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Rezumat

Carcinomul cutanat cu celule Merkel (MCC) este o
tumord malignd rard, dar extrem de agresivd a pielii, cu
origine neuroendocrind. Aceasta este mai frecventd Ila
vdrstnici si deseori este asociatd cu infectia cu Polyoma
virus. De asemenea are o crestere rapidd si metastazare
precoce, fiind rezistentd la tratament, iar aspectul siu clinic
de nodul monomorf si nepigmentat predispune la erori de
diagnostic si in consecintd la intdrzieri in tratament. Prin
urmare, clinicienii ar trebui si cunoascd particularitifile
acestei tumori, ca sd poatd asigura depistarea sa precoce si
astfel un prognostic mai bun.

Expunem cazul unei paciente in vdrstd de 79 ani,
diagnosticatd in clinica noastrd cu un carcinom cu celule
Merkel cu crestere nodulard rapidd si trecem in revistd
provocdrile diagnostice si noutdtile in abordarea acestei
tumori agresive.

Cuvinte cheie: Carcinom cu celule Merkel,
neuroendocrin, infectie cu Polyoma virus, radioterapie.
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Summary

Merkel cell carcinoma (MCC) is a rare but highly
aggressive primary cutaneous carcinoma of the skin with
neuroendocrine origin. It occurs mostly in elderly and is
often associated with Polyoma virus infection. It grows
rapidly and metastasizes quickly and is highly resistant to
treatment, while its monomorphous nodular, non-
pigmented appearance predisposes to misdiagnosis and late
treatment. The clinician should be advised of the
characteristics of this tumor, in order to ensure early
detection and a better prognosis.

We present the case of a 79 year old woman with
rapidly growing nodular Merkel cell carcinoma and briefly
review the challenges in diagnosis and the updates in the
management of this deadly tumor.
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Introducere

Carcinomul cutanat cu celule Merkel (MCC)
este o tumord malignd rard, dar agresivd. Pentru
descrierea acestei tumori au fost utilizati o
varietate de termeni, cum ar fi: carcinom cutanat

Introduction

Merkel cell carcinoma (MCC) of the skin is a
rare, but aggressive tumor. A variety of other
terms have been used to describe this tumor,
including neuroendocrine or primary small cell
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primar/neuroendocrin cu celule mici, carcinom
cu celule trabeculare, APUDom cutanat si cancer
cutanat anaplastic.

Celulele Merkel sunt mecanoreceptori im-
plicati in sensibilitatea tactild find, dar numeroase
teorii despre originea MCC sunt citate in lite-
raturd: neuroendocring, celule stem pluripotente
si chiar celule limfoide.

Incidenta MCC nu este cunoscuta exact, dar
este estimatd la ~0.13-0.4/100000 in Europa,
reprezentdnd sub 1% din totalitatea tumorilor
cutanate maligne.[1-2]

MCC afecteazd predominant persoanele in
varstd, cu ten fotosensibil si are tendintd marcata
la recurentd locald si metastazare ganglionara
regionald.

Mortalitatea acesteia este ridicatd, mai ales in
conditiile in care tratamentul rdmane putin
eficient In stadii avansate, iar supravietuirea la 10
ani este sub 50% (46%). [1-2]

Detectia precoce si excizia promptd sunt
factorii cheie pentru imbundtatirea prognos-
ticului, astfel incat cunoasterea caracteristicilor
diagnostice ale MCC si recunoasterea rapida a
acestei tumori sunt esentiale in practica medicala.

Prezentare de caz

Expunem cazul unei femei in varsta de 79 ani,
care s-a prezentat la un consult dermatologic
pentru o arie pruriginoasa si exudativa, cu debut
acut, la nivelul zonei cubitale stangi, dupa cateva
zile de aplicare din proprie initiativd a diverse
preparate topice. Leziunea a fost diagnosticata ca
dermatitd de contact alergicd, dar pacienta a fost
indrumatd catre departamentul nostru pentru
diagnosticarea unui nodul cutanat subiacent.

Antecedentele patologice personale inclu-
deau hepatita inactiva cu virus C, tuberculoza in
copildrie, regresie cognitivd moderata legatd de
varstd si hipertensiune arteriald moderata.
Pacienta avea fototip Fitzpatrick II, si nu avea
istoric de expunere excesiva la soare, profesionald
sau recreationald sau semne de agresiune solara.

Examenul clinic al tegumentelor a relevat un
nodul usor eritematos, asimptomatic, localizat la
nivelul fetei interne a antebratului stang,
anamnestic in evolutie de cateva luni. (Fig.1)
Aspectul dermatoscopic nu a fost specific,
prezentand zone omogene roz si vase polimorfe
distribuite neuniform.
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carcinoma of the skin, trabecular cell carcinoma,
APUDoma of the skin and anaplastic cancer of
the skin.

Merkel cells are part of the mechanoreceptors
implicated in the fine touch, but many theories
about the MCC'’s origin are cited in the literature,
including neuro-endocrine, pluripotent stem cells
or even lymphoid cells.

Its incidence is not precisely known, but is
estimated to be vary between ~0.13-0.4/100 000
persons/year in Europe, representing less than
1% of all cutaneous malignancies.[1-2]

It predominantly affects older adults with fair
skin types and has a high propensity for local
recurrence and regional lymph node metastases.

Its mortality is high, as treatment in advanced
stages remains elusive and the 10-years survival
rate is under 50% (46%). [1-2]

Early detection and prompt surgical treat-
ment are key factors for improving prognosis, so
knowing the diagnostic characteristics of this
tumor and recognizing it promptly are important
for the clinical practice.

Case presentation

We report the case of a 79 year old woman
who presented to dermatologic consultation for
pruritus and oozing on left cubital area, onset
several days after applying various self-
administered topicals. She was diagnosed with
allergic contact dermatitis, but was also referred
to our Department for the diagnosis of an
underlying cutaneous nodule.

Her past medical history included inactive
HCV Hepatitis, tuberculosis in childhood, mild
age-related cognitive regression, mild arterial
hypertension. She had Fitzpatrick phototype 1I,
had worked indoors and had no history of
extensive sun exposure, nor significant skin sun
damage.

The clinical examination revealed an asymp-
tomatic smooth, slightly erythematous nodule on
the internal side of the left forearm, reportedly
developed on normal skin over several months.
(Fig.1) Dermoscopy was unspecific, with pink
homogeneous areas and some scattered
polymorphous vessels.

The clinical differential diagnosis included
nodular melanoma, cutaneous Ilymphoma,
cutaneous metastases but also a benign tumor.




Fig. 1. Clinic: nodul roz/rosu, cu suprafati netedd la nivelul

fetei interne a bratului stdng

Fig. 1. Clinical: pink / red nodule with smooth surface on the

inner side of the left arm
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Fig. 2. HE, magnificatie 20x: Carcinom cu celule Merkel cu
crestere nodulard, difuzd; fiird microsateliti, fiird regresie
Fig. 2. HE, magnification 20x: Merkel cell carcinoma with
nodular, diffuse growth; Without microsatellite, without
regression

Diagnosticul diferential a inclus: melanom
nodular, limfom cutanat, metastaze cutanate, dar
si o tumora benigna.

S-a efectuat excizia in toto a tumorii pentru
examinarea histopatologicd, care a relevat o
proliferare nodulard cu celule rotunde, albastre, de
talie medie, cu nuclei bazofili, veziculosi si
citoplasma redusa, extinsa pana la nivelul
hipodermului superficial, pe o grosime maxima de
1 cm. S-au evidentiat invazie limfovascularad si
activitate mitoticd crescuts, cu 43 de mitoze/mm?.
Imunohistochimia a relevat CK20 difuz pozitiv cu
aspect de puncte paranucleare si a fost negativa
pentru S100, neurofilament, TTFI. in consecinta
s-a stabilit diagnosticul de carcinom cu celule
Merkel cu crestere nodulara, tipul intermediar, cu
indice mitotic crescut si invazie limfovasculara.
(Fig. 2-5)
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The tumor was completely excised for
pathologic examination which revealed a
nodular proliferation of round blue cells of
medium size, with basophilic, vesicular nuclei
and reduced cytoplasm, extending to superficial
hypodermis, over a diameter of lcm.
Lymphovascular invasion was present, along 43
mitoses/mm?.

Immunohistochemistry  revealed CK20
diffuse positive staining, with “nuclear dot”
aspect and staining was negative for 5100,
neurophilament and TTF1. Therefore the
diagnosis of Merkel cell carcinoma with nodular
growth, intermediate type, with high mitosis
activity and lymphovascular invasion was
settled. (Fig. 2-5)
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Fig. 4. HE, magnificatie 400x: Celule medii cu nuclei
bazofili, veziculosi, monomorfi si citoplasmd redusd; cu
semne de apoptozid si mitoze tipice si atipice
Fig. 4. HE, magnification 400x: Medium cells with
basophilic nuclei, vesiculos, monomorphs and reduced
cytoplasm; With signs of apoptosis and typical and atypical

mitosis

Investigatiile imagistice care au inclus CT
toraco-abdomino-pelvin si ecografie ganglionara
nu au relevat diseminari secundare, iar testele de
laborator s-au situat in limitele normale varstei.
Pacienta a refuzat efectuarea biopsiei ganglio-
nului santineld.

S-a efectuat reexcizia cu margini oncologice
de 2 cm a tumorii primare, urmatd de radio-
terapie locald a ariei tumorii primare, cu rol
adjuvant.

Evolutia a fost favorabild, fara leziuni noi la
monitorizarea la 6 luni.

Discutii

Carcinomul cutanat cu celule Merkel este o
tumord malignd, rard, dar cu o incidenta in
crestere, si cu o rata a fatalitatii de 2 ori mai mare
ca melanomul (33-46%). [3] Cel mai frecvent este
intdlnitd la pacienti varstnici, mai ales de sex
masculin (>60%). [1] Marea majoritate (80%) a
cazurilor sunt asociate cu infectia cu poly-
omavirus [4], dar imunosupresia si radiatiile
ultraviolete joacd de asemenea un rol in
patogeneza acestei tumori, zonele fotoexpuse, in
special cap/gat si extremitdti, fiind cele mai
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intens pozitivd sub formd de punct paranuclear pentru
CK20

Fig. 5. CK 20, magnification 400x: Paranuclear intense
positive proliferation in CK20

The imaging investigations, including
thorax-abdomen-pelvis computed tomography
and lymph nodes ultrasound were unre-
markable, as was the laboratory work. The
patient refused the sentinel lymphnode biopsy
(SLNB).

The patient was subsequently treated by
wide re-excision of the primary tumor site with 2
cm oncological margins, followed by adjuvant
radiotherapy of the tumor site.

The evolution was favorable, with no new
lesions at 6 months follow-up.

Discussion

Merkel cell carcinoma is an increasingly
detected tumor, twice as lethal as melanoma (33-
46% fatality rate).[3] It affects primarily elder
patients, predominantly males (>60%). While
80% of cases can be associated with a Polyoma
virus infection [4], immunosuppression and UV
exposure have been showed to play a role in its
pathogenesis, with exposed regions of the head
and neck area being the most frequent sites.
Interestingly, our female patient showed no signs




frecvente localizdri. In mod particular, pacienta
noastrd nu avea istoric de expunere solara si nici
semne de elastozd actinici, iar tumora s-a
dezvoltat pe o zond relativ fotoprotejata, la
nivelul fetei interne a antebratului.

Caracteristicile principale ale carcinomului
cu celule Merkel respectd formula mnemotehnica
AEIOU (Asimptomaticd, Extensie rapidd, Imuno-
supresie, varstd peste 50 ani si zond expusd la
ultraviolete la o persoana cu fototip deschis). In
85% din cazuri 3 din 4 criterii sunt prezente [5],
acesta fiind si cazul pacientei noastre.

Prezentarea clinica tipicd este cea pe care am
intdlnit-o si la pacienta noastrd, si anume un
nodul rosu/roz, cu suprafatd netedd, asimpto-
matic si cu o crestere rapida. [6]

Principalii factori prognostici pentru
carcinomul cu celule Merkel sunt: dimensiunea
tumorii primare si diseminarea la distanta. Astfel,
metastazarea ganglionard se produce la aproxi-
mativ 14% din tumorile cu diametru 0.5 cm, la
25% din tumorile mai mici de 1.7 cm si la 36% din
cele mai mari de 6 cm. Rata de supravietuire la
5 ani este 76% pentru tumora localizatd fara
afectare ganglionard, 50% pentru cazurile cu un
singur ganglion afectat metastatic si scade la 24 %
cand peste 6 ganglioni sunt afectati tumoral. [1]
(71[10]

Markeri aditionali pentru prognostic nefa-
vorabil sunt: sexul masculin, imunosupresia,
varsta inaintatd si localizarea la nivelul capului si
gatului. Este incd subiect de controversa rolul
prognostic al altor elemente cum ar fi: invazia
limfovascularad, modelul de crestere tumorala,
prezenta mitozelor, sau a nucleilor tumorali in
faza G2+ si deficitul de vitamina D.

Stadializarea tumorald urmeaza clasificarea
TNM a AJCC (American Joint Commission on
Cancer) din 2010. [1] [7]

Pacienta noastrd nu a prezentat cei mai multi
dintre factorii de prognostic negativ, iar tumora a
fost identificata relativ precoce, la sub 2 cm in
diametru. Totusi a existat invazie limfovasculara
si activitate mitoticd crescutd la nivelul tumorii
primare. Deoarece pacienta a refuzat tehnica gan-
glionului santineld, este recomandatd monitori-
zarea ecografica regulata a ariilor ganglionare.

Tratamentul de primd intentie este excizia
locald largd si radioterapia cu rol adjuvant.[1]
Radioterapia adjuvanta a ganglionilor limfatici
regionali pare sd nu aducd beneficii semni-
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of cutaneous sun damage, and developed the
tumor on the photo-protected inner side of the
forearm.

The main characteristics of Merkel cell
carcinoma respect the AEIOU mnemonic
(Asymptomatic, Expanding rapidly, Immune
suppression, Older than 50 years, and
Ultraviolet-exposed site on a person with fair
skin). Three of four criteria have been showed to
be present in ~85% of cases [5], and our patient
was in the same situation.

The typical clinical presentation is the one
seen in our patient, of an asymptomatic, rapidly
growing pink/red, smooth nodule. [6]

The main prognostic factors for Merkel cell
carcinoma are: the primary tumor size and the
distant spread. Thus nodal involvement occurrs
in about 14% of tumors smaller than 0.5 cm
diameter, in 25% of those smaller than 1.7 cm,
and in about 36% of tumors larger than 6 cm. The
survival rate at 5 years is 76% for localized tumor
without nodal involvement, 50% for 1 involved
lymph node and drops to 24% for over 6
metastatic nodes. [1] [7] [10]

Additional markers of unfavorable prognosis
are: male sex immunosuppression, older age and
head and neck location. The prognostic role of
lymphovascular invasion, tumor growth pattern,
the presence of mitotic features, G2+ tumour
nuclei and vitamin D deficiency are still debated.

The tumor staging occurs according to the
American Joint Commission on Cancer (AJCC)
TNM classification of year 2010. [1] [7]

Our patient did not present most of the
markers of unfavorable prognosis, and her tumor
was detected relatively early, at under 2 cm
diameter. However, lymphovascular invasion
was present in the primary tumor along with
high mitotic activity. Since the patient refused
SLNB, close monitoring of the nodal status
through ultrasound is necessary.

The primary treatment of choice is wide
excision and local adjuvant radiotherapy [1].
Adjuvant radiotherapy of regional lymph-nodes
does not seem to bring any significant benefit.

Sentinel lymph node biopsy is recommended
in patients with clinically normal lymphnodes. [1]

For long time metastatic Merkel carcinoma
was considered resistant to classic antineoplastic
medicines, with no established therapy for this
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ficative. Tehnica ganglionului santineld este
recomandatd pentru pacientii fard ganglioni
detectabili clinic. [1]

Pentru mult timp carcinomul cu celule
Merkel metastatic a fost considerat rezistent la
terapiile antineoplazice clasice, fird a exista o
varianta terapeuticd pentru acest stadiu. Recent
(2017) US Food and Drug Administration (FDA)
a aprobat in SUA Avelumab - un anticorp anti
PD-L1[8] pentru tratamentul carcinomului
Merkel metastatic.

In plus, un studiu recent al unui anticorp
monoclonal anti-PD1, Pembrolizumab, la
pacientii cu carcinom cu celule Merkel metastatic,
netratati in prealabil, a dat rezultate bune, avand
56% ratd de raspuns, independent de prezenta
sau absenta infectiei cu Polyoma virus, iar 86%
din rdspunsuri au fost durabile, la 33 de
sdptamani. Pe baza acestor rezultate, Pembro-
lizumab a fost introdus recent printre optiunile
de tratament pentru pacientii cu MCC metastatic
in versiunea 2017 a ghidului National
Comprehensive Cancer Network (NCCN). [9]

Inrolarea in trialurile clinice ar trebui
incurajatd deoarece apar potentiale terapii
inovative, cum ar fi imunoterapia cu anticorpi
anti CTLA4, tratamentul cu inhibitori de pan-
tirozin kinazd sau analogi de somatostatina.
(Tabel 1) [1]

Concluzie

Prezentam cazul unui carcinom cu celule
Merkel, reunind trasdturi clinice tipice, dar si
atipice, care este ilustrativ pentru provocarile din
diagnosticul si tratamentul acestei tumori.
Evolutia sa rapida si asimptomaticd, ignoratd de
pacienti, si aspectul sdu clinic nespecific duc
adesea la erori de diagnostic si, In consecintd, la
un prognostic nefavorabil. Suspiciunea de
carcinom cu celule Merkel ar trebui ridicatd in
fata oricdrui nodul cutanat nepigmentat, cu
crestere rapidd In dimensiuni, la pacientii
varstnici, in special, desi nu exclusiv la nivelul
zonelor fotoexpuse.

Histopatologia si imunohistochimia sunt
obligatorii pentru stabilirea diagnosticului, iar in
asteptarea unor terapii sistemice noi, excizia larga
cat mai precoce este principala metodd de
ameliorare a prognosticului.
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stage. Very recently (2017) Food and Drug
Administration (FDA) approved Avelumab an
antibody against PD-L1 for this stage in US.[8]
Moreover, a recent clinical trial of PDI1-
inhibiting monoclonal antibody Pembrolizumab
in therapy-naive metastatic Merkel cell car-
cinoma patients, showed good results with 56%
overall response rate, independent of Polyoma
virus infection status, out of which 86% durable
responses at 33 weeks. Based on this data,
Pembrolizumab was recently listed as a treatment
option for patients with metastatic MCC in the
2017 version of US National Comprehensive
Cancer Network (NCCN) guidelines. [9]
Enrolment in clinical trials should be
encouraged as potential innovative therapies
emerge, such as immunotherapy including anti
CTLA4, a pan tyrosine kinase inhibitors and
somatostatin analogues. (Tabel 1) [1]

Conclusion

We present a case of Merkel carcinoma,
blending typical clinical and atypical features
and illustrative for the challenges of diagnostic
and treatment of this tumor. Its rapid
asymptomatic evolution to large size, being
ignored by the patient, its unspecific clinical
aspect prone to misdiagnosis and poor prognosis.
The suspicion of Merkel cell carcinoma should be
raised in any non-pigmented cutaneous nodule,
rapidly enlarging, in elderly patients, especially
but not exclusively on photo-exposed areas.

Histopathology and immunohistochemistry
are mandatory for diagnosis, and in the wait for
established new systemic therapies, the early
wide excision is the main method to improve
prognosis.
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Tabel 1. Managementul Carcinomului cu Celule Merkel (adaptat dupa[1])

Management
Tumora primara Excizie cu 1-2 cm
Metastaze ganglionare Disectie ganglionara: dacd SLNB + (fara beneficiu dovedit pentru prognostic)/

dacé se obiectiveaza macrometastaze

Terapii adjuvante

Radioterapie:

- Local dupd excizia tumorii primare: creste supravietuirea (OS);

- Loco-regional: beneficii pentru controlul local, nu influenteaza supravietuirea;
recomandata daca existd invazie extracapsulard sau evolutie a bolii
Chimioterapie: nu influenteaza supravietuirea

Imunoterapie: studii clinice

Cand chirurgia tumorii primare/ganglionara este contraindicata: radioterapie
locala si regionala

Metastaze la distanta

Chimioterapie: rdspuns pe termen scurt, nu influenteaza supravietuirea
Imunoterapii: Avelumab anticorp anti PD-L1-aprobat in 3/23/2017; trialuri
clinice

Table 1. Merkel Cell Carcinoma Management (adapted after [1])

Management
Primary tumor Excision 1-2 cm
Lymph node metastases Node Dissection: if SLNB + (no proven prognostic benefit) / if macrometastases
are targeted
Adjuvant therapies  Radiotherapy:

- Local after primary tumor excision: Increases survival (OS);

- Loco-regional: benefits for local control, do not influence survival; recommended

if there is extracapsular invasion or disease progression

Chemotherapy: does not affect survival

Immunotherapy: clinical trials

* When primary / lymph node surgery is contraindicated: local and regional
radiotherapy

Remote metastases

Chemotherapy: Short-term response does not affect survival
Immunotherapy: Avelumab anti-PD-L1 antibody-approved on 3/23/2017;
clinical trials
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