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PELLE

. E I'organo piu grande ed esteso:
= 1.7 m?

« Composto da 3 strati:
» Epidermide
* Derma
» [poderma o sottocute

* Funzioni della pelle:

Protezione (meccanica, UV, difesa immunologica) » Sintesi della Vitamina D

Organo sensoriale (terminali e recettori nervosi) + Assorbimento

Organo di riserva energetica (ipoderma) Controllo della Temperatura

Secrezione (sebo, sudore, richiamo,...) * Organo di “comunicazione”




PELLE: le sue dimensioni e il mantenimento della sua integrita
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Antioxidants 2022, 11, 1121. https://doi.org/10.3390/antiox11061121

Papillary region |

| Reticula region

EPIDERMIS
(75-150 pum)

DERMIS
(1-4 mm)

HYPODERMIS
(1-20 mm)

MUSCLE LAYER

Meccanismi di riparazione:

+ Danno fisico

* Penetrazione UV

* Danno termico

* Cicatrizzazione

Mancata riparazione efficace:
* Cicatrizzazione ritardata

* Cicatrici ipertrofiche/cheloidi

« Xeroderma pigmentosum

Montagna W et al. Atlas of normal human skin. Springer Verlag (1992)

* BK: Strato basale
* ML: Strato spinoso
+ SG: Strato granuloso

K-

« SL: Strato lucido
» SC: Strato corneo

Epidermide:
i suoi strati e le sue cellule

Cheratinocita:

> 90% dell’epidermide, producono proteine
molto solide: le cheratine, che costituiscono
'involucro resistente

Melanocita:

cellule dendritiche che migrano dalla cresta
neurale e si localizzano nell’epidermide.
Sintetizzano e secernono la melanina.
Rapporto col cheratinocita: 1 : 36

Cellula di Langerhans:
cellule dendritiche d’origine monocitica;
guardiani del sistema immunitario

Cellula di Merkel:

meccanorecettori che contengono vescicole
neuroendocrine e accoppiate a terminali
nervosi sensoriali liberi intraepiteliali
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Invecchiamento cutaneo: cause e meccanismi
Cause: Meccanismi:
* Genetica * “Intrinsic’’: o Extrinsic’’:
* Biochimica: metabolismo ossidativo * Genetica - UV
* Ormoni * Metabolismo * Clima
* Fototipo » Apoptosi * Fumo (passivo)
- UV * Ormoni * Fattori esogeni
» Tabagismo * |giene di vita
» Agenti nocivi esogeni (es. diossina) + Alimentazione
. ... » Stress “ossidativo”
K-




Normal bone Normal skin

Clinical and Laboratory Investigations
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Dermatoporosis: A Chronic Cutaneous
Insufficiency/Fragility Syndrome

, Mechanisms, Py ial Treatments

Giirkan Kaya Jean-Hilaire Saurat
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Abstract

Dermatoporosis

y
sense that the skin has lost its protective mechar

Courtesy of G. Kaya
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Cancri cutanei: il sole, ma non solo ... A

Danno acuto:
Colpo di sole

Danno cronico:
Sun freckles, ...

Vo
< =

Tumori

Sistema immunitario

cutanei

Terapie

Genetica

Krebsliga CH: lllustration: Arbei inschaft D I Prévention e.V.

Genes:
CDKN2A, CDK4,
BAP1, MITF, POT1

Fattori di rischio sviluppo NMSC e MM

Rapporto numerico relativo a ciascun tumore BCC SCC
* Fototipo 1vs 4 x1 x2
« Anamnesi famigliare x1 X2
 Anamnesi personale x4 x10
* Immunosoppressione x3 x18

* > 100 nei (sindrome del neo displastico)

» Xeroderma pigmentosum x20 x5000

Adapted from Gaide O. Clinical diversity of the SCC: diagnostic tools and critical risk factors, SSDV, Bern 2022

X2

X2

X7

X6

x11
x2000




Dati epidemiologici BCC e SCC

BCC SCC
* Prevalenza 1.5% 0.4%
* Incidenza (persone - anno) 150/100°000 40/100°000

Fototipo 1-4: 2-4%/anno
Fototipo 1-4: = 30% rischio
sviluppo nel corso della vita

» Sopravvivenza a 5 anni = 100% 90%

* Rischio Metastasi 0.0028-0.55% -

« Aggressivita locale <1% -

. 80% di tutti i NMSC 20% muoiono di cancro
@ Adapted from Gaide O. Clinical diversity of the SCC: diagnostic tools and critical risk factors, SSDV, Bern 2022

Collisione:
Neo dermico e BCC
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Cheratosi attiniche (AK): Aspetto clinico




Cheratosi attiniche (AK): Quando? Chi? (Epidemiologia)

* Frequentissime. Secondarie all’esposizione cronica al sole

* Alto rischio: Occhi blu, capelli biondi e efelidi Medio: 4

* Precursori dei Carcinomi Squamocellulari (rischio progressione < 5%).
Anche marcatori di rischio per Carcinomi Basocellulari.
Ma possono anche regredire spontaneamente o restare invariate

N AK: Come si formano? (Eziologia)
Fotosensibilita Invecl hiamento
Macchie Do el — * Raggi solari UV responsabili nell'induzione e progressione delle
e dai raga dell cute cheratosi attiniche

uv

Tumor  Trainiziazione (cheratosi attiniche) e insorgenza di un carcinoma
squamocellulare possono passare 20-50 anni

Fotoallergia

Lesioni del DNA

* Genetica: gene oncogeno ras; gene soppressore tumorale p53

« Sistema immunitario: — risposta immunitaria con eta |
— immunosoppressione

* Prevalenza:

+ Australia (caucasici) =40 anni: 40-60%
e Europa: Austria = 30 anni: 31%
Olanda = 30 anni: 37%

Italia presso studi medici Dermatologia: 27.4%
Spagna presso studi medici Dermatologia: 28.4%

@ Del Regno L et al. American Journal of Clinical Dermatology 2022;23:339-352.




Algoritmo per la cura della AK
e Field Cancerization

The algorithm is intended to aid in the treatment decision
process for actinic keratosis and field cancerization and is
not intended to replace a physician’s best judgement on
the most appropriate treatment path for each individual
patient

Hofbauer G et al. Swiss clinical practice guidelines on field cancerization of the skin.

@ Swiss Med WKly 2014 Dec 24;144:w14026.

Examination

Watchful Waiting

Sun Protection

Actinic Keratosis?

Diagnose

Risk Factors?
1. Personal History

2. Immunosuppression
3. CLL

Evaluate

Physician Weighting
Factors to Consider

2. Lesion Location

3. Urgency of Treatment

Infiltrated Plaque?

Biopsy

m

1. Self Directed vs. Physician Directed Preference

Patient

Tx Decision

Management delle AK e Field Cancerization

Table 1: Management recommendations for actinic keratosis and field cancerization.

Patient presentation Recommended management Suggested timing Additional information
Photodamage; no other risk factors Clinical skin examination If new lesions ocour
Patient-directed self-examination Every 3 months
Fewer than five lesions; no other risk Clinical skin examination Every 12 months
factors Patient-directed self-examination Every 3 months

Recurrent lesions and recalcitrant lesions | Clinical skin examination

Every 3, 6, and 12 months following
treatment
At least every 6 months thereafter

Patient-directed self-examination

Every 3 months

Recalcitrant lesion reguires biopsy
by dermatologist

History of skin cancer Clinical skin examination

Every 3, 6, and 12 months following
treatment
At least every 12 months thereafter

Lymph node exam by dermatology
specialist in high-risk patients

One screening exam pretransplantation
Clinical exam at least every 12 months
following transplantation

Patient-directed self-examination

Every month

Patient-directed self-examination Every 3 months
CLLIOTR Clinical skin examination by dermmatology | For CLL: Invasivensass of skin lesions can be
specialist Every 12 months clinically underestimated in CLL/OTR.
For OTR:

@ Hofbauer G et al. Swiss clinical practice guidelines on field cancerization of the skin. Swiss Med Wkly 2014 Dec 24;144:w14026.




Fattori che influenzano le decisioni terapeutiche per curare le AK
e Field Cancerization

Table 2: Factors that influence treatment decisions for actinic keratosis and field cancerization.

Disease-specific factors

Progressionidevelopment of disease

Mumber of lesions

Localisation and severity of disease

Location of lesions

Recurrence

Fafient-specific factors

Age

Mental condition

Ability and willingness to adhere to therapy

History of skin cancer

Risk factors, especially immunosuppression

@ Hofbauer G et al. Swiss clinical practice guidelines on field cancerization of the skin. Swiss Med Wkly 2014 Dec 24;144:w14026.

Terapie AK
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AK: Evidence Base Medicine Treatments

First-line Sun protection creams
Cryotherapy
Topical 5-Fluoro-Uracil

Topical Imiquimod

PDT (Photodynamic Therapy)
Topical Tirbanibulin
Second-line Topical Retinoids

Topical Diclofenac in hyaluronic acid

Third-line Curettage

Surgical excision
Abrasive LASER (CO,)
Chemical Peeling (Trichloroacetic acid)

owmm>» > >» >» > > W >

Dermabrasion D

Evidence Levels: A: Double-blind study B: Clinical trials = 20 subjects C: Clinical trials < 20 subjects D: Series = 5 subjects E: Anecdotal case reports

Ibrahim SF & Brown MD. Actinic keratoses. in: Lebwohl MG et al. Treatment of skin disease. 4th eds (2014), Elsevier Saunders: pp. 14-7.
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Carcinoma Squamocellulare cutaneo (cSCC): aspetti clinici

Diagnosi clinica di Carcinoma Squamocellulare cutaneo (cSCC)

Pazienti 1) Eta avanzata
ad alto 2) Pelle chiara
rischio 3) Danno attinico cutaneo evidente di solito con cheratosi attiniche

4) Professione o ex-prof. e/o tempo libero con esposizione solare
5) Trapiantati d’organo / CLL
6) Anamnesi di molteplici cancri della pelle e/o cheratosi attiniche

Storia 1) Nuova apparizione (crescita rapida)

clinica 2) Mutazione (cambiamento)

della 3) Ulcerazione crateriforme — Tumore cheratinizzante
lesione 4) Dolore alla palpazione e/o pressione

cutanea 5) Prossimita a cure di pregressi cancri e/o cheratosi attiniche

6) Prossimita a escissione incomplete o a cure non chirurgiche di cancri della pelle
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Hedberg ML et al. Int. J. Mol. Sci. 2022, 23, 3478. https://doi.org/10.3390/ijms23073478.




¢SCC: Quando? Chi? (Epidemiologia)

* Incidenza in Europa: J&: 10-20 / 100°000
Q: 5-10 /100’000 (Australia: 250 / 100°000)

 Alto rischio: Occhi blu, capelli biondi e efelidi Medio: 4

(fototipo celtico)

* Raro fototipo 6e S5

| 7 * Rischio dovuto a 2 fattori:

— dose cumulativa di esposizione al sole
— fototipo

* Esiste una correlazione lineare tra incidenza di cSCC e quantita subita di
irradiazione agli UV

2

cSCC: Come si forma? (Eziologia, Fattori di rischio)

» Cause o fattori favorevoli allo sviluppo di cSCC:
— UV

Albinismo

Genodermatosi (Xeroderma pigmentosum)

HPV (Human Papilloma Virus)

As, Catrame, Tabagismo

Immunosoppressione

Cell death

Defective Caricel
, Q GGR-NER === f Mutagenesis =)
§ and TLS Genetic instability

Ll

XP and UVSS

N

- O Normal | gy | Genome Integrity | B No disease

DNA repair

y “RUOIO doppio” degll UV GGR-NER: Global Genome Repair Nucleotide Excision Repair
—  Mutazione del DNA (difetti di riparazione) otz sz
— Sistema immunitario

(Immunosoppressione locale: impedisce eliminazione cloni tumorali)

K-




c¢SCC:
Management

cSCC?

K-

Primary ¢cSCC
Common primary Locally
advanced®
]
High et
L_O % : g Multidisciplinary board
risk risk
l l Inoperable
Surgical Surgical
excision, excision,
with 5§ mm with 6-10
margins mm margins
or Mohs RT
T
I
I
s = . I
If positive margins, re-excise I
if feasible [}
RT for non-surgical ; :
. 2 Systemic therapy anti-PD 14
candidates/inoperable Z =
tumours In case of contraindication to anti-PD1: EGFRi +chemo/RT ¢
Dessinioti C and Stratigos AJ.Cancers 2022, 14, 3556. -
@ https://doi.org/10.3390/cancers14143556.
. . High-Risk Factors
Staging System Stage Risk Factors (If Applicable)
T1 Tumor diameter < 2 cm with <2 high-risk factors
CSCC " ™ Tumor diameter > 2 cm, or any size <2 mm thickness
4 S iS temi with =2 high-risk factors Clark level > 4
. AJCC7 T Tumor with invasion of orbit, maxilla, mandible, or . ENI .
di temporal bone ?lm?r}’dﬁ'ge earﬁort thiD
. oorly differentiate
Stag | ng T4 Tumor with invasion of other bone, or direct PNI of skull Y
base
T1 Tumor diameter < 2 cm
T2 Tumor diameter > 2 cm and <4 cm
AJCC8 Tumor diameter > 4 cm, or minor bone erosion, or PNI,
T3
or deep invasion
T4 Tumor with gross cortical bone/marrow invasion
T1 No high-risk factors
Ti diameter > 2
BWH T2a 1 high-risk factor um%rNIn;:]e_l ;;n o
T2b 2-3 high-risk factors Poorly differentiated
Tumor invasion beyond fat
T3 >4 high-risk factors, or bone invasion umormyasion beyond fa

Brueninger et al.

Burns C et al. Cancers 2022, 14, 3556.
https://doi.org/10.3390/cancers 14153653

Clinical stage (cT)

Low risk: Tumor diameter < 2 cm
High risk: Tumor diameter > 2 cm

Pathological stage (pT)

No risk: Tumor thickness < 2 mm
Low risk: Tumor thickness > 2 mm and <6 mm
High risk: Tumor thickness > 6 mm

Co-risk factors

Immunosuppression
Desmoplastic type or poor differentiation
Primary site ear
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cSCC:
Fattori di rischio

per i cSCC ad alto

rischio nelle line
guida

Dessinioti C and Stratigos AJ.Cancers 2022, 14, 3556.
https://doi.org/10.3390/cancers14143556.

radiological PNT

dermis or
measuring = 0.1 mm

only; nerve
diameter < 0.1 mm

European 2020 [1] US NCCN 2022 [12] UK BAD 2020 [13]
High-Risk Factor for ~ Very High Risk for High Risk for Local Very High Risk for
High-Risk Factors High Risk for Local Recurrence, Local Recurrence, Recurrence, Nodal Local Recurrence,
Recurrence (Local Metastasis, or Metastasis, or Metastasis, Or Nodal Metastasis,
or M i Di Specific Disease-Specific Disease-Specific Or Disease-Specific
Deal Deat! Deat! Death
Tumor-Related High-Risk Factors
Trunk,
Tumor diameter >20 mm extremities >2 cm >20-40 mm >40 mm
—<4cm
Head, neck, hands, >4 cm any location
Localization On temple/ear/ lip feet, pretibial, and On ear/lip
anogenital (any size)
Thickness Thickness > & mm or =6 mm or Thickness > 4-6 mm Thickness > & mm
Invasion beyond Invasion beyond Invasion into Invasion bevond
sasi ‘ ’ ; yon,
Invasion subcutaneous fat subcutaneous fat subcutaneous fat subcutaneons fat
: Lo Poor grade Poor grade Poor grade
Differentiation differentiation differentiation differentiation
i High-grade

AC(ZSS;};?:{‘]“L histological subtype

Histological feature Desmoplasia adenosquamous, or Desmoplasia Lymphovascalar —adenosquamous,
metaplastic nvasion desmoplastic, spin-

(carcinosarcomatous) dle/sarcomatoid /

metaplastic
PNIof a nerve lying Perineural Perine m_al i:\.vasion
Perineural invasion  Histological /symptomatic/ . deeper than the invasion—dermal present in
PNI) Yes

named nerve;
nerve =0.1 mm; or
nerve beyond dermis

Lymphatic or
vascular involvement

Yes

Bone
erosion,/ v asion

Bone erosion

Any bone invasion

scj;‘:?‘cg\'rgr'\‘ic Site of prior RT or Tu ":;;' a;‘S:‘Iga“S{mm
ic 1 i ror
inflammation/ RT chronic inflammation

chronic inflammation

In-transit metastasis

In-transit metastasis

Poorly defined

Borders
Primary vs recurrent Recurrent
Rapidly growing .
tumor Yes
Neurologic .
symptoms Yes

c¢SCC: Fattori Prognosi di Alto Rischio (recidiva/metastasi)

Criteri di rischio: 1 solo criterio di “alto” rischio & sufficiente

Dimensione:

* Diametro:
» Spessore:

Topografia: a rischio piu elevato:

e Zone H del viso

> 2cm
< 2mm
>

2mm-<6 mm
> 6 mm (high risk)

» Labbra e mucosa (lingua, vulva, pene)
» Zona cicatriziale (ustione, RT,...)

Istologia: Differenziazione:

rischio di metastasi

Immunosoppressione:

metastasi rarissime

ben differenziato

 moderatamente differenziato
+ poco differenziato
¢ non differenziato

rischio metastasi modesto (4%)
rischio metastasi presente (16%)
* Infiltrazione: Aderenza ai piani profondi: fascia muscolare, cartilagine, osso

Caratteristiche:
Desmoplasia
Sarcomatoide

PIN

Trapiantati d’organo (rischio di SCC a 5 anni: x70)
Malattie immunosoppressive: CLL, NHL

Skaria AM et al. Derm Helv 2014;26(7):28-30.




cSCC: Potenziale d’invasione in profondita

cSCC: c¢SC(Ca
Management .
9 Primary ¢SCC
Common primary Locally
advanced®
]
Low High e
: Multidisciplinary board
risk risk Py
l l Inoperable
Surgical Surgical
excision, excision,
with 5 mm with 6-10
margins mm margins
or Mohs RT
T
|
| .
If positive margins, re-excise :
if feasible "r
c;:jfg;;g;};?;f:;;ic Systemic therapy anti-PD1¢
tumours In case of contraindication to anti-PD1: EGFRi +chemo/RT ¢

Dessinioti C and Stratigos AJ.Cancers 2022, 14, 3556.
g https://doi.org/10.3390/cancers14143556.




cSCC: oo
Management
Primary ¢cSCC Metastatic ¢cSCC
Common primary Locally In transit Nodal Distant
advanced? metastasis metastasis metastasis
!
Lo High Multidisciplinary board
risk risk n =
l bl s . N\
| RES
l CIpsIaDle * o? Lymph node
Surgical Surgical Surgical I dissection®
o = 5 I Cannot be
excision, excision, excision : completel / \
with 5§ mm with 6-10 or RT or I xpi o Y
margins mm margins intralesional | } SBLS Completzly
or Mohs RT chemo, 1 resecte
T electrochemo | | l
I th .
1 : S : RT + Adjuvant
If positive margins, re-excise I : : RT
if feasible [} [} }
RT for non-surgical ; :
Systemic therapy anti-PD 14
candidates/inoperable Z =
tumours In case of contraindication to anti-PD1: EGFRi +chemo/RT ¢
Dessinioti C and Stratigos AJ.Cancers 2022, 14, 3556.
@ https://doi.org/10.3390/cancers14143556.

¢cSCC: Terapia

K-

Metodo Procedura / Agente terapeutico Level
Chemioterapia topica | Imiquimod A
5-Fluoro-Uracile B
Distruzione senza Crioterapia B
controllo dei margini Curettage e crioterapia B
Curettage e diatermia B
LASER CO, ablativo -
PDT B
IFNy intralesionale B
Bleomicina intralesionale E
Radioterapia B
Resezione con Escissione B
controllo dei margini Chirurgia micrografica (Mohs) B
In caso di metastasi/ | Anti-PD1: Cemiplimab, Pembrolizumab, Nivolumab, Ipilimumab A
«inoperabile» Chemioterapia: Cisplatino, 5-FU, Tassani, Capecitabina -
Anti-EGFR: Cetuximab, Erlotinib, Gefitinib, Panitumumab B

Evidence Levels: A: Double-blind study B: Clinical trials = 20 subjects C: Clinical trials < 20 subjects D: Series = 5 subjects E: Anecdotal case reports

Lansbury L et al. Treatment of squamous cell carcinoma in: Williams HC et al. Evidence-based Dermatology, 3th eds (2014), Blackwell: pp. 241-9.
Villani A et al. Adv Ther 2022;39:1164-1178. https://doi.org/10.1007/s12325-022-02044-1.

Garcia-Foncillas J et al. Cancers 2022, 14, 629. https://doi.org/10.3390/cancers 14030629.
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Carcinoma Basocellulare (BCC): aspetti clinici




Diagnosi clinica di Carcinoma basocellulare (BCC)

Red Flags BCC

Pazienti 1) Eta avanzata

ad alto 2) Pelle chiara

rischio 3) Danno attinico cutaneo evidente
4) Professione o ex-prof. e/o tempo libero con esposizione solare
5) Trapiantati d’'organo

)
)
)
)
)
6) Anamnesi di molteplici cancri della pelle e/o cheratosi attiniche
)
)
)
)
)

Storia 1) Nuova apparizione

clinica 2) Mutazione (cambiamento)

della 3) Erosione o ulcerazione ricorrente che non tende a guarire

lesione 4) Prossimita a cure di pregressi cancri della pelle

cutanea 5) Prossimita a escissione incomplete o a cure non chirurgiche di cancri della pelle

@ Tomas S. The 'ultra slow' BCC - two case studies. Aust Fam Physician 2010;39:227-8.
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BCC: Quando? Chi? (Epidemiologia)

* Incidenza in Europa:  — il piu frequente tumore maligno _
— = 1/3 persone puo svilupparlo nel corso della vita

» Alto rischio: Occhi blu, capelli biondi e efelidi Medio: 4

(fototipo celtico)

 Raro fototipo 6 e 5
o * Rischio dovuto a 2 fattori:

— esposizione al sole / fototipo _
— perturbazione processo di cancerogenesi

* Non esiste una correlazione lineare tra incidenza di BCC e quantita subita di
irradiazione agli UV

* Non € mai preceduto da una precancerosi, ma possono coesistere

BCC: Come si forma? (Eziologia)

« Cause o fattori favorevoli allo sviluppo di BCC:
— UV (ma rispetto cSCC, assenza di modello sperimentale!)
Albinismo
Xeroderma pigmentosum
Epidermodysplasia verruciforme (HPV)
Sindrome di Muir-Torre
Sindrome di Gorlin
Raggi X
Immunosoppressione

el bl

* Perturbazione processi di “cancerogenesi’:

—  Attivazione oncogeni ras

—  Perturbazione della via di segnalizzazione sonic hedghog
—  Disattivazione gene soppressore tumorale p53

— Inibizione dei meccanismi immunitari




Evoluzione «naturale» locale

IMAGES

Evolution of Basal Cell Carcinoma

Grovannt Zoccall, MD, Reza Pajanp, MD, Roserto Matteo Crisc, MD, AND
Mavrizio GruLiani, MD*
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Common BCC

Very high number of common BCC (>10) or multiple complex.
BCC (> 5) in the setting of apparently sporadic cases or in Gorlin
B DTT-BCC mainly dueto  syndrome®.
multiplicity of common BCC
*When at least 1 of the multiple BCC can be classified Ill or IV,
the patient will be classified accordingly, and not 1B

@ Legenda: DTT-BCC: difficult-to-treat BCCs Grob JJ et al. JEADV 2021;35:2149-2153.




Nodular Infiltrative Superficial
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BCC: classificazione dei rischi di recidiva locale
Recurrence-risk group High-/moderate-risk (H and M zones) [23] Low-risk (L zone) [23]

History and physical
Location and size Trunk, extremities =2 cm Trunk, extremities <2 cm
Cheeks, forehead, scalp, neck, and pretibial any size
“Mask areas™ of the face, genitalia, hands, and feet

Borders Poorly defined Well-defined
Primary versus recurrent Recurrent Primary
Immunosuppression (+) (-)
Site of prior RT (+) =)
Histology
Subtype Aggressive growth pattern: infiltrative, micronodular, Nonaggressive growth pattern: nodular,
morpheaform, sclerosing, and furtherd superficial, and other®
Perineural involvement (+) (=)

Adapted from the NCCN 2021 guidelines [28]. CCPDMA, Complete Circumferential Peripheral and Deep Margin Assessment; H zone,
high-risk zone; L zone, low-risk zone; M zone, moderate-risk zone; RT, radiotherapy. ? Any high-risk factor places the patient in the high-risk
category. b "Mask areas” of the face: central face, eyelids, eyebrows, periorbital, nose, lips (cutaneous and vermilion), chin, mandible,
preauricular, and postauricular skin/sulci, temple, and ear.“This area is a high-risk location, independent of size. “Having (mixed) infiltrative,
micronodular, morpheaform, basosquamous, sclerosing, or carcinosarcomatous differentiation features in any portion of the tumor. In
some cases, basosquamous tumors may be prognostically similar to SCC; clinicopathologic correlation is recommended in these cases.
€Low-risk histologic subtypes include nodular, superficial, and other nonaggressive growth patterns such as keratotic, infundibulocystic,
and fibroepithelioma of Pinkus.

@ Ramelyte E et al. Dermatology 2022 DOI: 10.1159/000526478




Algoritmo per i margini di escissione nei differenti tipi di BCC

Basal Cell carcinoma

A
[ )
Low risk group High risk group
. A\

. - ; - - [ - ‘
Anatomic or No Anatomic or  Primary Lesion Recurrent Lesion
Cosmetic cosmetic
constraint constraint

i 4-5 mm Margin 6 mm margin or
2 mm margin I - .
. 3 mm margin with Moh'’s Micrographic
with close
regular follow up surgery
follow up
@ Quazi S J et al. Surgical Margin of Excision in Basal Cell Carcinoma: A Systematic Review of Literature. Cureus 2020;12(7): €9211. DOI 10.7759/cureus.9211

Chirurgia convenzionale o micrografica? Margini di sicurezza?

dJd
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Missed
Cancer

Chirurgia -y Chirurgia
convenzionale micrografica

@ Courtesy of Dr. med. G. Marazza




Chirurgia micrografica: svolgimento in breve

Courtesy of Dr. med. G. Marazza

* Escissione della lesione tumorale con margine
minimo ragionevole, in anestesia locale

* Analisi isto-patologica
« Eventuali riprese chirurgiche

* Ricostruzione/Chiusura chirurgica

BCC: Terapia

Metodo Procedura / Agente terapeutico Level

Chemioterapia topica Imiquimod
5-Fluoro-Uracile

Distruzione senza controllo dei margini | Crioterapia

Curettage e crioterapia
Curettage e diatermia
LASER CO, ablativo
PDT

IFN intralesionale
(PEG)-IL-2 intralesionale
Radioterapia

Resezione con controllo dei margini Escissione

Chirurgia micrografica (Mohs)

In caso d’infiltrazione inoperabile o Segnalazione di Hedgedog: Vismodegib,
irradiabile e/o metastasi Sonidegib, Patidegib (Saridegib), Taladegib
Anti-PD1: Cemiplimab -

Evidence Levels: A: Double-blind study B: Clinical trials = 20 subjects C: Clinical trials < 20 subjects D: Series = 5 subjects E: Anecdotal case reports

> W WoOwW>»o0oO0WOW > >

Lansbury L et al. Treatment of squamous cell carcinoma in: Williams HC et al. Evidence-based Dermatology, 3th eds (2014), Blackwell: pp. 241-9. Peris K et al. BCC guidelines. European Journal of Cancer 2019;118:10-34.
@ Villani A et al. Adv Ther 2022;39:1164-1178. https://doi.org/10.1007/s12325-022-02044-1




Conclusioni: Fisiologia della pelle e tumori cutanei non melanoma

* Fisiologia: Pelle organo di protezione e difesa (immunologica)
* Invecchiamento cutaneo: UV e genetica (fototipo) giocano il ruolo maggiore

e Cancri cutanei: UV, Genetica e Sistema immunitario
» AK: indizio di invecchiamento cutaneo (fototipo 1-4) e predisposizione a sviluppare NMSC (cSCC)

NMSC:
- BCC: » = 1/3 persone (fototipo 1-4) pud svilupparlo nel corso della vita
* Erosione o ulcerazione ricorrente che non tende a guarire (fragilita cutanea)

» Escissione chirurgica con margini liberi vs chirurgia di Mohs

* Radioterapia per le forme non infiltrative — Farmaci pathway segnalazione di Hedgedog - (anti-PD1)
*+ ¢SCC: * Esiste una correlazione lineare tra incidenza di cSCC e quantita subita di irradiazione agli UV

* Ulcerazione crateriforme — Tumore cheratinizzante

* Dolore alla palpazione e/o pressione

+ Escissione chirurgica con margini liberi vs chirurgia di Mohs

« Casi inoperabili / Metastasi: Radioterapia — Farmaci anti-PD1; alternativa: Anti-EGFR + chemioterapia

+ Dermatoscopia: oggi come ieri, grande aiuto per la diagnosi clinica
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