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Nodal Excisions and Neck Dissection

Specimens for Head & Neck Tumours I%R
Histopathology Reporting Guide
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Family/Last name Date of birth

Given name(s)

Patient identifiers Date of request Accession/Laboratory number

Elements in black text are CORE. Elements in grey text are NON-CORE.

SCOPE OF THIS DATASET
[] indicates multi-select values () indicates single select values

PREVIOUS THERAPY (Note 1) SPECIMEN(S) SUBMITTED (select all that apply) (Note 3)

/> Information not provided g Left

(O Not administered Lymph nodes

() Administered (select all that apply) O Not specified [ ] Lower jugular (1V)
[ ] Surgery [ ] Submental (IA) [ ] Posterior triangle (V)
[ ] Chemotherapy [ ] Submandibular (IB) [ ] Retropharyngeal
[ | Radiotherapy [ ] Upper jugular (II) [ | Parotid/periparotid
g Targeted therapy, specify if available [ ] Middle jugular (III) [ ] Perifacial

g Other, specify

Non-lymphoid tissue
[ | Immunotherapy, specify if available [ ] Nerve

v

[ ] Muscle

[ ] Vein

[ ] salivary gland
g Other, specify

Clinical staging, specify

Right
Lymph nodes
() Not specified [ ] Lower jugular (1V)
[ ] Submental (IA) [ ] Posterior triangle (V)
[ ] Submandibular (IB) [ ] Retropharyngeal
OPERATIVE PROCEDURE (Note 2) [ ] Upper jugular (II) [ ] Parotid/periparotid

[ ] Middle jugular (III) [ ] Perifacial

(O Not specified g Other, specify

() Lymph node biopsy, specify site
v

() Selective neck dissection Non-lymphoid tissue
() Supraomohyoid [ ] Nerve
() Lateral L] Mu_scle
() Posterolateral [ ] Vein
(O Central (anterior) compartment L] salivary glalnd
V Comprehensive neck dissection g Other, specify

() Modified radical neck dissection
() Radical neck dissection

f; Extended radical neck dissection Central compartment lymph nodes (VI +/- VII)
7 Non-lymphoid tissue

[] Thymus

[ ] parathyroid

g Other, specify

() Other, specify
v
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Nodal Excisions and Neck Dissection Specimens for Head & Neck Tumours

BLOCK IDENTIFICATION KEY ( )
(List overleaf or separately with an indication of the nature
and origin of all tissue blocks)

HISTOLOGICAL TUMOUR TYPE (select all that apply) (Note 5)
(Value list based on the World Health Organization
Classification of Head and Neck Tumours (2023))

Primary tumour site
() Not specified/Not known
Q Known (e.g., oral cavity, larynx), specify

Squamous cell carcinoma

Squamous cell carcinoma, conventional

HPV-associated oropharyngeal carcinoma

Basaloid squamous cell carcinoma

Papillary squamous cell carcinoma

Spindle cell squamous carcinoma (sarcomatoid carcinoma)
Adenosquamous cell carcinoma

Acantholytic squamous cell carcinoma

Undifferentiated (lymphoepithelial) carcinoma

oooogon

Nasopharyngeal carcinoma

Q Squamous cell carcinoma, keratinising

Q Squamous cell carcinoma, non-keratinising (undifferentiated)
(O squamous cell carcinoma, basaloid

() Nasopharyngeal papillary adenocarcinoma

Neuroendocrine neoplasm, specify type

Mucosal melanoma, specify subtype(s)

Salivary gland carcinoma
Mucoepidermoid carcinoma
Adenoid cystic carcinoma
Acinic cell carcinoma
Secretory carcinoma
Microsecretory adenocarcinoma
Polymorphous adenocarcinoma
(O Classic (O cribriform
Epithelial-myoepithelial carcinoma
Hyalinising clear cell carcinoma
Basal cell adenocarcinoma
Sebaceous adenocarcinoma
Intraductal carcinoma
Salivary duct carcinoma
Myoepithelial carcinoma
Carcinoma ex pleomorphic adenoma, specify type(s)

L NI NI NN

Lymphoepithelial carcinoma
Squamous cell carcinoma
Oncocytic carcinoma
Carcinosarcoma
Adenocarcinoma, NOS

oo

Other (e.g., primary adnexal skin cancers), specify

Comments

HISTOLOGICAL TUMOUR GRADE® (Note 6)
(Not applicable to all tumours)
(O 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
Grading system used, specify

Cannot be assessed, specify

@ Use only Grade 1, 2 and 3 for neuroendocrine tumours; neuroendocrine
carcinomas are considered high grade by definition and are therefore
not graded.

MARGIN STATUS (Note 7)
Involvement of perinodal surgical margin
Not involved by carcinoma
Specify closest margin(s), if possible

Q Involved by carcinoma (select all that apply)
[ ] Left [ ] Right
[ ] Central O Laterality not specified
Specify margin(s), if possible

Q Cannot be assessed, specify

OTHER PATHOLOGY ( )

ANCILLARY STUDIES (Note 11)

O Not performed
Performed (select all that apply)
O HPV testing,” specify method

O EBV testing, specify method

O Other, record test(s), methodology and results

Representative blocks for ancillary studies, specify
those blocks best representing tumour and/or normal tissue
for further study

b Core for metastases of squamous cell carcinoma to level II or III lymph
nodes, with an unknown primary.

¢ Core for carcinomas with a lymphoepithelial pattern.
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Nodal Excisions and Neck Dissection Specimens for Head & Neck Tumours

LYMPH NODE STATUS (Note 8)

v

v

Left sided lymph nodes

- d
Node level Number of nodes examined

Number of nodes positived Extranodal extension (ENE)®
o Not identified

0 ENEmi (£2 mm)

o ENEma (>2 mm)

Submental IA

Submandibular IB

Upper jugular II

Middle jugular III

Lower jugular IV

Posterior triangle V

d Insert ‘cannot be determined’ when applicable. e Non-core element for HPV-associated oropharyngeal cancer and nasopharyngeal cancer.

Maximum dimension of largest Non-lymphatic structures involved (select all that apply)
lymph node metastasis mm () Not identified
Maximum dimension of largest [] Vessel
involved lymph node mm O Named vessel, specify
Specify site (level)
[ ] Nerve
Greatest extent of extranodal O Named nerve, specify
extension (ENE) mm
Specify site (level)
[ ] Skeletal muscle
U Named skeletal muscle, specify
Soft tissue metastasis
(O Not identified
Q Present, specify site (level) O Other, specify
Right sided lymph nodes
Node level Number of nodes examined* Number of nodes positive’ Extranodal extension (ENE)®

o Not identified
o0 ENEmi (<2 mm)
o ENEma (>2 mm)

Submental IA

Submandibular IB

Upper jugular II

Middle jugular III

Lower jugular IV

Posterior triangle V

d Insert ‘cannot be determined’ when applicable. © Non-core element for HPV-associated oropharyngeal cancer and nasopharyngeal cancer.

Maximum dimension of largest

lymph node metastasis mm
Maximum dimension of largest
involved lymph node mm
Specify site (level)
Greatest extent of ENE
mm

Specify site (level)

Soft tissue metastasis
(O Not identified

Q Present, specify site (level)

Non-lymphatic structures involved (select all that apply)
() Not identified
[ ] Vessel

U Named vessel, specify

Nerve
Named nerve, specify

Named skeletal muscle, specify

Other, specify

L]
v
[ ] Skeletal muscle
x
»
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Nodal Excisions and Neck Dissection Specimens for Head & Neck Tumours

LYMPH NODE STATUS (Note 8) continued

O Central compartment lymph nodes

Number of nodes examined*

Number of nodes positived

ENE°®
O Not identified
(O ENEmi (<2 mm)
O ENEma (>2 mm)

Maximum dimension of largest
lymph node metastasis

Maximum dimension of largest
involved lymph node

Specify site (level)

Greatest extent of ENE mm

Specify site (level)

Soft tissue metastasis
(O Not identified

Q Present, specify site (level)

Non-lymphatic structures involved (select all that apply)

() Not identified
[ ] Vessel

O Named vessel, specify

Nerve
Named nerve, specify

Skeletal muscle
Named skeletal muscle, specify

<] ]

O Other, specify

d Insert ‘cannot be determined’ when applicable.
€ Non-core element for HPV-associated oropharyngeal cancer and

nasopharyngeal cancer.
SENTINEL LYMPH NODE BIOPSY ( )
Side ,
(O Left (O Right
Specific site, if known

Number of nodes examined

Number of nodes positive

Status of positivity of largest metastatic deposit
(O Metastasis (>2 mm)
(O Micrometastasis (0.2-2 mm)

\ Isolated tumour cells (<0.2 mm or isolated cell clusters)

ENE
(O Not identified () Present

REGIONAL LYMPH NODE CATEGORISATION (Note 12)
(UICC TNM 8t edition)f

TNM Descriptors (only if applicable) (select all that apply)

[]r - recurrent
[ ]y - during or following multimodality therapy

Regional lymph nodes (pN)

PRIMARY CARCINOMAS OF THE LIP AND ORAL CAVITY,
MAJOR SALIVARY GLANDS, NASAL CAVITY AND PARANASAL
SINUSES, OROPHARYNX (p16 NEGATIVE),® HYPOPHARYNX,
LARYNX, CUTANEOUS HEAD AND NECK CARCINOMAS
(WITH THE EXCEPTION OF MERKEL CELL CARCINOMA) AND
UNKNOWN PRIMARY SQUAMOUS CELL CARCINOMAS THAT
ARE p16 AND EBV-NEGATIVE

O NX" Regional lymph nodes cannot be assessed
O NO No regional lymph node metastasis

(N1 Metastasis in a single ipsilateral lymph node, 3 cm
or less in greatest dimension without ENE

(O N2 Metastasis described as:
Q N2a Metastasis in a single ipsilateral lymph node, 3 cm
or less in greatest dimension with ENE or more

than 3 cm but not more than 6 cm in greatest
dimension without ENE

Q N2b Metastasis in multiple ipsilateral nodes, none
more than 6 cm in greatest dimension, without ENE

O N2c Metastasis in bilateral or contralateral lymph nodes,
none more than 6 cm in greatest dimension,
without ENE

O N3a Metastasis in a lymph node more than 6 cm in
greatest dimension without ENE

O N3b Metastasis in a lymph node more than 3 cm in
greatest dimension with ENE, or multiple ipsilateral,
or any contralateral or bilateral node(s) with ENE

HPV-MEDIATED' (p16 POSITIVE) OROPHARYNGEAL

O NX" Regional lymph nodes cannot be assessed
()NO No regional lymph node metastasis

O N1 Metastasis in 1 to 4 lymph node(s)

O N2 Metastasis in 5 or more lymph node(s)

NASOPHARYNGEAL CARCINOMA

O NX" Regional lymph nodes cannot be assessed
O NO No regional lymph node metastasis

O N1 Unilateral metastasis in cervical lymph node(s),
and/or unilateral or bilateral metastasis in
retropharyngeal lymph nodes, 6 cm or less in
greatest dimension, above the caudal border of
cricoid cartilage

O N2 Bilateral metastasis in cervical lymph node(s),
6 cm or less in greatest dimension, above the
caudal border of cricoid cartilage

(ON3 Metastasis in cervical lymph node(s) greater than
6 cm in dimension and/or extension below the
caudal border of the cricoid cartilage

MUCOSAL MELANOMA

O NX" Regional lymph nodes cannot be assessed
O NO No regional lymph node metastasis
O N1 Regional lymph node metastasis present

f Reproduced with permission. Source: UICC TNM Classification of
Malignant Tumours, 8" Edition, eds by James D. Brierley, Mary K.
Gospodarowicz, Christian Wittekind. 2016, Publisher Wiley
(incorporating any errata published up until 28" November 2023).

9 The consensus of the dataset authors is that the term HPV-independent
oropharynx is preferred.

" NX should be used only if absolutely necessary.
' The consensus of the dataset authors is that the term HPV-associated is
preferred.
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Definitions

CORE elements
CORE elements are those which are essential for the clinical management, staging or
prognosis of the cancer. These elements will either have evidentiary support at Level IlI-2 or
above (based on prognostic factors in the National Health and Medical Research Council
(NHMRC) levels of evidence?). In rare circumstances, where level 11I-2 evidence is not
available an element may be made a CORE element where there is unanimous agreement by
the Dataset Authoring Committee (DAC). An appropriate staging system e.g., Pathological
TNM staging would normally be included as a CORE element.

Non-morphological testing e.g., molecular or immunohistochemical testing is a growing
feature of cancer reporting. However, in many parts of the world this type of testing is
limited by the available resources. In order to encourage the global adoption of ancillary
tests for patient benefit, International Collaboration on Cancer Reporting (ICCR) includes the
most relevant ancillary testing in ICCR Datasets as CORE elements, especially when they are
necessary for the diagnosis. Where the technical capability does not yet exist, laboratories
may consider temporarily using these data elements as NON-CORE items.

The summation of all CORE elements is considered to be the minimum reporting standard
for a specific cancer.

NON-CORE elements
NON-CORE elements are those which are unanimously agreed should be included in the
dataset but are not supported by level IlI-2 evidence. These elements may be clinically
important and recommended as good practice but are not yet validated or regularly used in
patient management.

Key information other than that which is essential for clinical management, staging or
prognosis of the cancer such as macroscopic observations and interpretation, which are
fundamental to the histological diagnosis and conclusion e.g., macroscopic tumour details,
may be included as either core or non-core elements by consensus of DAC.

tBack

Scope

The dataset has been developed for the reporting of lymph node resections from patients with carcinomas
and melanomas of the head and neck. This excludes nodal resections for lymphoma and sarcomas. It is not
intended for use in reporting lymph node core biopsy or fine needle aspirations. Carcinomas covered by the
dataset include sinonasal tract, nasopharnx, oral cavity, oropharynx, hypopharynx, larynx and trachea,
salivary glands (major and minor), and ear and temporal bone. Neuroendocrine tumours (grade 1, 2 and 3)
and neuroendocrine carcinomas are also included in this dataset, along with melanoma and cutaneous
carcinomas (except Merkel cell carcinoma). For resections of recurrent disease, the reporting guide may be
used pragmatically although some data elements may be not applicable nor assessable.
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Neuroendocrine neoplasms, as newly defined,? include paraganglioma/pheochromocytoma, neuroendocrine
tumours, and neuroendocrine carcinomas. Neuroendocrine tumours are separated into grades (1, 2, and 3)
based on mitotic rate and Ki-67 proliferation indices, but these criteria are not yet fully developed for each
of the anatomic sites in the head and neck. At present, the general cutoffs are: grade 1: <2 mitoses/2 mm?
and <2% Ki-67 proliferation index; grade 2: >2-10 mitoses/2 mm? and 2-20% Ki-67 proliferation index; grade
3: >11 mitoses/2 mm? and >20% Ki-67 proliferation index.>* Further, neuroendocrine carcinomas are
separated into small cell and large cell categories, showing tumour necrosis, >10 mitoses/2 mm? and >20%
Ki-67 proliferation index,>>” with universal Rb1 loss and common p53 overexpression.® At present, the site,
tumour category, and grade should be reported, with additional advances in this field incorporated when
validated further. Salivary gland neoplasms in minor sites are sufficiently uncommon as to make
prognostication challenging. As such, reporting of the histologic tumour type and grade based on the ICCR
Carcinomas of the major salivary glands dataset is recommended,® while still reporting the additional
findings based on anatomic centring of the tumour.

This dataset is to be used in conjunction with other ICCR datasets in the Head and Neck Series.® Lymph node
excisional biopsies or neck dissections may precede, accompany, or follow the biopsy or resection of a
primary tumour. Concurrent reporting of the lymph node and primary tumour dataset elements - ideally in
the same report - is preferable, as it provides clinicians with the most comprehensive information for tumour
stage categorisation.

Pathologists should consider the impact of prior intervention (e.g., prior diagnostic lymph node excisional
biopsy in a patient with a neck mass) on the pN category, and make reference to the previous surgical
pathology specimen, if available. Similarly, neck dissections may be performed as ‘salvage surgery’ following
radiation and/or chemotherapy. These adjuvant or neoadjuvant interventions may affect pN category by
reducing the bulk of tumour, or perhaps eliminating it altogether.

The second edition of this dataset includes changes to align the dataset with the World Health Organization
(WHO) Classification of Head and Neck Tumours, 5% edition, 2024.2

tBack

Note 1 - Previous therapy (Non-core)

In general adjuvant or neoadjuvant therapy are not employed before sampling of lymph nodes, but as this
field develops, it is recommended to include any previous surgery, chemotherapy, radiotherapy, targeted or
immunotherapy which may have been used to manage the patient prior to the biopsy/dissection.

1 Back

Note 2 - Operative procedure (Non-core)

Accurate designation of the operative procedure requires appropriate information from the head and neck
surgeon, ideally with specimen orientation. A single operation may encompass more than one of the above-
designated procedures, and the terminology may vary by institution. Some experts have proposed
eliminating the above terminology, in favour of a more simplistic designation that includes the lymph node
levels received and a listing of non-lymphatic structures that accompany them.!! In some cases, it is not
possible to specify or be certain of the operative procedure, and thus this element is considered non-core.
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Neck dissection terminology

The best known classification of lymph node groups in the neck is the so-called Robbins’ classification,
originally proposed by the American Academy of Otolaryngology — Head and Neck Surgery,'? in which the
lymph node basins of the neck are divided into levels | to VI, as per the anatomical boundaries described
further below and illustrated in Figure 1. This classification only includes lymph nodes commonly removed
during neck dissection procedures, and therefore it does not include all the head and neck node groups such
as the facial nodes. Level VIl (the superior mediastinal lymph node compartment) is included in the
illustration for completeness, but except for thyroid cancer, it is rarely involved by head and neck cancer.
Additional node groups are described in the TNM atlas terminology, which divides the nodes into 12 groups,
including retropharyngeal, parotid, buccal, retroauricular and occipital nodes (see Figure 2).23 Further
subdivisions of several node levels, based on specific anatomical landmarks, have clinical significance
because they tend to be involved preferentially by tumours of specific primary sites. For instance, level llb is
more commonly involved by primary tumours of the oropharynx or nasopharynx, than by primaries of the
oral cavity, hypopharynx or larynx.'41’

Figure 1: lllustration of the major neck lymph node levels, with anatomical boundaries, that are resected
during neck dissections. This figure was published in Imaging Anatomy: Brain, Head and Neck, Spine.
Diagnostic and Surgical Imaging Anatomy, Cervical Lymph nodes, 2006, Gordon H and Harsnberger HR, page
253, Copyright Amirsys/Elsevier (2006). Reproduced with permission.

The boundaries of the lymph node groups found within the levels and sublevels of the neck are as
follows:*819

Submental (sublevel 1A)

Lymph nodes within the triangular boundary of the anterior belly of the digastric muscles and the hyoid
bone. These nodes are at greatest risk for harbouring metastases from cancers arising from the floor of
mouth, anterior oral tongue, anterior mandibular alveolar ridge, and lower lip.
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Submandibular (sublevel IB)

Lymph nodes within the boundaries of the anterior belly of the digastric muscle, the stylohyoid muscle, and
the body of the mandible. It includes the preglandular and the postglandular nodes and the prevascular and
postvascular nodes. The submandibular gland is included in the specimen when the lymph nodes within the
triangle are removed. These nodes are at greatest risk for harbouring metastases from cancers arising from
the oral cavity, anterior nasal cavity, soft tissue structures of the midface, and submandibular gland.

Upper jugular (includes sublevels IIA and 11B)

Lymph nodes located around the upper third of the internal jugular vein and adjacent spinal accessory nerve
extending from the level of the skull base (above) to the level of the inferior border of the hyoid bone
(below). The anterior (medial) boundary is the stylohyoid muscle (the radiologic correlate is the vertical
plane defined by the posterior surface of the submandibular gland) and the posterior (lateral) boundary is
the posterior border of the sternocleidomastoid muscle. Sublevel IIA nodes are located anterior (medial) to
the vertical plane defined by the spinal accessory nerve. Sublevel 1IB nodes are located posterior (lateral) to
the vertical plane defined by the spinal accessory nerve. Sublevel IIB may be submitted and/or reported as a
separate specimen, depending on local practice. The upper jugular nodes are at greatest risk for harbouring
metastases from cancers arising from the oral cavity, nasal cavity, nasopharynx, oropharynx, hypopharynx,
larynx, and parotid gland.

Middle jugular (level Il1)

Lymph nodes located around the middle third of the internal jugular vein extending from the inferior border
of the hyoid bone (above) to the inferior border of the cricoid cartilage (below). The anterior (medial)
boundary is the lateral border of the sternohyoid muscle, and the posterior (lateral) boundary is the
posterior border of the sternocleidomastoid muscle. These nodes are at greatest risk for harbouring
metastases from cancers arising from the oral cavity, nasopharynx, oropharynx, hypopharynx, and larynx.

Lower jugular (level IV)

Lymph nodes located around the lower third of the internal jugular vein extending from the inferior border
of the cricoid cartilage (above) to the clavicle below. The anterior (medial) boundary is the lateral border of
the sternohyoid muscle and the posterior (lateral) boundary is the posterior border of the
sternocleidomastoid muscle. These nodes are at greatest risk for harbouring metastases from cancers arising
from the hypopharynx, thyroid, cervical oesophagus, and larynx.

Posterior triangle group (includes sub levels VA and VB)

The group is composed predominantly of the lymph nodes located along the lower half of the spinal
accessory nerve and the transverse cervical artery. The supraclavicular nodes are also included in posterior
triangle group. The superior boundary is the apex formed by convergence of the sternocleidomastoid and
trapezius muscles, the inferior boundary is the clavicle, the anterior (medial) boundary is the posterior
border of the sternocleidomastoid muscle, and the posterior (lateral) boundary is the anterior border of the
trapezius muscle. Sublevel VA is separated from sublevel VB by a horizontal plane marking the inferior
border of the anterior cricoid arch. Thus, sublevel VA includes the spinal accessory nodes, whereas sublevel
VB includes the nodes following the transverse cervical vessels and the supraclavicular nodes with the
exception of the Virchow node, which is located in level IV. The posterior triangle nodes are at greatest risk
for harbouring metastases from cancers arising from the nasopharynx, oropharynx, and cutaneous
structures of the posterior scalp and neck.
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Anterior compartment group (level VI)

Lymph nodes in this compartment include the pretracheal and paratracheal nodes, precricoid (Delphian)
node, and the perithyroidal nodes including the lymph nodes along the recurrent laryngeal nerves. The
superior boundary is the hyoid bone, the inferior boundary is the suprasternal notch, and the lateral
boundaries are the common carotid arteries. These nodes are at greatest risk for harbouring metastases
from cancers arising from the thyroid gland, glottic and subglottic larynx, apex of the piriform sinus, and
cervical oesophagus.

Superior mediastinal (level VII)

Lymph nodes in this group include pretracheal, paratracheal and oesophageal groove lymph nodes,
extending from the level of suprasternal notch cephalad and up to the innominate artery caudad. These
nodes are at greatest risk of involvement by thyroid cancer and cancer of the oesophagus.

The most widely used classification of neck dissection procedures is based on the original system proposed
by the Committee for Head and Neck Surgery and Oncology of the American Academy of Otolaryngology-
Head and Neck Surgery in 1991.1? This was revised in 2002%° and updated in 2008.2! The classification
includes four basic procedures: radical neck dissection, modified radical neck dissection, extended neck
dissection and selective neck dissection. The term comprehensive neck dissection refers to any neck
dissection in which all nodes in levels | to V are removed, and therefore it includes radical, modified radical
and extended neck dissections, as explained below.?2

A radical neck dissection involves removal of levels |-V, as well the sternocleidomastoid muscle, spinal
accessory nerve and internal jugular vein. A modified radical neck dissection spares at least one of the above
non-lymphatic structures. An extended neck dissection involves removal of additional lymph nodes or non-
lymphatic structures, beyond those removed as part of a radical neck dissection.

A selective neck dissection is a more limited procedure, in which one or more of the level | to V lymph node
groups are spared, typically for malignancies of specific locations and with no or limited clinical evidence of
lymph node involvement (NO or N1).2 Supraomohyoid neck dissection refers to removal of levels | to Ill, and
is commonly performed for tumours of the oral cavity. Lateral neck dissection refers to removal of levels Il to
IV, performed for tumours of the larynx, oropharynx and hypopharynx. Posterolateral neck dissection refers
to removal of levels Il to V, for example, for skin malignancies of the posterior scalp or upper, posterolateral
neck.

Central or anterior compartment neck dissection removes level VI nodes (pretracheal, paratracheal,
precricoid/Delphian and perithyroidal nodes) and is most commonly performed during surgery for thyroid
carcinoma. Level VI lymph nodes are uncommonly received as neck dissections for head and neck skin or
mucosal malignancies, but these nodes may be involved by primary cancers of the larynx or hypopharynx.
Superior mediastinal nodes (level VII) may also be removed in central neck dissections, particularly for
thyroid cancer.

A conspicuous member of the ‘other’ category is the parotid lymph node basin, which is usually received as
part of a parotidectomy specimen for primary salivary gland tumours or for metastatic skin cancers of the
face and scalp (see Figure 2).
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Figure 2: Head and neck lymph node groups of the facial area, including the parotid, bucco-facial,
retroauricular and occipital groups. These nodes are more commonly involved with tumours of the head
and neck skin and parotid gland. This figure was published in Imaging Anatomy: Brain, Head and Neck,
Spine. Diagnostic and Surgical Imaging Anatomy, Cervical Lymph nodes, 2006, Gordon H and Harsnberger
HR, page 253, Copyright Amirsys/Elsevier (2006). Reproduced with permission.

‘t Back

Note 3 - Specimen(s) submitted (Core)

This section provides a listing of all lymph node groups and the associated non-lymphoid tissue received as
part of a single surgery and should correlate with the ‘operative procedure’ designation. Accurate
identification of the lymph node levels requires orientation of the specimen(s) by the surgeon, either with
the use of sutures, a diagram, or by submitting each level in a separate specimen container.?® In cases in
which orientation is not possible, it is recommended to review the specimen with the surgeon prior to gross
submission of the lymph nodes. The designation of non-lymphoid tissue is non-specific, but more accurate
naming of these tissues is desirable, when possible.

The lymph node groups may be received as multiple specimens from a single operative procedure. It is of
benefit to combine the node findings from multiple specimens into one comprehensive report. If a patient is
known to have had a prior lymph node excisional biopsy (for example, for diagnostic purposes), a comment
to this effect is suggested. The result should be considered in the pN category assigned, with reference to
the surgical pathology report number, when possible.

‘t Back
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Note 4 - Block identification key (Non-core)

The origin/designation of all tissue blocks should be recorded. This information should ideally be
documented in the final pathology report and is particularly important when further internal or external
review arises. The reviewer needs to have unequivocal description of the origin of each block in order to
provide an informed specialist opinion. If this information is not included in the final pathology report, it
should be available on the laboratory computer system and relayed to the reviewing pathologist. It is highly
encouraged to have a digital image (photograph) of the specimen and record of the key of the tumour
blocks.

Recording the origin/designation of tissue blocks also facilitates retrieval of blocks for further
immunohistochemical or molecular analysis, research studies, or clinical trials.

t Back

Note 5 - Histological tumour type (Core)

Primary tumour site is a core item as it is relevant to both treatment and prognosis. Identification of the
histological tumour type is crucial for several reasons, including: 1) confirmation that a metastasis is of the
same type as the resected primary tumour; 2) facilitating a clinical search in cases of unknown primary
tumours; 3) determining the correct T and N categories; and 4) guiding treatment, which varies by tumour
type and lymph node status.'®%°

Histological type is typically determined from the histology at the primary site, but this is not possible for
tumours of unknown origin. Tissue from a neck metastasis may be required for ancillary testing (e.g., p16
immunohistochemistry, in situ hybridisation for high risk human papilloma virus (HPV), in situ hybridisation
for Epstein Barr virus (EBV) encoded RNA/EBER). For patients with occult primary SSC in level Il or Ill, the cN
or pN categories are influenced by EBV and HPV status.?* EBV-associated and HPV-associated carcinomas are
given the N category that applies to nasopharyngeal and HPV-associated oropharyngeal carcinomas,
respectively.’®%®

Verrucous carcinoma and carcinoma cuniculatum are not included in the above list of SSC variants, as they
have no capacity to metastasise to lymph nodes.

The classification system for Neuroendocrine neoplasms (subdivided into tumours and carcinomas) is
included, as per the most recent edition of the WHO Classification of Head and Neck Tumours, 5™ edition,
2024.2

1 Back

Note 6 - Histological tumour grade (Core)

When possible, tumour grade should be determined from the primary tumour, not from a metastasis. Some
tumours are high grade or undifferentiated by definition (e.g., non-keratinising nasopharyngeal carcinoma
(NPC)), while others do not require grading because behaviour is defined by pathogenesis and is not
apparently influenced by morphology (e.g., HPV-associated orpharyngeal carcinoma). For most
malignancies, the WHO grading system is most practical and widely utilised. Still, several grading systems are
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available for many tumours (e.g., mucoepidermoid carcinoma), with differing merits, and as such, recording
which system has been applied is more clinically meaningfully (use ‘specify’ to state the system used).
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Note 7 - Margin status (Core)

Margin status of the neck dissection is typically only relevant when ENE is present, as nodes without ENE are
presumed to be removed in toto. Clinical correlation and orientation by the surgeon is required if the neck
dissection is received as multiple specimens, so as to avoid a misinterpretation of the location of the true
surgical margin.

Margin positivity increases the risk of local recurrence and is an indication for additional radiotherapy to that
site.?>?’ The site of margin positivity can be used by the radiation oncologist to direct treatment to the area of
greatest risk.
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Note 8 - Lymph node status (Core and Non-core)

Lymph node status may be presented in tabular form for ease of interpretation, as illustrated in the
reporting guide.

For cases in which an involved lymph node or tumour deposit straddles more than one lymph node level, it is
recommended to include it in the level in which the bulk of the deposit is found, with an explanatory
comment. In other cases, it may not be possible to precisely divide the neck dissection into individual levels
and more than one level may need to be combined. If a neck dissection is received without any level
designation, clarification from the surgeon is suggested. If this is not obtained, the data may be reported
without further qualification, such as ‘right neck dissection, not further specified’.

‘Soft tissue metastasis’ refers to a deposit of tumour in connective tissue, without a microscopically
identifiable residual lymph node. It does not refer to intralymphatic tumour emboli in adipose tissue
surrounding the lymph nodes. Soft tissue metastasis has been found to negatively impact survival in patients
who are otherwise node-negative or in those with positive nodes lacking extranodal extension (ENE).?2° In
many cases, a soft tissue metastasis is the largest focus of tumour in the specimen. This is presumed to
represent one or more completely replaced lymph nodes and should be recorded as such. Less commonly,
small soft tissue metastases (e.g., <1 millimetre (mm) in greatest dimension) are identified that do not
appear to be of nodal origin. Special stains and deeper levels may help to identify a vascular origin for these
deposits. The pathologist must use his/her discretion as to their designation as positive lymph nodes, with
the use of a clarifying comment.

For tumour deposits in which there is residual lymph node tissue with widespread ENE, a combined gross
and microscopic estimate of the number of involved lymph nodes is suggested. Correlation with pre-surgical
imaging studies may be of benefit.

The largest metastatic focus may be an intranodal or a soft tissue metastasis. Often, the maximum
dimension of the largest metastatic tumour deposit is determined at gross examination of the specimen.
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Determination of the greatest dimension of a metastasis may be difficult in cases where multiple
microscopic intranodal deposits are identified. Options including measuring the greatest dimension of the
largest microscopic deposit, combining the sizes of the deposits to give an aggregate dimension, and
measuring the greatest dimension ‘end-to-end’ from a single slide, including discontinuous tumour deposits.
The latter is recommended by the authoring committee.

The maximum dimension of the largest involved lymph node may not be the same as the maximum
dimension of the largest metastatic deposit. For instance, this may be due to the presence of an enlarged
reactive lymph node in the tumour basin with a microscopic tumour deposit. Both measurements are
considered ‘core’ items in this dataset so as to avoid confusion and to provide the maximum amount of data
that may be relevant for clinical decision-making. The greatest dimension of the largest tumour deposit
should be used to determine the pN category. In occasional cases, the largest lymph node in the specimen
may not even contain tumour. The pathologist may elect to make a comment to this effect. However, it is
not considered a necessary reporting element.

The prognostic significance of isolated tumour cells (ITC) (foci <0.2 mm diameter or <200 cells) and
micrometastases (foci 2 mm or less in greatest dimension) is currently unknown for head and neck cancers,
and their designation is not required as part of the TNM staging.'®1%3%31 ITCs are uncommon in metastatic
SCC, but may occur in some less common primary tumours (e.g., small cell carcinoma of salivary origin). As
such, any sized tumour deposit is considered a positive lymph node for staging purposes.'®1%32 Specific
identification of tumour deposits as ITCs or micrometastases is not required as part of this dataset, but can
be recorded as per local requirements for data collection, such as in sentinel node dissections. Mummified
cells and keratin debris may be found; it should not be regarded as viable metastatic disease and should be
considered pNO for categorisation purposes.

Neck dissections may be performed as salvage surgery for a persistent neck mass following adjuvant
radiation therapy. In this circumstance, only viable tumour — not necrotic keratinous debris or keratin
granulomas — should be considered as a positive lymph node. Extra sampling of residual neck deposits may
be required to evaluate these specimens. The prefix ‘yp’ should be added to the TNM category. The
presence and number of necrotic lymph nodes should be added under NOTE 9 - OTHER PATHOLOGY.

Non-lymphatic structures involved is a core item referring to the involvement of named tissues (such as the
spinal accessory nerve, internal jugular vein, sternocleidomastoid muscle) that are identified either by virtue
of the specimen designation or in consultation with the surgeon. Clinical or imaging involvement of some
extranodal tissues may imply the need for more aggressive neck dissection, and pathological involvement
should be documented in the final report.33

Emerging evidence suggests that lymph node ratio (the ratio of positive nodes over total number of nodes
resected) may be an independent prognostic indicator of survival in metastatic SSCs of the head and neck.3*
36 As yet, insufficient evidence has been gathered to include this as a reporting guide component.

Extranodal extension

Extranodal extension (ENE) refers to extension of tumour outside the capsule of a lymph node and into the
perinodal soft tissue. This is the preferred terminology to ‘extracapsular extension/spread’. ENE is an
adverse prognostic factor for locoregional relapse and survival in cervical node positive head and neck
SSCs.%” The significance of ENE in HPV-associated oropharyngeal carcinoma has been less certain,'*2! but
more recent evidence confirms the adverse effect on survival in these carcinomas as well.383°

The presence of ENE is an important factor for oncologists when considering treatment with postoperative
radiotherapy and the addition of chemotherapy.3®#
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Extranodal extension (ENE) is subcategorised pathologically as microscopic (ENEn;, less than or equal to 2
mm in extent) or major (ENEma., more than 2 mm in extent). These subcategories are not required for pN
categorisation but are core items as they can impact treatment decisions,” and are relevant for data
collection and future analysis. The more precise measurement of greatest extent of ENE in millimetres is a
non-core item, as the reproducibility of this measurement is questionable. Certainly an attempt to be more
precise than tenths of a millimetre is not advised.

Interobserver variation in the determination of ENE may be minimised if the following guidance is used:

1. Lymph nodes, especially smaller nodes and those in the parotid area, may not have a complete
capsule. The node hilum may merge with adipose tissue, or there may be a rim of lymphoid tissue
external to the capsule. Generally speaking, a conservative approach is recommended. For instance,
tumour within fat near the hilum of a node should be considered intranodal if benign lymphoid
tissue is identified nearby. Tumour within lymphatics near an involved lymph node should not be
considered ENE. However, tumour extending beyond a clearly identifiable node capsule is
extranodal, even if there is a surrounding lymphoid response. A stromal desmoplastic reaction is
not necessarily required.

2. Grossly ‘matted’ lymph nodes. Grossly adherent lymph nodes may represent true macroscopic ENE
or several closely aggregated lymph nodes with thickened nodal capsules without microscopic
evidence of ENE. Additional levels and sections are recommended to exclude ENE. The presence of
matted nodes, their site, size and an estimated of the number involved, should be included in the
gross description and may be mentioned in a comment. One study has found that radiographically
matted lymph nodes are a risk factor for distant metastases and decreased survival in
oropharyngeal cancer.*?

3. Lymphatic spread to lymph nodes versus direct extension from the primary tumour. Some tumours
may extend directly into adjacent lymph nodes without intervening normal tissue. This is common
in parotid tumours as there are multiple lymph nodes within the parotid parenchyma itself. This
finding is not considered nodal metastatic disease for the purposes of staging, and the concept of
‘ENE’ will not apply. Rare instances of direct extension into a lymph node from a mucosal site — for
example, from a large floor of mouth primary to a level | node —is more controversial and
potentially more difficult to evaluate. The general rule of choosing the lower stage in equivocal
circumstances should apply, but a clarifying comment and/or discussion with the treating physicians
is suggested.

4. The lymph node capsule is often markedly thickened and altered by large metastases with
obliteration of the subcapsular sinus. ENE is measured as the greatest extent of tumour spread
perpendicular to the external aspect of the node capsule. The exact site of the latter is subjective
but may be estimated by examination of the remaining intact capsule and contour of the node
(Figures 3 and 4).
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Figure 3: Low power image of a lymph node containing metastatic squamous cell carcinoma, with
extranodal extension into perinodal adipose tissue (20x). Permission courtesy of Dr Martin Bullock.

Figure 4: The extent of extranodal extension should be measured from external aspect of the capsule, or
estimated site thereof, to the furthest point of tumour extension into the surrounding tissue. Permission
courtesy of Dr Martin Bullock.
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Note 9 - Sentinel lymph node biopsy (Non-core)

The use of sentinel lymph node (SLN) biopsy is gaining wider recognition within the head and neck oncology
community for accurate staging of the neck in cT1-2 cNO oral cavity squamous cell carcinoma (OCSCC).*
Several national and international professional organisations now recommend SLN biopsy either as an
alternative, or in preference, to elective neck dissection for cT1-2 ctNO OCSCC.***® There are currently no
validated studies for the utility of SLN biopsy for other head and neck malignancies. SLN biopsy is a non-core
element for OCSCC only. In general, the same principles of lymph node reporting as listed in this dataset can
be applied to SLNs, except where additional information is required by local convention or study protocols. A
negative SLN supports the cNO category, assuming a formal neck dissection has not been performed.*

Serial step sections with pan-cytokeratin immunohistochemistry increases the efficacy the technique, but
there is currently no international consensus for the optimal histopathology laboratory handling of SLNs in
OCSCC.#>0

A SLN is positive when at least one node on one side of the neck contains viable carcinoma cells. If positive,
the report should qualify this by stating whether the metastatic deposit is a metastasis (>2 mm),
micrometastases (0.2 mm-2 mm) or ITCs (single cells or small clusters less than 0.2 mm).3° The low end
diagnostic cut-offs for ITCs in OCSCC remain controversial, but their presence in SLNs have prognostic value
and indicate the need for completion neck dissection.>>3 In cases of positive SLN, the final neck staging
should consider the completion neck dissection, whereas a negative SLN biopsy is staged as pNO(sn).
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Note 10 - Other pathology (Non-core)

Additional findings should be reported at the discretion of the pathologist. Certain findings that relate to the
immune status of the patient and which may be of prognostic and/or therapeutic importance are
recommended by the DAC. This includes concurrent lymphoma (particularly small lymphocytic lymphoma),
Castlemans disease and granulomatous inflammation. The presence and number of necrotic lymph nodes
following neoadjuvant therapy can also be recorded here.
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Note 11 - Ancillary studies (Core and Non-core)

Ancillary testing for head and neck cancers most commonly refers to testing for high risk HPV status in
tumours of the oropharynx and EBV status in tumours of the nasopharynx. Ancillary testing should be
performed on the primary tumour if possible. Tumours presenting with a lymph node metastasis of
squamous cell carcinoma and an unknown primary require testing on the lymph node specimen. When
ancillary testing is performed, it is recommended to include the type of testing, the result and interpretive
guidelines if applicable.>*

Ancillary testing for HPV (either using p16 or an HPV-specific method) is a core item for metastases for SCC
to level Il or lll lymph nodes, with an unknown primary. Neck tumours with a lymphoepithelial pattern
should be tested for EBV (for example, using in situ hybridisation for EBV-encoded RNA).
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Note 12 - Regional lymph node categorisation (Core)

Information on lymph node status is crucial for the staging and treatment of head and neck malignancies.
The staging described below conforms to the 8" edition of the Union for International Cancer Control
(UiCC)/American Joint Committee on Cancer (AJCC) Staging Manuals.'®1°

Note that (i) Midline nodes are considered ipsilateral nodes and (ii) ENE detected on histopathologic
examination is designated as ENEmi (microscopic ENE €2 mm) or ENEma (major ENE >2 mm). Both ENEm;i and
ENEma qualify as ENE(+) for definition of pN.

Note that a designation of ‘U’ or ‘L’ may be used for any N category to indicate metastasis above the lower
border of the cricoid (U) or below the lower border of the cricoid (L). Similarly, clinical and pathological ENE
should be recorded as ENE(-) or ENE(+).

Assignment of a pN category is applicable for patients who are treated surgically with a cervical lymph node
dissection, rather than single lymph node excisional biopsy, in which case the cN category is used.'®*°

Nasopharyngeal carcinoma (NPC) commonly presents with bulky nodal neck disease, and a lymph node
biopsy may occasionally precede biopsy of the primary site. However, NPC is not a surgically treated
disease,> and therefore pathologists are rarely called upon to provide a pN category for NPC. A single
positive lymph node biopsy would contribute to the cN categorisation.

The reference document TNM Supplement: A commentary on uniform use, 5" Edition (C Wittekind et al.
editors) may be of assistance when staging.>®

Notes on submission of neck dissection specimens

Correct submission of neck dissection specimens is required to obtain the most accurate and clinically useful
information. The number of lymph nodes obtained in a neck dissection specimen can be used as a quality
metric that is associated with loco-regional recurrence and overall survival in patients with head and neck

57
cancer.

Several points regarding submission of neck dissection specimens are emphasised as follows:

1. Inking of neck dissection specimens. Most neck dissections without lymph node involvement or
with limited involvement (in which nodes are freely mobile and not matted or grossly involving non-
lymphatic structures), will not need to be inked. However, as margin assessment is recommended,
specimens with large tumour deposits, in which ENE is considered likely, should be inked.

2. Grossly negative lymph nodes should be submitted in toto. Nodes 5 mm or more should be bisected
or multisected to give tissue sections of 2-3 mm thickness. Grossly involved lymph node and soft
tissue metastases need not be submitted in toto, but one section per centimetre (cm) (10 mm) in
greatest dimension is a reasonable approach. Sections should focus on potential areas of ENE,
involvement of non-lymphatic structures, and the margin.

3. Careful gross examination is required when attempting to estimate the number of lymph nodes
involved by a soft tissue mass or matted group of lymph nodes. When submitting lymph nodes that
cannot be removed from the surrounding tissue (e.g., parotidectomy specimens), care should be
taken not to ‘double count’ nodes that may be bisected and present in two cassettes. An estimate
of the number of nodes in each section, is recommended. In general, the gross estimate of the
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number of lymph nodes is most accurate, except when tissue originally designated as node is clearly
another tissue (e.g., parathyroid gland).
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