiltration

- Skull base involvement

- Invasion of skin

- Invasion of orbital tissues

- Other, specify

Cannot be assessed, specify

Core

Perineural
invasion

Not identified
Present
Indeterminate

Cannot be assessed, specify

Core

Lymphovascular
invasion

Not identified
Present
Indeterminate

Cannot be assessed, specify

Core

Margin status

Involved

- Specify margin(s), if possible

Not involved

- Distance from invasive tumour to:
Deep margin ___ mm

Mucosal margin mm
Distance not assessable
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e Cannot be assessed, specify

Core Precursor lesions |,  Not applicable

e Not present

e Present (e.g.squamous papilloma, surface dysplasia)

Core and | Ancillary studies |, Not performed
non-core

e Performed, specify

Non-core | Tumour
dimensions

Maximum tumour dimension (largest tumour) _ mm
- Additional dimensions (largest tumour)

- mm X mm

Cannot be assessed, specify
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Appendix E Summary table — explanation of grades of

evidence

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

Grade (level) of
evidence

Nature of evidence

Grade A

At least 1 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.
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Good practice Recommended best practice based on the clinical experience of the
point (GPP) authors of the writing group.
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Appendix F AGREE Il guideline monitoring sheet

The cancer datasets of The Royal College of Pathologists comply with the AGREE I
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 Introduction
described

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

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

Stakeholder involvement

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

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

10 The methods for formulating the recommendations are clearly Foreword
described

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

12 There is an explicit link between the recommendations and the All sections
supporting evidence

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

14 A procedure for updating the guideline is provided Foreword

Clarity of presentation

15 The recommendations are specific and unambiguous All sections

16 The different options for management of the condition or health All sections
issue are clearly presented

17 Key recommendations are easily identifiable All sections

Applicability

18 The guideline describes facilitators and barriers to its application Foreword

19 The guideline provides advice and/or tools on how the Appendices A-D
recommendations can be put into practice
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20 The potential resource implications of applying the Foreword
recommendations have been considered

21 The guideline presents monitoring and/or auditing criteria Section 12

Editorial independence

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

23 Competing interests of guideline development group members Foreword

have been recorded and addressed
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