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Malignant Melanoma epidemiology

• Growing incidence and high morbimortality• Growiiing iinciiddence andd hhiighh morbbiimortality

Standarized incidence rate over the world 
(x 100.000 hab./year) 
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http://eu-cancer.iarc.fr

Rischio Relativo di Melanoma
(Il rischio relativo indica il numero di volte in più di rischio di avere un MM rispetto alla 

popolazione generale)

Fattore di rischio Rischio relativo approssimativo

Fototipo I-II (pelle chiara) 1.4

Numerose lentiggini 2.0 - 3.0

Occhi blu 1.6

Capelli rossi 2.4 - 4.0

Antecedenti di multiple scottature solare 2.0 - 3.0

6 nevus atipici 6.3

10 nevus displastici 12.0

> 100 nevus 3.1 - 16.5

Antecedente di MM 8.5

FATTORI DI RISCHIO DI MM



FATTORI DI RISCHIO DI MM

• Pazienti con rischio aumentato per lo sviluppo di MM:



Malignant Melanoma epidemiology

Malignant Melanoma epidemiology

Increased incidence was due to
changes in the incidence of stage 1
disease, the combined incidence of
more advanced stages being
unchanged.

Comparison of histological 
diagnosis, mortality and incidence of 
all lesions reported as melanomas in 
East Anglia between 1991 and 2004



Malignant Melanoma diagnosis

Malignant Melanoma diagnosis

Manual dermoscopy Digital dermoscopy 



Malignant Melanoma diagnosis
Dermoscopy improves diagnostic accuracy compared to naked eye 

MSS Breslow 0,5 mm

Argenziano G, et al. Accuracy in melanoma detection: A 10-year multicenter survey.
J Am Acad Dermatol. 2011

Malignant Melanoma epidemiology



Short follow up (3-4 months) Long follow up (6-12 months) 

Long-term follow-up is required to
allow the detection of slow-
growing melanomas. In a 

population at high risk, digital 
follow-up should be maintained

over time.

N.F, 1969, healthy 50 years-old woman, single mom
- From May 2019: she observed a new, slow-growing, 

asymptomatic nodule in the abdominal skin with very fast 
growing and bleeding in the last two months.

But…she does not want to consult to the family doctor ”since 
she does not want to worry her 14 years-old son”.
- November 2019: She lost consciousness at home and a 
friend called the ambulance to go to the hospital (emergency 
room)



Emergency room: HYPOVOLEMIC HAEMORRAGIC SHOCK

- Laboratory tests and vital parameters 

- TC total body (also cranial):
No metastasi, no internal haemorragia

- General Status: Bleeding cutaneous tumor
(15 cm of diameter) in abdominal zone

Value Normal Patient
Hemoglobin 120- 160 g/L 24
Erythrocits 4- 5,5 x10E12/L 1,41

Haematocrit 0,36-0,48 L/L 0,10
MCV 80- 100 fl 68
Microcytes < 5 % 23, 8
Beats 60-80 bpm 120
Systolic T.A 120-140 mmHg 104
Dyastolic
T.A

60-80 mmHg 43

First-line ipilimumab 3 mg/kg + nivolumab 1 mg/kg every 3 weeks for 4 
doses 

Cycle 1 d1
• Blood tests OK
• No symptoms

Two weeks after

• Symptoms:
tachycardia, 
asthenia, 
headache and 
thyroids goiter

Value Normal Patient
TSH 0.27- 4,2 

mU/L
0,032

FT3 3,1- 6,8 
pmol/L

33,2

FT4 12- 22 
pmol/L

> 100

Anti-TPO < 60 
U/mL

5081

Anti-
Tireoglob
ulin

<33 
U/mL

4737
Diagnosis: Hyperthiroidism

(thyroroxicosis) immunomediate
(imARs grade 3)



Patient is admitted to the hospital for diagnosis and treatment
Headache and seizures    New MRI (one month after last one)

Patient died few days after due to cerebral progression of metastasis

Malignant Melanoma epidemiology

•Fast-growing melanomas (FGMs)
increase in thickness by 0.5 millimeters or 
more per month (about one-fourth)

• FGMs have a worse prognosis and present 
mostly in elderly patients with fewer nevi and 
fewer freckles and at the trunk or acral sites

• Most are nodular subtype and with ulceration.

• Had a significantly higher frequency of 
mutations (NRAS/BRAF)



Malignant Melanoma epidemiology

mortalitàincidenza

Malignant Melanoma epidemiology



• Most frequent type (70%)

• Average age of diagnosis: 40 years.

• > 50 moles and some of atypical features are
associated risk factors.

• Repeated sunburn in childhood and
adolescence is the most important
environmental factor.

• The most frequent localization in the male is
the back and in the female the legs.

• It starts with a flat phase that slowly changes
in shape and color and grows (ABCD).

Superficial Spreading melanoma



• 15% of the total of melanomas

• They are frequently older males

• Most common in the head and neck

• They are often symmetrical, exophytic or raised
lesions, with a hard consistency and uniform color

• It does not follow the ABCD rule but the E.

• Ulceration and bleeding are frequent

• More aggressive type (deep MMs)

• It can also be non-pigmented, fast growing

Nodular Melanoma



• 10-15% of the total of
melanomas

• More frequent in elderly people
with chronic actinic damage
(outdoor workers)

• Much more common in the head
and neck

• Pigmented plaque that grows
very slowly

Lentigo Maligna (LM -in situ-) and Lentigo
Maligna Melanoma (LMM –invasive-)

LM

LMM

LMM

• It represents 1-3% of MMs
• Acral skin of plants> palms
• More frequent in black or

Asian skin
• It does not appear to be

correlated with solar
exposure

• The horizontal growth phase
is similar to the SSM but the
final thickness is greater

• Delay in diagnosis

Lentiginous Acral Melanoma



Early diagnosed melanoma

30

Late diagnosed melanoma
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Clinical types of melanoma 

Pathological types of melanoma

Molecular alterations

32

Clinical-Pathology-Molecular-Biological Melanoma Subtypes

SSM/LMMUV
intermittent LOW 

mutations

MM ex 
nevus/ SSM/ 
Pagetoide

Nodular HIGH 
mutations

Nodular/SSM with
Vertical phase

UV
chronic

Slow growing

Fast growing

Pigment Cell Melanoma Res 2015; 26; 429–431

FAMMM

No FAMMM



Classification
of melanomas 
(WHO 2018)

Including epidemiological, 
clinical,

pathological, and common
genomic features.

Skin screening present-future

• CNN using a dataset of 129,450 
clinical images classify: 
SCC/SK/MN/MM
• Comparing with 21 board-certified 
dermatologists: competence 
comparable
• It is projected that 6.3 billion 
smartphone subscriptions will exist 
by the year 
• Potentially provide low-cost 
universal access to vital diagnostic 
care.
• Health care by smartphones (230 
apps) Esteva A. Nature 542, 115–118 ( 2017)



2012 2016

La presa a carico nel melanoma

Stadio I-II

Stadio III

Stadio IV



Radicalizzazioni margini nel melanoma

stage Breslow safety margin

IS 0 0.5 cm

pT1-T2 0.1 – 2.0 mm 1 cm

pT3-T4 >2.0 2 cm

Blaubuch IOSI, ESMO 2020 Guidelines, EORTC-EADO Guidelines

Annals of Oncology 30 (2019)
European Journal of Cancer 126 (2020)

Radicalizzazioni margini nel melanoma

- L'escissione ampia con i margini raccomandati è la terapia definitiva 
dei melanomi cutanei primari

- La profondità dell'escissione per i melanomi invasivi dovrebbe
essere al livello di fascia, ma non è necessario includerla.

- La chiusura di ampi diffetti può variare in base alle preferenze del 
chirurgo, ma bisogna considerare la ricorrenza locale, le future
terapie e la limitazione della morbilità (p. es: viso, acrali, genitali). 

Surg Clin N Am 100 (2020)



Lentigo maligna
(precancerous 

Dubreuilh/Hutchinson)

LM 
(in situ 
MM)

LMM 
invasive

Actinic Keratosis

LENTIGO MALIGNA ON PERIPHERY

LENTIGO MALIGNA MELANOMA INVASIVE

SUNDAMAGED SKIN 

Solar Lentigos



• Clearance range varies widely ≈55-90%
• Mean of recurrences according to one systematic review1: 

– Radiotherapy 11.5% recurrences (1-96 months)1

– Imiquimod cream 24.5% (2-49 months)1

– Laser therapy 34.4% (8-78 months)1

– Laser + imiquimod postlaser 23% after 3years2

– Criotherapy, Topical retinoids + imiquimod,…

1Read et al.  J Eur Acad Dermatol Venereol. 2016 May;30(5):748-53
2Greveling et al. Br J Dermatol 2016; 174:1134-36

Non-Surgical treatments in LM

Grosor 
micrométrico 
(Breslow)

Deepest
melanoma
cell 

mm

Thickness primary tumor Nodal Status

Prognostic factors in melanoma (8th AJCC 2017)

Mitotic rate

Ulceration



Indicazioni a BLS (lineaguida Blaubuch 2021) 

Stadio Breslow BLS

pT1a* < 0.8 non ulcerato Non indicata

pT1b < 0.8 ulcerato o ≥ 0.8 e 
< 1.0 (T1b): 

Si discute

≥ T2a ≥ 1.0 mm Indicata

*In caso di altri fattori di rischio nel tumore primario 
(margini profondi coinvolti, alto indice mitotico, fase 
di crescita verticale): discutere BLS

2022
INDICATA

2022

8th AJCC 2017 Melanoma staging

Gershenwald JE et al.
Melanoma staging: Evidence-based changes in the American Joint Committee on Cancer eighth 
edition cancer staging manual. CA Cancer J Clin. 2017 Oct

Overall, SLN metastases are very 
infrequent (<5%) in melanomas<0.8 mm in 
thickness but occur in approximately 5% to 
12% of patients with primary melanomas 
from 0.8 to 1.0 mm in thickness, and 
consensus guidelines have recommended 
that SLN biopsy be considered in this latter 
group of patients, particularly when other 
adverse prognostic parameters are also 
present



Clinico-pathological status TNM: 
For Stage III, you need T

8th AJCC 2017 Melanoma staging

8th AJCC 2017 Melanoma staging

Gershenwald JE
Melanoma staging: Evidence-based changes in the American Joint Committee on Cancer eighth 
edition cancer staging manual. CA Cancer J Clin. 2017 Oct



7th AJCC 2009/ 8th AJCC 2017 Melanoma staging

CA Cancer J Clin. 2017 OctJ Clin Oncol. 2009



http://www.nejm.org/doi/full/10.1056/NEJMoa1613210

Regional disease Management

Regional disease Management

• MSLT-2, 63 centers (1939 p). Patients with SLN positive 
(microscopic) or RT-PCR positive (molecular)

• Randomized in completion lymphnode dissection was 
compared with observation and nodal ultrasonography
(4m/2 y; 6m/3y; 12m/5y). Median follow-up: 43 m



Regional disease Management

But lymphedema has been observed in 24% of the patients in the dissection group 
and 6% of the patients in the observation group

Se LN sentinella positivo
(N+clinicamente occulto)

• .È NECESSARIA LA LINFADENECTOMIA?

MSLT-II Multicenter Selective Lymphadenectomy Trial

DECOG-SLT Dermatologic Cooperative Oncology Group Leiter U et al. Lancet Oncol 2016; 17:757

NON PIÙ INDICATA



UTILITÀ BLS

Fattore prognostico
(non terapeutico)

Indicazione a terapia 
adiuvante

(se metastasi nel LS > 1 mm)

No Adjuvant Therapy
45%

70%

Stage III Melanoma & Adjuvant Systemic Therapy

Long, ESMO 2020.

Nivolumab3

Dabrafenib+Trametinib5

Risk of no adjuvant therapy at 5 years from Eggermont et al. NEJM 2016. The % shown for drug therapies determined from the risk reduction (HR). 
1. Mocellin S et al. Cochrane 2013; 2. Eggermont et al. NEJM 2016; 3. Weber et al. NEJM 2017 & Weber et al ASCO 2018; 4. Eggermont et al NEJM 2018 5. Long GV et al. NEJM 2017.

Risk of Recurrence @ 5 yrs
Risk of Death @ 5 yrs

0% 50% 100%75%25%

~38%

HR 0.57 vs placebo
HR 0.47 vs placebo

~26%
~37%

HR 0.66 vs ipilimumab

Pembrolizumab4 ~40% HR 0.57 vs placebo

Presented by Georgina V Long @ProfGLongMIA

Adjuvant immunotherapy in Melanoma

Recommended for stage ≥ IIIB resected melanoma



Pattern of metastasis

58%
3%

83%

Podlipnik, et al. Journal of the American Academy of Dermatology. 
2016

Who detects the metastasis?



Malattia localmente avanzata o con 
metastasi in-transito/satellitosi

• Discutere al tumor board se terapia sistemica (vedi malattia metastatica M1) o altre
forme di terapia loco-regionale (chirurgia, T-VEC (chiedere CM), RT, imiquimod,
elettrochemioterapia)

TVEC on MELANOMA STAGE III or IV M1A

• (HSV-1) virus with oncolytic properties
• The neurovirulence coding sequence is replaced with 

granulocyte-macrophage colony-stimulating factor (GM-CSF). 
• Approved for MM stage IIIB-C or IVM1a without bone, lung, CNS 

or other M1
• Clinical trails in combination with immunotherapy are ongoing

Perez M. ASO 2018



Systemic therapy for Melanoma


