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* Morphological / * WHO 2018 classification
M e I dN0Md histopathological — Superficial spreading
classification: — Lentigo maligna

SU b types Superficial spreading melanoma

70% — Desmoplastic

Nodular 15-30% — Spitzoid

Lentigo maligna — Acral

melanoma 10-15% — Mucosal

Acral lentiginous 5%

Amelanotic 2-10%

Melanoma arising in
a congenital mole

Melanoma arising in
a blue naevus

Uveal melanoma



Incidence of melanoma, lentigo maligna and latigna maligna
melanoma in OUH (as per SNOMED pathology database)
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Risk factors for
melanoma

Lancet 2023; 402: 485-502

Relative risk measure

Ultraviolet radiation overexposure
Natural sunlight

Total sun exposure**®

History of sunburn®

First episode of sunburn in childhood (age
<13years)®

Severe sunburns (ten or more burns)®
Indoor tanning beds™
Any use (one or more sessions)
Early exposure (age <20 years)

High frequency use (ten or more sessions per
year)
Non-modifiable
Male sex®
High naevus count (>100)1*
Atypical naevi®
First-degree relative with melanoma®
Previous melanoma*
Previous non-melanoma skin cancer®
Red hair colour®
Blue eye colour®
Immunosuppression”

Xeroderma pigmentosum?®

13
20
23

2:4

13
15
15

17
6-9
10-1
1.7
10-4
27
2:4
1.6
2:1-34
193

Most studies were conducted in White populations. *History of any kind of sun
exposure, including intermittent exposure, chronic exposure, or sunburns.

tCompared with patients with fewer than 15 naevi.

Table 1: Risk factors for cutaneous melanoma




Rate of growth in melanoma

e Superficial spreading MM
* Lentigo maligna melanoma
* Acral melanoma

e Nodular melanoma

Arch Dermatol 2006 Dec;142(12):1551-8

0.12 mm/month
0.13 mm/month
0.4 mm/month

0.49 mm/month



The ‘ABCDFE’

A — Asymmetry
B — Border
C — Colour

D — Diameter >6mm /
different

E — Evolution / enlarging /
elevated

F—Firm
G - Growing

Glasgow 7-point checklist
— Major features

* Changeinsize
* Irregular shape
* lIrregular colour

— Minor features
* Diameter >7 mm
* Inflammation
* QOozing
* Change in sensation



Ugly
duckling /
black sheep

rule










Dermoscopy increases
diagnostic accuracy and
reduces unnecessary
treatment



Dermoscopy, with and
without visual inspection,
for diagnosing melanoma
in adults. Cochrane
Database Syst Rev 2018,;
12: CD011902

2022;11:e001789

Clin Exp Dermatol
2021;46:173-4

Dermoscopy is better at diagnosing melanoma
compared to inspection of a suspicious skin lesion

using the naked eye alone
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e Acral naevi:

Common; 28-36% with
darker skin colour

More likely non-wt bearing
sites e.g. arch

<6mm
Symmetric, well defined
Dermoscopy:

* Parallel furrow

* Lattice (arch)

* Fibrillar (wt bearing)

e Acral melanoma

Age >50

Plantar foot > palms; wt
bearing esp heels

>7mm

Irreg macule, asymmetric
pigment variation

Dermoscopy
e Parallel ridge pattern

* Irregular diffuse
pattern

— Structureless
areas with brown
to black pigment
in an asymmetric
distribution

Dermatol Pract Concept. 2014;4(4):8










Biopsy

Yes

Pigmented Acral Lesion

No

Parallel ridge pattern or
multi-component pattern?

No

Typical major patterns?

* Typical: parallel furrow, regular fibrillar, lattice-like
* Congenital: Peas in a pod

Yes

Management of
acral pigmented
lesions

No

Measure the lesion

7mm or less?

Yes

3-month monitoring

Unless: Asymmetric colors or
structures or irregular blotch is present

Routine observation

Dermatol Surg 2023;49:926-931



Linear Melanonychia

Racial
Pregnancy
Traumatic eg nail biting, friction
Inflammatory dermatosis

— LP, psoriasis, amyloidosis
Infection:

— Pseudomonas, klebsiella, t rubrum
Drugs

— Anti-malarials

— Chemotherapy
Exogenous:

— Tobacco, dyes, potassium permanganate, silver
nitrate

Systemic disease

— Addison’s, Cushing’s, hyperthyroidism,
haemochromatosis, PCT, HIV

latrogenic: phototherapy, DXT
Syndrome

— Peutz-Jeghers, Laugier-Hunziker
Non-melanocytic

— Bowen’s, BCC, viral wart
Melanocyitic




Linear

melanonychia

Age >50-70, Asian, African, (Native)
American

Breadth >3mm, brown / black, border
variation

Changing melanonychia or nail plate

Digit (thumb, hallux, index finger), diameter
>3mm

Extension of pigment into nail fold(s)
Family history



J. Clin. Med. 2023, 12, 2203
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Melanoma staging

:| Epidermis
p =
Tumour Size
T1a <0.8 mm without ulceration
T1b <0.8rmm with ulceration or 0.8-1mm without ulceration :
T2a >1-2mm without ulceration Dermis
T2b >1-Zmm with ulceration
T3a >2-4cm without ulceration
T3b =>2-4cm with ulceration
T4a >4 cm without ulceration = (o o R—
T4b >4 cm with ulceration .
L ) __|tissue
e N
Nodes
Stage |Characteristics
NO No regional nodes IA Tumor € 1.0 mm without ulceration; no lymph node involvement; no distant
N1a 1 clinically occult node (detected by SLNBx) metastases
N1 clinically detected node o _ , 18 Tumor < 1.0 mm with ulceration or Clark level IV or V; tumor 1.01-2.0 mm without
N1c In-transit, microsatellite or satellite with no regional node disease
ulceration; no lymph node involvement; no distant metastases
N2a 2 or 3 dinically occult node (detected by SLNBx) A  |Tumor 1.01-2.0 mm with ulceration; tumor 2.01-4.0 mm without ulceration; no
N2b 2 or 3 nodes, 1 clinically detected node | h node ifvol ¢ di t tast
N2c 1node and in-transit, microsatellite or satellite ymph node involvement; no distant me ases
o 118 Tumeor 2.01-4,.0 mm with ulceration
N3a 4 or more clinically occult node (detected by SLNBx)
N3b 4 ore mare, 1 clinically detected, or matted nodes 118 Tumor > 4,0 mm without ulceration; no lymph node involvement; no distant
N3c 2 or more or any matted nodes + in-transit, microsatellite or satellite metastases
nc Tumor > 4.0 mm with ulceration; no nodal involvement; no distant metastases
e A
Metastasis IIA Tumor of any thickness without uiceration with 1 positive lymph node
MO No distant metastasis : - 3 - 222
M1a Skin, soft tissue including muscles, and/or nonregional lymph node 381:) Tumor of any thickness without ulceration with 2-3 positive lymph nodes
M1b Lung with or without M1a sites of disease ‘ , IIIC |Tumor of any thickness and 4 more metastatic lymph nodes OR matted nodes OR
M1c Non-CNS visceral sites with or without M1a or M1Db sites of disease X : " ith icl h v 2 of
M1d CNS with or without M1a, M1b, or M1c sites of disease in-transit met(s)/satellite(s) without metastatic lymph nodes, or combinations
In-transit met(s)/satellite(s), OR ulcerated melanoma and metastatic lymph node(s)
There is a sub-classification if LDH is elevated. example M1a(1 v 2 <
\_ I . Hieston | I v *amp () Y, v Tumor of any thickness with any nodes and any distant metastases




e Stage 0/ MMis 5mm

 Stagel 10mm
* Stage ll 20mm
Wld I I (unless unacceptable
e 10Cd disfigurement or morbidity -
10mm)

excision

* The clinical margin should be around the
histological biopsy scar and
take into account the primary excision margin



Sentinel lymph
node biopsy

* Offered if:
e >1.0mm thick
* 0.8-1.0mm if there is:
* Ulceration
* Mitotic index of 2 or more
* Lymphovascular invasion
» Staging imaging offered if:
e >stagellB
* 2.0-4.0 with ulceration
e >40

* Usually contrast enhanced CAP plus

brain; occasionally MRI:
* <24 years, pregnancy
* Brain MRI if:
* Mitotic index >5
* 1lyscalp MM

Lymph node Sentinel node

Radioactive |
substance

o

4




Melanoma adjuvant therapy

Ulixertinib
LY3214996
MK8353
LTT462
KO0-947
GDC0994
SCH772984

Cytoplasm
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Bemcentinib
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KZ-001
E6201
TAK-733
PD-0325901

l T Cell Activation

Pembrolizumab

7 Ligands

Tremelimumab
Ipilimumab
BCD-145

Nivolumab
Cemiplimab
Spartalizumab
CD-28
Durvalumab
Avelumab
Atezolizumab
Cosibelimab
INBRX-105
PD-L1
Melanoma Cell
RNaseA
SN-38
A100 A
-
ROS <
t/;\

Immunotherapy
Ipi+nivo
IFNa2b Ipi
(adjuvant) peg IFNa-2b Pembrolizumab  (adjuvani)
Nivolumab Pembrolizumab
HD-IL-2 Ipilimumab Nivolumab T-VEC (adjuvant) (adjuvant)
1990 2010 2011 2013 2014 2015 2017 2018 2019 2021
Dacarbazine Vemurafenib Dabrafenib  Dabrafenib+  Vemurafenib+ Encorafenib+ Atezolizumab+
(DTIC) Trametinib cobimetinib binimetinib vemurafenib+
Trametinib cobimetinib
Dabrafenib+
Targeted Therapy vat

Cancers 2020, 12(2), 482
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Kaplan—Meier o]’}

80+

curves of o
estimated

50+

RFS (%)

40+

recurrence free
survival in key
trials of adjuvant
therapies for

20

10

T T T T 1

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Follow-up duration
(months)

Placebo
(EORTC 18071) HR 0.76,

Ipilimumab 95% C10.64-0.89
melanoma plimnst oo amse - o
Placebo o A 5 N B
(COMBI-AD) 100% 56% 49% 44% 39%
HR 0.47,

Dabrafenib + 95% C10.39-0.58
== trametinib 100% 88% 73% 67% 58% - - a0

(COMBI-AD)

100% 56% 49% - = 30%

Ipilimumab o 530
(CheckMate 238) 100%  61% 53% HR 0.65,

97.6% C10.51-0.83

= Nivolumab
(CheckMate 238) 100%  71% 66%

Placebo
(KEYNOTE-054) 100%  61% 53% HR 0.57,

98.4% Cl1 0.43-0.74

Pembrolizumab
(KEYNOTE-054) 100%  75% 71%

Nat Rev Clin Oncol 15, 535-536 (2018)




Neoadjuvant
treatment

* Hypothesis: Most anti-
tumour T cells are at located
at disease sites —
neoadjuvant therapy is
intended to activate and
expand more anti-tumour
cells

A. Adjuvant schedule

Microscopic
metastases

/ Primary tumor
" | Surgery

B. Neoadjuvant schedule

Microscopic

metastases
/
iA/Primary tumor
L

1.

| .

@ Neoadjuvant therapy

297 7

Adjuvant therapy

—_—>
® Surgery

© 2019 American Association for Cancer Research

CCR Reviews

AACGR




Neoadjuvant IClI showed significantly longer
event-free survival than adjuvant ICI

S1801 Study Schema

Primary endpoint: Event-free survival

SR

Resectable
stage IIIB-IV
clinically

18 cycles pembrolizumab
200 mg IV g3 wk

assessable
melanoma

\ J

3 cycles

pembrolizumab
200 mg IV g3 wk

N Engl J Med 2023; 388:813-823

!

15 cycles

pembrolizumab 200
mg IV g3 wk

1

No. at Risk

Adjuvant-only group

©

=

= i

a 0.8 iy, Neoadjuvant—adjuvant group

8 0.7- gttt = i e e e b e = =

Y 0.6

§ Bi5 Adjuvant-only group

w

%S5 0.4+

£ 03-

T 02-

g 0.1q P=0.004 by log-rank test

0.0 T T T T T T
0 6 12 18 24 30 36
Months since Randomization

Neoadjuvant—adjuvant group 154 96 69 46 25 17 1

159 98 67 40 22 10 2




Artificial intelligence 'as good as
cancer doctors'

(® 26 January 2017




7-class Al vs specialist -

ISIC Al vs specialist-

7-class Al vs novice -

ISIC Al vs novice 4

| . |
-20 -10 0 10 20

Absolute accuracy difference (%)

< >

Favours clinicians  Favours Al algorithm

30

Lancet Digit Health 2023; 5: e679-91




Summary

* Know your benign AND
malign lesions

* Take great pictures —
practice

* If you adopt dermoscopy

— make sure you are trained
and use regularly

— know your dermatoscope




Skin Club - Imelda.Murphy@dermal.co.uk
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