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The outcome for patients with stage IV melanomas is poor. The median survival is only  
six to nine months, with an estimated five-year survival of 5–10% depending on the 
prognostic factors, the site of metastasis, the number of metastatic sites, and elevated  
serum LDH levels.1,2

The standard chemotherapy has been single agent dacarbazine (DTIC) that has response 
rates reported at 5–20%, but only 5% are complete responses and of short duration.3,4 
Recently fotemustine was shown to produce higher overall response rate compared with 
dacarbazine, but with only a trend towards overall survival. Unlike DTIC and temozolomide, 
fotemustine is associated with higher risk of myelosuppression5.

The oral alkylating agent temozolomide has equivalent efficacy to dacarbazine (median 
survival 7.7 months versus 6.4 respectively).6 Temozolomide resulted in better health-related 
quality-of-life outcomes than dacarbazine, both in functional improvements and decreased 
symptoms.7

Combination chemotherapy does not improve survival over single agents and may not 
improve palliation of more toxic than single agents.8 For example, the Dartmouth regimen 
(cisplatin, carmustine, DTIC and tamoxifen) has a slightly increased response rate but there 
is no improvement in survival when compared to dacarbazine alone.4 The combination of 
cisplatin and temozolomide did not improve the outcome compared to temozolomide alone.9

The addition of tamoxifen to chemotherapy is ineffective.10 The biological agent interferon-
alpha achieved single agent response rates around 15%, while IL2 phase II trials ranged 
between 3% and 50%.11,12 Randomised trials of the combination showed no advantage over 
single agents.13 Combining interferon-alpha with chemotherapy did not improve survival. 
IL2 was combined with dacarbazine only in phase II trials.14 Similarly, adding interferon-
alpha to temozolomide improved the response rate but did not translate into a survival 
advantage. Randomised studies of adding either or both interferon and interleukin to 
combination chemotherapy has not resulted in improved survival of patients with metastatic 
melanoma.15,16 To date no other biological treatment, either vaccines or targeted therapies 
such as Bcl-2 antisense therapies, have been effective alone or demonstrated survival 
advantages in randomised trials which add them to chemotherapy.17

Radiotherapy can improve symptoms from the effect of local tumours. The sites commonly 
requiring treatment in melanoma are bone, brain, subcutaneous lesions, bulky lymph nodes, 
liver and adrenal metastases. Whilst many of these can be treated with short fractionation 
regimens such as 8 Gy in one fraction (bone metastases)18 or 20 Gy in five fractions  
(brain metastases),19 larger and bulky tumours such as those involving lymph nodes or 
widespread cutaneous deposits may require more lengthy schedules, such as 40 Gy in 
fifteen fractions or 45 Gy in twenty fractions.

	Treatment of disseminated melanoma15 
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15.1	 Brain metastases
For patients who have brain metastasis with favourable prognostic signs including the 
presence of a single brain metastasis, no extracranial disease, good performance status (PS) 
and initial presentation with brain metastasis, resection seems to be better than WBRT.20 
Median survival ranges from 1.8 months to 10.5 months depending on prognostic factors.21 
Patients with multiple surgically accessible lesions and little or no extracranial disease may 
also have an improved prognosis when treated with resection. For patients with surgically 
inaccessible or multiple metastasis and medical comorbidities, SRS (stereotactic radio 
surgery) may offer better survival than WBRT.21–25 Complete or partial response occurs in 
55% of the patients and freedom from progression is achieved in 90–95% after SRS.26 
Median survival was better for a solitary lesion than multiple metastases.27 The SIR score 
(Score Index for Radiosurgery) impacts on survival.28 After surgery or SRS, adjuvant WBRT 
could improve local control but has no clear survival benefit.23,29,30

For poor prognostic patients, options include WBRT, chemotherapy, steroids or BSC (best 
supportive care). In one study WBRT alone had a median survival of 3.4 months compared 
to 2.1 months for BSC alone.22 Steroids given 2–7 days prior to radiotherapy improved 
symptoms in 73% of the patients.31 Surgery could be useful in relieving symptoms from  
large lesions.

The role of chemotherapy is mainly explored in small phase II trials. In a phase II trial  
of 151 patients, temozolomide had a response rate of 7% and stable disease of 29%,  
with an overall survival of 3.5 months in previously untreated patients.32 Other agents 
studied were thalidomide, and docetaxel alone or in combination.33 Two small phase II studies 
examined the role of radiotherapy concurrent with chemotherapy using temozolomide and 
fotemustine with MS of 8 months.34,35 Avril reported RR of 5.9% for fotemustine, compared 
with DTIC in a phase III trial of metastatic melanoma where 18% of patients had brain 
metastasis.5 Problems with phase II studies were illustrated by an Avril study in which the 
previously reported phase II response rate of nearly 30% was not replicated in this larger 
phase III study.

15.2	 Surgery
In a phase III trial of adjuvant therapy, surgical resection of selected patients with metastatic 
melanoma in up to five sites leads to a five year survival of 42.5%.36 Improvement in survival 
has been reported for metastasis to skin, subcutaneous soft tissue, distant lymph nodes, 
lung, brain, adrenal glands, liver and gastrointestinal system.37–44 One of the most important 
prognostic factors for survival is the presence of a solitary metastasis.45 Surgery for further 
recurrence can also be useful. In a small series, 20% of patients who underwent a second 
complete resection achieved a disease-free survival of more than five years.46 
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Evidence summary Level Reference

Single agent fotemustine, dacarbazine or temozolomide can 
be used for palliation of patients with disseminated melanoma

II 3, 6, 37

Biological agents such as interferon-alpha and interleukin-2 
yield single agent response rates but do not improve survival 
alone or when added to single agent or combination 
chemotherapy. No vaccine has proven effective

II 11, 12, 
15, 16

Radiotherapy is effective in providing relief of symptoms in 
patients with metastatic melanoma where metastases involve 
bone, brain, soft tissue, liver and adrenal 

IV 18

Hypo-fractionated schedules may be more effective in soft 
tissue disease but not at all sites

IV 19

For good prognosis limited brain metastases with no 
extracranial disease, surgery improves survival compared  
to whole brain radiotherapy

IV 23, 24

For good prognosis surgically inaccessible brain metastases 
with no extracranial disease, stereotactic radiosurgery 
improves survival

IV 23–28

Surgery or radiosurgery for solitary or few brain metastases  
of any histology followed by whole brain radiotherapy is 
effective in reducing intracranial relapse but not improving 
overall survival

II 29, 30

Patients with resectable metastases have prolonged survival 
after resection. In patients with metastases limited to skin, 
subcutaneous tissue, distant lymph nodes, lung, adrenal  
gland liver, and/or gastrointestinal system, surgery can 
improve survival

IV 36–45

Recommendations

Grade

1. 	Patients with metastatic melanoma be referred for consideration of 
chemotherapy and/or palliative care to improve their symptoms

C

2. 	Patients with localised symptoms from melanoma metastasis be referred 
for radiotherapy

C

3. 	To improve survival, patients with limited or no extracranial disease and 
with favourable prognosis brain metastases be considered for surgical 
resection and if unresectable, for stereotactic radiosurgery. Patients with 
unfavourable prognostic metastases receive palliation with surgery,  
whole brain radiotherapy, chemotherapy, steroids or palliative care

C

4. 	Patients with surgically operable metastases be considered for resection C
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