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Introduction

* NMSC Melanoma 5%
* BCC (75%)

* SCC (20%)

* Merkel Cell(1%)

* {Adnexal}/{Sarcoma} others

* High levels in Head and Neck and are increasing in Incidence

* A great opportunity for OMF Surgeons
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NMSC: the facts

UK 230,000 cases NMSC/year

° 90% Of a” Skin Cancers are NMSC Prevalence, survival and trends
* 57% males 43% females O"“"""‘"""“"”"“"(“‘;‘“"“”"””"‘""'
e P oQ
* Age Incidence rates Highest in > 90yr olds G ‘ ™
& | BN Y | 1in5 90% 720
* Trends UK since1990s, incidence rates have increased R i e v
by 169% Avoidable risk factors

There are multiple avoidable risk factors for NMSC,
with exposure to UV rays by far the greatest.

* Last decade, rates have increased 42% o ﬁo
Mortality > 720 deaths from NMSC UK each yr Pl

!
% 2
80% X
Of all skin are i O workers are at least twice as Skely to
[ ] by reducing to UV develop NMSC as those that work Indoors™

<1% of all cancer deaths

Artificial sources of UV rays can damage the skin.

* Projections Incidence up to 400,000 per year B
67%
Cancer Research UK. e

https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-
cancer-type/non-melanoma-skin-cancer
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Causes of Non-

Melanoma Skin
Cancer (NMSC)

Ultraviolet (UV) Radiation: Sunlight /
Tanning Beds

Skin Type Fair Skin; Red or Fair Hair
Genetic Factors

- Family History

- Previous Skin Cancer

Other Factors

- Chronic Wounds / Inflammation

- Weakened Immune System

-Human Papillomavirus (HPV)
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Genetics of NMSC:

Key Genetic Mutations
- TP53: Mutations in this tumor suppressor gene are common in NMSC
- PTCH1/2 SUFU : Mutations in these genes are linked to basal cell carcinoma (BCC)
- CDKN2A: Alterations in this gene are associated with squamous cell carcinoma (SCC)

Genomic Instability
-DNA Repair Deficiency: Defects in DNA repair mechanisms genomic instability and cancer

Epigenetic Changes
- Methylation: Abnormal DNA methylation patterns can contribute to NMSC development

Inherited Syndromes
- Gorlin Syndrome: Caused by mutations in the PTCH1 gene, increasing the risk of BCC
- Xeroderma Pigmentosum: A condition with defective DNA repair -high risk of skin cancers

Tumor Microenvironment
- Immune Response: Genetic factors influencing the immune response can affect NMSC progression
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Yarchoan NEMJ 2017

Tumor Mutational
Burden and Response
Rate to PD-1 Inhibition

SCC is highl
Immunaogenic
PDL-1 highly
expressed

Objective Response Rate (%)
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Common Immunotherapy Drugs for NMSC

- Cemiplimab (Libtayo)
- Type: Anti-PD-1 antibody
- Use: Approved for advanced cutaneous squamous cell carcinoma (CSCC) not curable by surgery or
radiation
- Pembrolizumab (Keytruda)
- Type: Anti-PD-1 antibody
- Use: Effective in treating advanced CSCC and Merkel cell carcinoma (MCC)
- Avelumab (Bavencio)
- Type: Anti-PD-L1 antibody
- Use: Used for advanced MCC.
- Nivolumab (Opdivo)
- Type: Anti-PD-1 antibody
- Use: Investigated for use in advanced NMSC.
- Ipilimumab (Yervoy)
- Type: Anti-CTLA-4 antibody
- Use: Sometimes used in combination with other immunotherapies for advanced skin cancers



27" EACMFS CONGRESS

: 17-20 September 2024
PreCongress day: 16 September

ROME - ITALY

Features of Aggressive NMSC

* Local Invasion

* Cranial Nerve involvement VII V

e Vital Structures Eyes, Nose, Skull Base, Bone
* Parotid Gland

* Loco-Regional Lymph nodes

* Distant Metastasis
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Depth of lesion invasion > 4 mm
Immunosuppresive drugs, especially in transplant
recipients, increase risk of recurrence and
advanced disease

A natomical Ear and lip have the highest risk of metastatic disease
Jenny Lee’ site

DeshanF
Sebaratnam®*

Ruta Gupta’
Michael ) Veness®®

Jonathan Clark’

Evidence of clinical or radiological named
nerve involvement

Histological involvement of named cranial nerve
or larger nerve > 0.1 mm

Carsten E Palme?®®

1 Chris O'Brien Lifehouse,

Sydney, NSW. Histological evidence of poorly differentiated
2 University of Sydney, carcinoma
Sydney, NSW.
3 Liverpool Hospital,
Sydney, NSW.
4 University of New
South Wales, Sydney,
DSV Lesion > 2 cm in radial dimension

5 Westmead Hospital,
Sydney, NSW.

6 Royal Prince Alfred
Institute of Academic
Surgery, Sydney Local
Health District, Sydney,
NSW.

Close (< 1 mm)/positive histological margins
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TR ‘The Good
R R

vl | ST Sl o S Local Disease with no nodal
iy ' extension

Prognosis good with excision
margins

Local Recurrence 2-5%
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The Bad

Multi focal disease

Nodal extension

Parotid and Facial Nerve Involvement
Perineural Spread

Critical Structures
* Oral Sphincter, Eye, Nose
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Widespread Malignancy
Cranial Extension
Neglect

Poor general health
Psychological Issues

Team resource

The Ugly
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auricular

Parotid and
Neck in cSCC

Upper jugular

? Cg’,‘\ e Survival is related to Neck Disease
Submandibular o
( * Parotid first echelon nodal bed
Submental 2/22, * Any regional metastasis to the neck when
compared to parotid alone conferred
Mid jugular li6 worse DSS and OS

* Regional metastasis of HNcSCC to the neck
confers worse outcomes compared to
metastasis to the parotid alone.

wer jugular
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Sydney Unit
n=535 cSCC
Long follow up

Parotid Staging parotid positive
only ? neck mets?

Neck Disease -Overall Survival
and Disease Specific Survival
reduced with neck metastasis

Follow up and Survival
Management Strategies
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HEAD

N EC K JOURNAL OF THE SCIENCES AND SPECIALTIES OF THE HEAD AND NECK

ORIGINAL ARTICLE

The significance of regional metastasis location in head
and neck cutaneous squamous cell carcinoma

Craig P. Mooney MBBS & Jonathan R. Clark MBBS, MD, FRACS
Kerwin Shannon MBBS, FRACS Carsten E. Palme MBBS, FRACS ... See all authors

ed: 21 May 2021 | https://doi.org/10.1002/hed.26744 tions: S

0.8

Numbers at Risk

Single node ar Parotid

Single node at Neck

w— Multiple nodes at Neck

wee Multiple nodes at Paroud

128
S0
L2

91

104

4]

54

Disease Specific Survival

Time (years)
63
20
39

25




27" EACMFS CONGRESS

: 17-20 September 2024
PreCongress day: 16 September

ROME - ITALY

* Develop Neck protocols

* Extra capsular Spread ECS

* PNI

* Facial Palsy or Trigeminal Neuralgia Red Flags for spreading cSCC
* Consider Extent of resection, Allow for Skip Lesions

e Reconstruction considerations

* Adjuvant Radiotherapy



What are the
Risk Factors for Neck
Metastases from cSCC?

Tumour Factors:
Size: Tumors >2 cm

Depth of Invasion Tumors
that invade beyond the
subcutaneous fat

Poor Differentiation a
higher risk

Perineural Invasion
Location:

Critical sites Tumours
located on the ear lip or
temple

Patient Factors:

Immunosuppression:
Increase tumour burden

Age: Older patients are at
higher risk.

Histopathology: PNI LVI

ECS Spread beyond the
lymph node capsule

Previous Treatments:
SCCin scar

Prior RT to head and neck
area
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° Table of Contents
ARy ancer | Squamous Cell Skin Cancer i
PRIMARY TREATMENTV ADDITIONAL TREATMENT
C&EY
or
Shave removal* (if tumor appears to >

extend beyond the dermis, surgical
excision should generally be performed
rather than C&E or shave removal)

or MohsY%32 or other forms of PDEMAPP
or
—|Re-excision if clinically feasible

Standard excision with 4- to 6-mm Positive
clinical margins and postoperative margins
margin assessment. Tissue

———— | rearrangement (eg, flap reconstruction,
extensive undermining) should not

be undertaken until clear margins are
identified (second intention healing, Negative
linear repair, or skin graft are acceptable) margins

Follow-up

Low-risk RT®%4d for non-surgical candidates” — (SCC-9)

csccabv

or

MohsY%232 or other forms of peripheral and
deep en face margin assessment (PDEMA)°P

or

Radiation therapy (RT)¢¢99 for -
patients declining surgery
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NCCN Guidelines Version 1.2024

NCCN Guidelines Inde:
Table of Content

N b ot Squamous Cell Skin Cancer Discussiol
TREATMENT PRIMARY TREATMENTVY ADDITIONAL TREATMENT
PLANNING ) .
Multidisciplinary consultation
to discuss options:
MohsY*22 or other forms * Re-resect,
of PDEMA (preferred for Positi if feasible > Follow-u g
very high risk) Pb:hhiivi m‘:;:;: or p(SCC-9)
o R-rcc,dd
or or
« If surgery and/or RT94 _ 1aCSCC or Unresectable
Standard excision with are not curative " disease (SCC-6)
High-risk/ Consider wider surgical marginskk
very-high-risk sentine.l lymph esbi piostoperatwe ¢l If extensive perineural, large,
CSCC where nocs b'f?g:y mac:'g n assde.sstmetr.\ or named nerve involvement,
surgery or [y |(SLNB)™"¥in S I e Neaati or if other poor prognostic
RT has a high cases that are he.almg, linear repair, or egailve T Py
likelihood of recurrent or with | |skin graft margins | ecommend multidisciplinary
cure®bcc.ee multiple high- consultation and
risk features or consider adjuvant RTCC,dd,ii,mm |+ Follow-up (SCC-9)
For non-surgical
candidates, consider
. multidisciplinary
Personalised Tx Plan consultation and
Follow u D ;i:gcl’ldsdsion of definitive
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National

comprehensive NCCN Guidelines Version 1.2024

NCCN Guidelines Inde:
Table of Content:

NCCN Bl Squamous Cell Skin Cancer T
TREATMENT PLANNING PRIMARY TREATMENTY ADDITIONAL TREATMENT
Multidisciplinary consultation to
Radiologic staging®®hh discuss options:
* MRI with and without contrast MohsY%2@ or other * Re-resect,
or CT with contrast and/or forms of PDEMA Positive if feasible ,. Follow-up
ultrasound (preferred for very margins or i | (SCC-9)
* Abnormal lymph nodes high .-isk)bb.".ﬁ * RT®%
identified by imaging studies or 1aCSCC or
(scc-7) or * If surgery and/or RT% > |Unresectable
are not curative disease (SCC-l
or Standard excision
with wider surgical . .
Cscwitn | [Consider SLNB®99 in cases that|  |margins'® and oc mamedt riive brviecenset
anift s K are recurrent or with multiple postoperative or if other poor prognostic g
PUnUTaRS high-risk features margin assessmentl | Negative _ |c 0 o au. L ¢
oo ~ and second intention| margins recommen;i multidisciplina
local recurrence and healing, linear repair, onsulation and et
= rt‘:dt:l jsab.ee or skin graft zonslder a:ljuvant RTSC:dd,il,mm
TR Consider neoadjuvant therapy Follow-up
with cemiplimab-rwic,’ after or (SCC-9)
multidisciplinary discussion if:
« Tumor has very rapid growth For non-surgical
» In-transit metastasis candidates, consider
* Lymphovascular invasion multidisciplinary >
CO mmon sense * Borderline resectable consultation and
» Surgery alone may not be discussion of
curative or may result in definitive RT®¢:4d
significant functional limitation
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Follow up plans

3yrs to Life
Dedicated resource
Data

Audit

Quality Improvement
Peer Review
Collaborative Trials

FOLLOW-UP

Local disease:
) |-|&Pxx-YYvzz
» For patients who are low risk:
Every 3-12 mo for 2 y, then every 6-12 mo for 3 y, then annually for life®
» For patients who are high risk:
Every 3-6 mo for 2 y, then every 6-12 mo for 3 y, then annually for life®
» For patients who are very high risk:
Every 3—-6 mo for 2 y, then every 6 mo for 3 y, then every 6-12 mo for life®
» Consider imaging:
» If clinical exam is insufficient for following disease
» If there is appreciable risk of subclinical local or nodal recurrence®
» Patient education
» Sun protection
» Self examination of skin né

Regional disease:
» H&PX W YYZZ,
» Every 2-3 mo for 1y,
then every 2-4 mo for 1y,
then every 4-6 mo for 3y,
then every 6-12 mo for life
» Consider imaging:
» If clinical exam is insufficient for following disease
» If there is appreciable risk of subclinical local or nodal recurrence®?222
» Patient education
» Sun protection
» Self examination of skin
and lymph nodes

NMundifinatinm b Madnvanivnn Tannbuvnnwmd Muabicmmn ced Fallaw viim Sl ]l OO Nannd
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Merkel Cell Carcinoma

A rare type of skin cancer that starts in Merkel cells, which are found in the
epidermis and near nerve endings Neuroendocrine carcinoma of the skin

e Causes and Risk Factors

Not entirely clear, but often linked to the Merkel Cell Polyomavirus
* 80% MCC cases;

Risk Factors:
* Long-term sun exposure UV-B p-53 mutation
* Weakened immune system UV-A and Methoxsalen use in Psoriasis; T cell Immunodeficiency
* Older age (average diagnosis around 70 years old)
e History of other skin cancers

Appearance: Fast-growing, painless nodules that can be flesh-coloured, bluish-red, or purple.
30% Occult Neck disease
Face, head, neck, but can appear anywhere on the body
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* Diagnosis

* Biopsy of the affected area

Staging
 TNM

Ultrasound, CT scan,
PET-CT scan

System:

Tumour (T): (T1 to T4)
Node (N): Spread to nodes
Metastasis (M)

Table 1

Important features of Merkel cell carcinoma.’

Acronym  Meaning

A Asymptomatic/lack of tenderness

E Expanding rapidly

I Immunosuppression

(0] Over 50 years of age

U Site exposed to ultraviolet light on a person with fair skin

Clinical staging guidelines for Merkel cell carcinoma by the American Joint Committee on Cancer (AJCC) 2010.

Stage Local disease Lymph nodes Metastasis S-year disease-free survival
I Yes No No 79% with —ve SNB

(T1) 60% with no SNB

Il Yes No No 58%, 49%, 47%

(T2,3,4)

I No Yes No Micro 42%

(N+,any T) Macro 26%

v No Yes Yes 18%

(Any TorN)
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* Surgery: Wide Excision margins 1cm if Tumour <2cm
* Neck management 30% micro-metastases in Nodes
* Mohs Not recommended in UK

* Radiotherapy:

 Chemotherapy: For advanced cases
* Immunotherapy:

* Prognosis

* Factors Affecting Prognosis:
* Stage at diagnosis
e Patient’s overall health
* Response to treatment



27" EACMFS CONGRESS

17-20 September 2024
PreCongress day: 16 September

ROME - ITALY

Natonal . . . T
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. Table of Contents
NCCN ﬁg[‘\;g;k,, Merkel Cell Carcinoma e

CLINICAL NO DISEASE, LOCAL MCC ONLY, SURGICALLY RESECTABLE

PRIMARY ADDITIONAL
N CC N TREATMENT TREATMENT
Clear margins .
: g Consider =
G Ul d e | INes ::: ;\ac;ta:r\;ierse| observation -
M er ke | C S | | Excision with ; Adjuvant radiation |
1- to 2-cm margins, Microscopically therapy (RT) N
or Mohs in certain positive margins (preferred)®:hm | "
circumstances9 and/or re-excision’
Narrow clinical margin
(<1 cm) excision and/or[-> Adjuvant RT®!™ -
adverse risk factors'
Clinical NO
(local MCC il L
ly, surgicall Multidisciplina Follow-up
Sl suxthcay e el . [ (Mccss)
SLN positive RTKLM to the
« Baseline imaging nodal basin
if studies not
already performed! or Observation "
Note excision margins Node dissection <
No Moh’s in UK SLNB" Adjuvant RT*™ for multiple
) with appropriate involved nodes and/or the
No SLNB in UK immunopanel presence of extranodal

extension (ENE)

« Observation of the nodal basin (preferred)'
SLN negative ——— |« May consider RT*'™ to the nodal basin in

patients at high risk for a false-negative SLNB"
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* PDEMA peripheral and deep en face margin assessment
* Mohs
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National : 2 2 Lo
comprehensive NCCN Guidelines Version 3.2024 NCCN Guidelines Index
Vool Cancer . Table of Contents
Mot Gries Basal Cell Skin Cancer Didesisalist
N CC N PRIMARY TREATMENT" ADDITIONAL TREATMENT
. . Curettage and electrodesiccation (C&E) -
Guidelines or
Shave removal' (if tumor appears to extend beyond
B C C the dermis, surgical excision should generally be Mohs™® or other forms of
. performed rather than C&E or shave removal’) peripheral and deep en face
LOW R IS k or Positive margin assessment (PDEMA)P
Standard excision with 4-mm clinical margins and margins ;" ision If clinically feasibi g
postoperative margin assessment. Tissue rearrangement °:-exc SR Gy RRA RN
(eg, flap reconstruction, extensive undermining) should not RT for non-surgical SR RORA |

be undertaken until clear margins are identified (second

Low-risk intention healing, linear repair, or skin graft are acceptable)

Follow-up
BCcc*P

(BCC-5)

Negative —

or margins

\j

\j

Radiation therapy (RT)I"‘ for non-surgical candidates”
or

Non-surgical modalities for tumors clinically and histologically consistent

with superficial BCC (without dermal extension):

* Topical imiquimod' (preferred)

« Topical 5-fluorouracil (5-FU)' (Useful in Certain Circumstances)

« Photodynamic therapy' (eg, topical aminolevulinic acid [ALA], porfimer
sodium [category 2B]) (Useful in Certain Circumstances)

+ Cryotherapy™

\j
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htional v NCCN Guidelines Version 3.2024

NCCN Guidelines Index

Table of Contents
ARB Cancer — Basal Cell Skin Cancer o
PRIMARY TREATMENT" ADDITIONAL TREATMENT
Mohs™® or other forms of x’u;:?gzg?gn?w c?nsunatlon
ptions:
PDEMA (preferred for BCCs + Re-resect
that are either recurrent, 21 Positive __ | if feasible; | Follow-up
cm in H zone, or 21 cm with margins or > (BCC.5)
. . an aggressive histologic +RTIK ‘
Hi g h Risk subtype)® 3" or Advanced BCC
B C C or If surgery and/or RT* are not curative > [ngz)
Standard excision with
High-risk — wider surgical margins®
BCCAbe and postoperative margin Negative i If extensive perineural or large-nerve >
assessment and second margins involvement,”* consider adjuvant R
intention healing, linear
repair, or skin graft
or Follow-up
(BCC-5)

For non-surgical candidates"|

consider multidisciplinary
consultation and discussion
of definitive RTH

A 4
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