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Lesione esofitica della regione anale in cui si riconosce una parte nodulare bluastra e un nodulo rossastro parzialmente ulcerato, sanguinante e in parte necrotica; evoluzione rapida in circa 4 mesi
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e Settembre 2015:Videorettocolonscopia
formazione sessile di circa 3 cm a larga base di
impianto, apparentemente infiltrante la mucosa
rettale, di cui si eseguivano biopsie multiple
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e Dicembre 2015: > e stata sottoposta ad

intervento chirurgico di

 Febbraio 2016: TC TB senza e con mdc: tessuto
ipodenso visibile in sede presacro-coccigea, ancora
compatibile con esiti, e tuttavia meritevole di
controllo a distanza. Non si apprezzano segni sicuri
TC di recidiva locoregionale di malattia.
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* Angio-TC
« noduli a disseminazione nelle fosse ischio-
anali ed ischio-rettali con ulteriori nodulazioni

nello scavo pelvico in sede profonda a
prevalente distribuzione in sede pre-sacrale»
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Infitrazione dermica a tutto spessore dei melanociti
Nidi confluenti con scarso collagene interposto


Mutazione p.L576P nell” esone 11 del gene c-KIT
Wild-type per il gene BRAF



Mutation Percentage of melanomas Phenotypic associations
with mutation

0% Young patient age
Intermittent sun-exposed primary site
Trunk, limbs primary sites
High naevus counts
Few freckles
Tans easily
Superhficial spreading histogenetic type
See text for other morphelogic
associations

Intermittent sun-exposed sites (weak
association)

Low or absent pagetoid

epidermal scatter

Peripheral circumscription

2% {10—20% Acral and mucosal sites

of acral and mucosal melanomas Acral and mucosal lentigincus histogenetic
melanoma types

GMNAQYGMNA1L  50% of uveal melanomas Uveal melanoma
fblue naevus-like melanomas

Scolyer RA et al Mol Oncol 2011
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Mutazioni di BRAF sono associate a giovane età (fino all’86% in pazienti di 20-30 anni), localizzazione al tronco o alle gambe (esposizione solare intermittente) e modesto danno solare. Istologia: nests, molta pigmentazione, cellule epitelioidi, minima elastosi solare). 
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Treatment of KIT-mutated metastatic mucosal melanoma.
Kim KB', Alrwas A2,
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Abstract
Mucosal melanoma is a rare, aggressive histologic subtype of malignant melanoma, and prognosis for patients with metastatic mucaosal
melanoma is very poor. In general, conventional cytotoxic agents alone or in combination with immunologic drugs have limited clinical benefit.
Advances in molecular analytic techniques have helped researchers discover genetic aberrations in KIT, a receptor tyrosine kKinase, in nearly
40% of patients with mucosal melanoma. Preclinical studies have demonstrated that hot-spot mutations, maostly substitutions in exons 11 and
13, result in constitutive activation of KIT and its downstream signal transduction pathways, such as the MEK/ERK, PI3K/AKT and JAK/STAT
pathways. KIT inhibitors, most notably imatinib, have shown promising clinical activity in KIT-mutant advanced melanoma, including mucosal
melanoma, with clinical response rates exceeding 35% in patients with hot-spot mutations in exon 11 or 13 and/or a high mutant/wild-type
allelic ratio. However, the duration of disease control is rather short in general, and treatment with KIT inhibitors as single agents is not
optimal. Well-designed mechanistic studies aimed at assessing molecular differences between various KIT mutations or other aberrations and
mechanisms of resistance are urgently needed to improve KIT-targeting therapy for melanoma. In addition, with availability of checkpoint

inhibitors, such as anti-CTLA4 and/or anti-PD-1 antibodies, immunotherapies using those inhibitors alone or in combinations of such
immunotherapies with KIT inhibitors may lead to more effective therapeutic regimens. This review discusses the rationale for KIT inhibitor
therapy in patients with metastatic mucosal melanoma and the findings of preclinical and clinical studies of KIT inhibitors in this patient
population.
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CASE REPORT Open Access

Interstitial nephritis in melanoma patients @
secondary to PD-1 checkpoint inhibitor

Julia Escandon'?, Stephanie Peacock’, Asaad Trabolsi’, David B. Thomas®, Ayman Layka' and Jose Lutzky'*"

, Abstract

Background: Immune checkpoint inhibitors have become the first line therapy in melanoma treatment and their
use is extending to other malignancies. However, we are still learning about immune side effects produced by
these drugs and their severity especially in patients with history of inflammatory diseases.

Case presentation: We present two cases of metastatic melanoma treated with nivolumab and pembrolizumab
(anti PD-1). Both patients developed acute interstitial nephritis during immune checkpoint therapy. We emphasize
the causal association between immune checkpoint inhibitors and the nephritis. The timing of drug administration
and appearance of nephritis is suggestive of a causal relation between the checkpoint inhibitor therapy and this
adverse event,

Conclusions: Although uncommon, some side effects from checkpoint inhibitors can be severe and may need to
be addressed with immunosuppression. Given the increasing frequency of immunotherapy use, awareness should
be raised in regards to immune side effects and their appropriate management.



Presenter
Presentation Notes
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trattat Nivolumab

risoluzione
permanente

* Neicasitrattaticon ’
produttrice riportano incide i nello dei
pazienti (7/1567 dei pazienti comvoltl nei trial clinici), e
qguesti includevano nefriti di grado 2, 3 and 4. Due pazienti
(0.1%) hanno sospeso permanentemente il farmaco e 4/7
hanno avuto remissione completa della nefrite [2].

[1] Pharmaceutical company. Opdivo [package insert]. Princeton: Bristol-
Myers Squibb Company; 2016

[2] Pharmaceutical company. Keytruda [package insert]. Whitehouse
Station: Merck & Co INC; 2015
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Dicembre 2016: bronchite , trattata con antibioticoterapia 
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* Monitoraggio attento consente un adeguato
management degli eventi avversi

 Considerare la possibilita di ri-trattamento
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