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CÉLULAS DE MERKEL
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EPIDEMIOLOGÍA
<1% de las neoplasias malignas cutáneas

Europa: 0,2-0,4 / 100000 / año
• Mayor en USA y Australia
• Ha aumentado en los últimos 30 años

FACTORES DE RIESGO

• UVA (PUVA)
• Edad
• Raza blanca
• Poliomavirus de Cels. de Merkel
• Inmunodeficiencias
• Irritación crónica



Monográfico de Tumores cutáneos infrecuentes

Proposed MCC tumorigenesis pathways in
the presence or absence of Merkel cell polyomavirus
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• NÓDULO dérmico
• Solitario
• Indoloro
• Palpable
• Desde ligeramente 

eritematoso a 
violáceo
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Heath M, et al.: Clinical characteristics of Merkel cell carcinoma at diagnosis in 195 patients: the AEIOU features. J Am Acad Dermatol 58 (3): 375-81, 2008

Las características clínicas inespecíficas (AEIOU) hacen que la 
sospecha clínica sea baja, y haya un retraso diagnóstico, 

entre 3 y 12 meses de la aparición de la lesión.
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American College of Surgeons, Chicago, Illinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth Edition (2017)
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Sólo el 2% se diagnostican como enfermedad diseminada
Tai PTH et al. Chemotherapy in neuroendocrine/Merkel Cell Carcinoma of the skin: Case 

series and review of 204 cases. J Clin Oncol 2000; 18(12):2493-2499

Un tercio desarrollarán metástasis
Raaf J.  Trabecullar-Merkel Carcinoma of the skin. Treatment of primary, recurrent and metastatic

disease. Cancer 1986; 57: 178-182.
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Cirugía Radioterapia

Ganglio centinela
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Radioterapia



Monográfico de Tumores cutáneos infrecuentes

Quimioterapia

Inmunoterapia
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Estudios retrospectivos

QT adyuvante y QT/RT.

Enfermedad locorregional y metastásica

Pautas extrapoladas del Ca. microcítico de pulmón

Carboplatino-etopósido

Ciclofosfamida/adriamicina/vincristina

Carboplatino AUC 2

-Pilsen M et al. Weekly carboplatin reduces toxicity during synchronous chemoradiotherapy for Merkel 
cell carcinoma of skin. Int J Radiat Oncol Biol Phys. 2008;72(4):1070
-Travis, W. D. 2010. Advances in neuroendocrine lung tumors. Ann. Oncol. 21(Suppl 7): vii65–vii71.
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QUIMIOSENSIBLE

• 1ª línea: 

Tasas de respuesta: 53-61%

Las respuestas no son duraderas: SLP: 3 meses (94 días)

Sin beneficio sobre la supervivencia global: SG: 9,5 meses

• 2ª línea: 

Tasa de respuesta: 23%

SLP: 2 meses (61 días)
-J Clin Oncol 2000; 18: 2493–99.

-Cancer 1999; 85: 2589–95.
-Cancer Med 2016; published online July 19. DOI:10.1002

-Am J Clin Oncol 1991; 14: 166–69.
-Proc Am Soc Clin 2014; 32 (suppl 5S): abstr 9049

-J Skin Cancer 2013; 2013: 327150
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Peor pronóstico en pacientes inmunodeprimidos

Liang E et al. Merkel Cell Carcinoma Analysis of Outcomes: A 30- Year Experience. PLoS One. 2015;10(6):e0129476.

Mejor pronóstico si infiltrados intratumorales TCD8+.

Paulson KG et al. Transcriptome-wide studies of merkel cell carcinoma and validation of intratumoral CD8+ lymphocyte invasion as an
independent predictor of survival. J Clin Oncol. 2011 Apr;29(12):1539-46.



Monográfico de Tumores cutáneos infrecuentes

PD-L1
Expresado en células tumorales
Expresado por células del MCC y por infiltrados inmunes adyancentes

Lipson EJ, Vincent JG, Loyo M, et al. PD-L1 expression in the Merkel cell carcinoma microenvironment: association with inflammation, 
Merkel cell polyomavirus and overall survival. Cancer Immunol Res 2013; 1: 54–63.

Diana terapéutica para la reactivación del sistema inmune

Iwai Y et al. Involvement of PD-L1 on tumor cells in the escape from host immune system and tumor immunotherapy by PD-L1 blockade
Proc Natl Acad Sci USA 2002; 99: 12293

Alta concentración: pronóstico y predictivo: No está clara su utilidad como biomarcador

Patel SP, Kurzrock R. PD-L1 expression as a predictive biomarker in cancer immunotherapy. Mol Cancer Ther 2015; 14: 847–56.
Aguiar PN Jr, Santoro IL, Tadokoro H, et al. The role of PD-L1 expression as a predictive biomarker in advanced non-small-cell lung cancer: a 

network meta-analysis. Immunotherapy 2016; 8: 479–88.
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AVELUMAB
• Anticuerpo monoclonal humano, de clase IgG1, 

dirigido contra el ligando de muerte programada 1 
(anti PDL1)

• Doble acción
• - Inhibe la interacción PDL1 (célula 

tumoral) – PD1 (linfocito T).  Elimina el efecto 
supresor de la célula tumoral mediante PDL1 
sobre el linfocito citotóxico TCD8+: 
restauración de la respuesta antitumoral del 
linfocito TCD8+.

• - Inducción de lisis directa por los linfocitos 
NK mediante Citotoxicidad Celular 
Dependiente de Anticuerpos (CCDA)
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Mediana de seguimiento: 10,4 meses.



Monográfico de Tumores cutáneos infrecuentes



Monográfico de Tumores cutáneos infrecuentes

En el análisis posterior entre subgrupos, no se encontraron diferencias estadísticamente 
significativas entre los diferentes subgrupos.
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• Tendencia a una mayor 
SLP en los subgrupos:

• Menor carga 
tumoral

• Menor número de 
líneas previas

• PDL1 positivo (5%)
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Adverse 
events
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LIMITACIONES

1. Fase II
2. No aleatorizado
3. Tamaño muestral pequeño (n=88)
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Two-year efficacy and safety update from <br />JAVELIN Merkel 200 part A: a registrational study of avelumab in metastatic Merkel cell carcinoma progressed on chemotherapy

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Study status

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Response to avelumab

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Time to and duration of response (n=29)

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Progression-free survival with avelumab

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Overall survival with avelumab <br />

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Conclusions: avelumab in mMCC

Presented By Paul Nghiem at 2018 ASCO Annual Meeting
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ORR: 62,1%

SLP 3m: 67%
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J. W. Walker1, V. Kasturi2, C. Lebbé3, S. Sandhu4, G. Grignani5, M. 
Hennessy2, S. Hildemann6, J. Reed2, S. Hariharan7

1University of Alberta, Edmonton, AB, Canada; 2EMD Serono, Billerica, MA, USA; 3CIC and Dermatology, Saint Louis Hospital, Paris, France; 4Peter MacCallum 
Cancer Centre, Melbourne VIC, Australia; 5Candiolo Cancer Institute - FPO, IRCCS Candiolo, Torino, Italy; 6Merck KGaA, Darmstadt, Germany; 7Pfizer Inc, New York, 
NY, USA

Poster presentation at the 2018 ASCO Annual Meeting, June 1–5, 2018; Chicago, IL, USA

Second-line avelumab treatment of patients with 
metastatic Merkel cell carcinoma: experience from a 
global expanded access program 



METHODS
• Patients participating in the EAP (NCT03089658) had stage IV mMCC and PD on or 

after chemotherapy or were ineligible for either participation in clinical trials or 

chemotherapy 

• Patients with clinically significant comorbidities (eg, renal dysfunction) may have 

been ineligible to receive chemotherapy 

– Patients with unresectable stage III MCC were ineligible for participation 

• In contrast to JAVELIN Merkel 200, patients in the EAP could have ECOG performance 

status (PS) of ≥2, treated brain metastases, or immunosuppressive conditions 
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BOR, best overall response 

* Patients may have received first-line avelumab if they were ineligible for chemotherapy 

† Patients may have continued avelumab beyond radiological disease progression in the absence of significant 
clinical deterioration and based on physician assessment of potential benefit from continued treatment 



RESULTS

• Between January 2016 and April 30, 2018 (data cutoff date), 521 requests for avelumab

were received from 37 countries 

• 462 were approved, 48 were medically rejected for various reasons (eg, incorrect diagnosis, lack of 

appropriate prior therapy, incomplete information), and 11 were withdrawn 

– Most requests were from France (n=96), Italy (n=87), and Australia (n=68) 

• Median age was 74 years (range, 28-95 years), and 67% of patients were male

• Of the 402 patients supplied with avelumab: 

– 88 predated the EAP portal (implemented in May 2017) and did not have outcome data, 

regardless of response or resupply 

– 42 were approved ≤90 days prior to the data cutoff date and were therefore too early to 

evaluate 

– 272 were potentially evaluable for outcomes, with 157 (57.7%) patient outcomes provided 
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Cutoff date: April 30, 2018 



Baseline characteristics  

* Weight and ECOG PS at baseline are available only for the 383 patients enrolled via the portal 



RESULTS 
• In 157 response-evaluable patients, the ORR was 51.6%, including CR in 24.8% (n=39; 

including 3 immunocompromised patients) and PR in 26.8% (n=42; including 1 

immunocompromised patient) 

– Durable responses were observed in immune-competent and immunocompromised 
patients 

• The EAP is ongoing but will close in 2018 with regulatory approval in multiple countries 



Response in patients participating in 

avelumab MCC EAP

DCR, disease control rate 

* Response was reported according to treating-physician assessment of follow-up scans at the time of resupply 
† Patients with PD or AEs that required treatment discontinuation within the first 90 days were never resupplied and did not have a 

follow-up response evaluation; thus, these values may be underreported 
‡ As of April 2018: 33 patients with response remain on treatment in the EAP; 20 patients with response were transferred to 
commercial supply and no longer followed for outcomes 



Physician-reported safety profile of 
avelumab in MCC EAP

* Preferred terms, all TRAEs observed in ≥3 patients in EAP extracted from the safety database for study 100070-CU (n=402); unsolicited 
cumulative events provided by treating physicians; overall safety events may have been underreported in this ad hoc program 



CONCLUSIONS
• The MCC EAP answered an urgent, unmet medical need in patients with mMCC and 

limited treatment options 

• No new safety signals were identified in the EAP population 

– Infusion-related reaction, fatigue, and rash were among the most frequently occurring 
TRAEs observed in both the EAP and JAVELIN Merkel 20015 

• In the EAP population, avelumab showed clinical benefit in both 

immunocompromised and immune-competent patients 

– ORR (as evaluated by treating physician) was 51.6%, including 3 immunocompromised 
patients who achieved CR and 1 who achieved PR 

• In a real-world setting, avelumab showed safety and efficacy consistent with the 

JAVELIN Merkel 200 clinical trial15



Monográfico de Tumores cutáneos infrecuentes



Monográfico de Tumores cutáneos infrecuentes

GRACIAS


