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MERKEL CELL CARCINOMA
Epidemiology

A Merkel cell carcinomais an uncommonneuroendocrinecarcinoma
that mostly arisesin sun exposedareas,with the head and neck
beingthe mostfrequentsite.

A There is geographic variation in incidence 2/10°ly EU vs 8-
10/10°/y US& Australia

A It predominantly occursin patients who are older, with onset
occurringat a medianageof 75to 80, and it is more commonin
males

A Recognizedrisk factors are ultraviolet sunlight exposure and
Immunosuppressionand more recently,the Merkel polyomavirus
hasbeenidentified asa causativeagent

AlboresSaavedra J, et alCutanPathol 2010
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MERKEL CELL CARCINOMA

FEATURES OF MCC COMMONLY AFFECTED
AREAS

A Head and neck (~50%)

A" Upper extremities (~16%)

A Lower extremities (~30%)

A Trunk (<5%)

A Firm, red to purple papule/nodule
A Asymptomatic/lack of tenderness
A Rapidly expanding

A Metastasizes at an early stage

Prietol, et al.CritReviewOncolHematol2016
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MERKEL CELL CARCINOMA

Percent Relative Survival
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MERKEL CELL CARCINOMA
Pathology report

@M® Vimentin  S100 Cromogranin  Sinaptophysin  Neurofilament CK7 (D45 PAX5 CD117

MCC ++ + — — — — +H— +H— + +— — + +
SCC +— +— — + — — + + — —

Melanoma +— — + ++ - - - -

Ewing S — + + - - -

Hematol. - — + - - -




“

XV ABORDAJE MULTIDISCIPLINAR DEL CANCER

MERKEL CELL CARCINOMA
MCPvV

LT-Ag carboxy terminal
domain truncation in
MCC eliminates:

* Helicase activity
* Viral DNA binding
» Viral replication

Other
functions

@ \ -
2 ] sT-Ag
1
... ¢$§Cﬁ§ 5 Q§>
N i S
" o/ '
e 3
\/ ub

E2F c-Myc
\/ elF4E . ; ‘ll
& p53 4 e T

Cap-dependent _
& translation Wn-E i

ecmonia G1 =» S phase Proteasome

trafficking/ degradation
rotein )

degradatlon ? > Transformation/

cancer

Church et al.J InvesDerm2015
Feng H, et alScience2008




A

Mutation rate per Mb

XV ABORDAJE MULTIDISCIPLINAR DEL CANCER

MERKEL CELL CARCINOMA
Mutation load
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HarmsPW, et alCancer Res 2015
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MERKEL CELL CARCINOMA
PD-1/PD-L1 expression

PD-1
wrw
ok T A ,L*.*
‘- L
100 o 25001 @
B
go{ o — 20001 o
—3— LL
4 = 1,500{ —e—
§ ¢ % 1000 e
40 - o d ¢
a2 500
o
20 ol
& MCPyY CMV
TIL MCPyV CMV EBV tet” tet*

Tumaor Blood

0 t

, : ﬂ':.‘!;i’ﬁﬂiﬁ? PD-L1 l

AfanasieVOK, et alClinCancer Res 2013




V

XV ABORDAJE MULTIDISCIPLINAR DEL CANCER

MERKEL CELL CARCINOMA
MDT management

Extranodal ..
No lymphnode spread Lymphnode spread locoregionaldisease Metastatic disease

Excision (£2 cm margin) +

adjuvant radiotherapy Surgery + radiotherapy

Sentinel lymphnode biopsy is
recommended if possible

clinical trial if possible
If micrometastasis: therapeutic
lymph-node dissection

If sentinel lymph node biopsy n
possible, regional
follow-up with ultrasound ever
4 months

Elderly patients with poor performance status
not suitable for surgery: possible radiotherapy
of tumors and lymph node

Adjuvant immunotherapy

Complete removal of satellite o
in-transit metastases around the
primary site if possible

No established curative
treatment

Mono- and poly
chemotherapy may be used
enroliment in a clinical trial

is preferred

Radiotherapy + chemotherapy i
surgery
not feasible

Electrochemotherapypossible for
locally advanced lesions

Solid tumors witHocoregional
diffusion on limbs: isolated limb
perfusion with tumor necrosis
factor andmelphalan or isolated
limb infusion

LebbeC et alEurJ Cancer 2015



