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Beschrijving onderzoek 
Achtergrond van Onderzoek: 
The incidence of cutaneous melanoma steadily increased during the past decades1,2. 
Although the majority of patients can be cured by surgery, metastatic melanoma remains 
incurable for most patients3. Reported five-year survival rates are only 15% to 20%4-6. For 
many years, treatment options for metastatic melanoma were limited to dacarbazine, 
temozolomide, high-dose interleukin-2, interferon alpha, and paclitaxel7,8. These treatments 
have, however, never demonstrated to improve survival8-10. In March 2011, the Food and 
Drug Administration approved the immune checkpoint inhibitor ipilimumab for patients with 
unresectable stage III or IV melanoma11. European approval followed in May 201112. 
Ipilimumab was the first novel agent that demonstrated a prolonged survival13,14. Since 
then, the landscape of treatments for metastatic cutaneous melanoma rapidly evolved 
including immunotherapies (anti-PD1 and anti-CTLA4 antibodies) and targeted therapies 
(BRAF and MEK inhibitors)3. With the increasing availability of effective but expensive novel 
treatments for metastatic melanoma, the accuracy of health technology assessment 
becomes ever more important. In many countries, economic evaluations require using a 
societal perspective15,16. There is globally, however, a lack of evidence on the societal 
costs associated with metastatic melanoma.  
Previously we assessed informal care and productivity losses in Dutch patients with 
metastatic cutaneous melanoma. This has been presented as a poster presentation (see 
attachment) at the International society for Pharmacoeconomics and Outcomes conference 
(ISPOR) in 2016. We concluded that informal care and productivity losses are important in 
metastatic cutaneous melanoma, and are, therefore, relevant societal costs in economic 
evaluations. 
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Primary outcomes 

- Costs of informal care 
- Costs of productivity losses 

 
Secondary outcomes 

- Costs of informal care and productivity losses of specific subgroups, stratified by: 
o Baseline characteristics (performance status, LDH level, and brain 

metastases)   
o Type of treatment (tablets taken in home situation versus infusions given in 

the melanoma center) 
o Survival status (within six months after diagnosis of metastatic melanoma, 

between six months and one year after diagnosis of metastatic melanoma, 
more than one year after diagnosis of metastatic melanoma, and three 
months before death) 

- Costs of informal care and productivity losses by line of treatment 
 
Onderzoeksopzet: 
In the DMTR, patients of four of the fourteen melanoma centers (about 50% of the patient 
population) were asked to fill out the resource use questionnaire for melanoma (RUQ-M) 
three times in the first year. The RUQ-M includes questions regarding informal care 
(assistance with household activities, person care and practical support), productivity (being 
absent of work due to illness and physical and/or psychological problems at work) and 
travelling (time of travelling to the melanoma center).  We will retrieve data from the DMTR 
on baseline characteristics (age, gender, performance status, mutation status, LDH status, 
M-stage, and brain metastases), treatment use (type and duration of treatment), survival 
status, and RUQ-M (all measurements).  
 
Onderzoekspopulatie: 
All metastatic cutaneous melanoma patients included in the DMTR who completed the RUQ-
M at least at one point in time. 
 
Statistiek: 
Total societal costs will be determined from the diagnosis of metastatic melanoma until death 
or last follow-up, and assessed using descriptive statistics. Informal care will be assessed in 
hours of care received in the last four weeks. Similarly, paid and unpaid work, and 
productivity losses will be assessed in hours and days in the last four weeks. This will then 
be multiplied with the values for informal care and productivity losses of the Dutch costing 
manual17. The societal costs will be reported as average total costs and average costs per 
month to correct for differences in follow-up. To compare societal costs between specific 
groups, patients will be stratified according to baseline characteristics (performance status, 
LDH level, and brain metastases), type of treatment (tablets taken in home situation versus 
infusions given in the melanoma center), and survival status (within six months after 
diagnosis of metastatic melanoma, between six months and one year after diagnosis of 
metastatic melanoma, more than one year after diagnosis of metastatic melanoma, and three 



	

2017.1	
	

months before death). In addition, societal costs will be calculated by line of treatment to 
compare costs between different lines of treatment. Differences between subgroups will be 
assessed using the independent t-test or, in case of more than two subgroups, the one-way 
independent ANOVA. If the distributions of the costs are highly skewed, a non-parametric 
statistical test will be considered: the Mann-Whitney test for comparing two subgroups and 
the Kruskal-Wallis test for comparing more than two subgroups. The type of model that will 
be used to evaluate changes in societal costs over time will depend on the number of RUQ 
measurements and the amount of missing values per measurement. 
All analyses will be conducted using STATA statistical analysis software (StataCorp. 2015. 
Stata Statistical Software: Release 14. College Station, TX: StataCorp LP). Statistical 
significance is assumed at a 5% significance level (two-tailed). 
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