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M
erkel cell 
c a r c i n o m a 
is the most 
malignant of 

all skin cancers, with more 
than one-third of patients 
dying of the disease. It is 
a rare malignancy, which 
predominantly affects sun-
exposed areas in elderly 
patients.

Background
Merkel cell carcinoma of the 
skin is a rare neuroendocrine 
malignancy that exhibits an 
aggressive clinical course 
and possesses unique clinico-
pathological features.

Management is often 
complex and requires multi-
disciplinary input. Whereas 
the inherent dangers of 
melanoma are well known 
to the public, Merkel cell 
carcinoma remains unfamil-
iar, despite the fact that one-
third of patients will die of 
the disease within five years 
of diagnosis.1

Merkel cell carcinoma 
makes up a tiny propor-
tion of all skin cancers and 
it is important for GPs to be 
aware of this condition so 
that appropriate manage-
ment is initiated.

Incidence
The incidence in Queens-
land is 1.6 per 100,000, 
which is higher than in 
other states due to the high 
ultraviolet levels in Queens-
land.

Men (2.5 per 100,000) 
have a higher incidence than 
women (0.9 per 100,000), 
and rates peak at 20.7 per 
100,000 for persons 80 
years or older.

The overall incidence of 
Merkel cell carcinoma has 
been increasing at a rate of 
2.6% per year from 1993 
onwards.2 

The reasons for this are 
speculative, but may in 
part be due to increased 
awareness of the diagnosis, 

patients living longer and 
the increased prevalence of 
immunosuppression in the 
community.

Aetiology
UV light has been implicated 
in the aetiology as there is an 
increased incidence related 
the UVB index, and Merkel 
cell carcinoma occurs pre-
dominantly in sun-exposed 
areas of the skin.

A Merkel cell virus 
(MCV) has also been impli-
cated by detecting the viral 
genome in 80% of Merkel 
cell carcinomas.3 In Aus-

tralia, the proportion with 
viral-related Merkel cell 
carcinoma is approximately 
20% and the majority 
appear to be related to UV.

Clinical aspects
The lesions usually arise on 
areas of sun exposure, with 
50% occurring on the head 
and neck region and 40% 
on the extremities.

Caucasian males predom-
inate, and the median age is 
70, with about 10% associ-
ated with immunosuppres-
sion.

Most lesions are asympto-

matic and characterised by 
a pattern of rapid growth. 
The lesions have a character-
istic red or pink colour. The 
acronym AeIOU — Asymp-
tomatic, expanding rapidly, 
Immunosuppression, Older 
than 50, UV exposure — 
summarises the characteris-
tic features of this disease.4

Despite its distinct clinical 
characteristics, the diagnosis 
is rarely made clinically, and 
only becomes apparent at 
biopsy. 

The presence of these fea-
tures should alert the GP to 
the potential diagnosis, and 
biopsy should proceed as 
soon as practicable. These 
clinical features are illus-
trated in the image.

examination should be 
carried out with good light 
and magnification, look-
ing for satellite lesions.  The 
draining lymph nodes should 
be carefully evaluated as 
they are commonly involved. 

There is commonly coex-

istence of other skin cancers 
or evidence of solar damage.

Patterns of spread
examination of 5823 cases 
of Merkel cell carcinoma 
from the National Cancer 
Database showed that 66% 
presented with local disease, 
27% presented with nodal 
disease and 7% with distant 
disease.5

locally, this disease 
spreads via the dermal lym-
phatics and then to regional 
nodes. The presence of 
involved nodes increases the 
risk of distant metastases.

Investigations
The histological diagnosis 
is most commonly made by 
excision biopsy of the pri-
mary lesion.

For larger lesions, a 
punch biopsy should be per-
formed prior to definitive 
treatment.

Merkel cell carcinoma 

look out for AeIOU

The acronym AEIOU — 
Asymptomatic, Expanding  

rapidly, Immunosuppression,  
Older than 50, and UV exposure 
— summarises the characteristic 

features of this disease.
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is comprised of small blue 
cells, which may be con-
fused with basal cell carci-
noma, lymphoma, small cell 
carcinoma or neuroblas-
toma. Immunoperoxidase 
stains secure the diagnosis, 
and typically will be posi-
tive for neuroendocrine and 
cytokeratin markers. If 
there are palpable nodes, a 
fine needle aspirate should 
be done to confirm positiv-
ity.

All patients with Merkel 
cell carcinoma require clini-
cal and radiological staging 

so that treatment can be 
tailored to the extent of the 
disease. CT imaging of the 
relevant nodes should be 
undertaken, and the lungs 
and liver examined. 

The use of PeT imaging 
is being explored in this dis-
ease, but currently remains 
unfunded in Australia.

Stages I and II Merkel cell 
carcinomas are defined as 
disease that is localised to 
the skin at the primary site. 
Stage I is for primary lesions 
less than or equal to 2cm, 
and stage II is for primary 
lesions greater than 2cm. 

Stage III is defined as disease 
that involves regional lymph 
nodes. Stage IV disease 
is found beyond regional 
lymph nodes.

Overview of treatment
Treatment is aimed at cure 
if the disease is confined to 
the primary site and nodes 
(stages I-III).

Factors that need to be 
taken into account are the 
patient’s age and general 
condition, the site/stage of 
the disease, as well as prefer-
ence for treatment. 

The factors affecting treat-
ment are summarised in the 
table opposite.

The mainstays of treat-
ment are surgery and radio-
therapy. Unlike melanoma 
of the skin, Merkel cell 
carcinoma is a very radio-
sensitive disease and radio-
therapy can be used as 
definitive treatment or as an 
adjuvant treatment follow-
ing surgery.

The primary site, as 
well as the draining nodes, 
should be treated because of 
the high incidence of nodal 
spread.

Most Merkel cell carcino-
mas (stages I-II) are amena-
ble to surgical excision and 
this allows the diagnosis to 
be made. 

If there are satellite 
lesions, or if surgery will 
have an adverse impact on 
cosmesis or function, radia-
tion may be used as the 
definitive treatment.

Surgical margins do not 
need to be wide if adjuvant 
radiotherapy is to be given, 
as local control appears to 
be equivalent for margin 
positive and margin nega-
tive disease with the appro-
priate use of radiotherapy.6

Adjuvant radiotherapy 
courses usually extend over 
a five-week period, and 
offer high levels of regional 
control.

For stage I Merkel cell 
carcinoma, the use of adju-
vant nodal radiotherapy 
has been shown in a ran-
domised trial to reduce the 
risk of regional relapse from 
16.7% to 0%, and this has 
now become the standard of 
care in clinically node-nega-
tive patients.7

The side effects of radio-
therapy will depend on the 
site to be treated. Patients 
will experience a skin reac-
tion with dry or moist des-
quamation as well as fatigue.

radiation mucositis, 
xerostomia and loss of taste 
may occur with radiotherapy 
in the head and neck site.

With the availability of 
three-dimensional planning 
and intensity-modulated 
radiation therapy, radiation 
oncologists are able to mini-
mise dose to normal tissues 
and reduce the side effects of 
treatment.

Although early Mer-
kel cell carcinoma may be 
managed with wide surgi-
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cal excision alone in care-
fully selected patients, there 
is compelling evidence that 
the addition of radiother-
apy improves loco-regional 
control and survival.8

radiotherapy is not nec-
essary for lesions less than 
1cm in size, with no lympho-
vascular invasion, that have 
been widely excised with 
clear margins and a nega-
tive sentinel node biopsy, 
and not associated with any 
immunosuppression.

With the increasing use of 
sentinel node biopsy, which 
provides prognostic infor-
mation, adjuvant radio-
therapy may be avoided if 
the biopsy result is negative, 
accepting that the patient 
may progress in 20% of 
cases.9 

However, all patients 
with a positive sentinel node 
biopsy result require nodal 
treatment with surgery or 
radiotherapy.

like small cell lung can-
cer, Merkel cell carcinoma 
is a chemosensitive disease. 
Chemotherapy has been 
mainly used as a palliative 
treatment in patients with 
stage IV disease.

The use of adjuvant 
chemotherapy and chemo-

radiotherapy has been 
explored in high-risk Mer-
kel cell carcinoma in an 
attempt to reduce the risk of 
distant spread and improve 
survival.10 

However, at present, the 
routine use of chemother-
apy is not recommended 
outside the context of a 
clinical trial.

New systemic options 
are being evaluated, which 
may impact management. 
Blockade of programmed 
death, an inhibitory recep-
tor expressed by T-cells, can 
overcome immune resist-
ance. This is being explored 
in patients with recurrent 
and metastatic Merkel cell 

carcinoma and shows prom-
ise.11,12

There are no randomised 
trials comparing the differ-
ent treatment strategies, and 
a multitude of surgical and 
non-surgical approaches 
exist. 

A multidisciplinary 
approach is favoured to 
help achieve good treatment 
outcomes while minimising 
the toxicities of treatment.13  

Prognosis
The overall survival for 
Merkel cell carcinoma in 
Queensland in a popula-
tion-based study was 41% 
at five years.2 

This makes Merkel cell 

carcinoma the most malig-
nant of skin conditions.

results are better for 
patients younger than 70, 
for head and neck sites, and 
for earlier stage disease.

Implications for GPs
Although rare, GPs need to 
be aware of this very aggres-
sive skin cancer, which 
needs urgent referral for 
ongoing specialist manage-
ment. 

radiotherapy has been 
shown to increase survival 
and loco-regional control.
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factors affectinG treatMent  
for Merkel cell carcinoMa
Patient factors Tumour factors Treatment 

factors

•  Age and general 
condition

•  Renal and marrow 
function

• Immunosuppression
• Condition of the skin
•  Adjacent critical 

normal tissues
• Patient preference

• T stage
• N stage
•  Presence of 

distant disease
•  Site of the 

tumour
• Molecular factors

•  Availability of 
radiotherapy

•  Adequacy of 
the excision 
margins

•  Previous 
treatment 
with radiation


