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Beschrijving Onderzoek 
For many years, treatment options for metastatic melanoma were limited to 
chemotherapy1,2. These treatments have, however, never demonstrated to improve 
survival2-4. In March 2011, the Food and Drug Administration approved the immune 
checkpoint inhibitor ipilimumab for patients with unresectable stage III or IV melanoma5. 
Since then, the landscape of treatments for metastatic cutaneous melanoma rapidly evolved 
including immunotherapies and targeted therapies6. With the increasing availability of 
effective but expensive novel treatments for metastatic melanoma, the accuracy of health 
technology assessment becomes ever more important. In economic evaluations, the use of 
generic preference-based measures, such as the EuroQol’s EQ-5D is the most preferred 
option to estimate health related quality of life (HRQol). There is, however, limited evidence 
on generic utility values (obtained from EQ-5D) in patients with metastatic melanoma. Some 
studies7-9 developed mapping algorithms for cross-walking the Functional Assessment of 
Cancer Therapy for Melanoma (FACT-M) scores to EQ-5D utilities. 
Previously we assessed the external validity of these mapping algorithms7-9. 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 
mapping algorithms should be used with caution and that it remains crucial to collect generic 
preference-based QoL data in different patient populations.  
 
Onderzoeksvraag: 
Primary objective 
To develop a mapping algorithm for cross-walking non-preference based disease specific 
HRQoL (FACT-M) to generic preference-based utility values (EQ-5D) in metastatic 
cutaneous melanoma. 
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Secondary objective 
To investigate the extent to which existing mapping algorithms predict externally valid utilities 
in Dutch patients with metastatic cutaneous melanoma. 
 
Onderzoeksopzet:  
In the DMTR, patients are asked to fill out HRQoL questionnaires at baseline, every three 
months during the first year (at 3, 6, 9, and 12  months), and half-yearly thereafter (at 18, 24, 
30, 36, 42, 48, 54, and 60 months) until death or with a maximum of five years. We will 
retrieve data from the DMTR on baseline characteristics (age, gender, performance status, 
LDH status, and brain metastases), treatments (type of treatment), and HRQoL (all EQ-5D 
and FACT-M measurements). 
 
Onderzoekspopulatie:  
All metastatic cutaneous melanoma patients included in the DMTR who completed the EQ-
5D and FACT-M questionnaires at least at one point in time. 
 
Statistiek:  
To compute HRQoL, the Dutch value set10,11 will be used to calculate EQ-5D utility values 
and the FACT-M scoring guideline to calculate FACT-M total and subscale scores. HRQoL 
will be reported using descriptive statistics. To enable easy interpretation, all FACT-M scores 
will be rescaled to values between 0 and 1. For the primary objective, we will first develop a 
mapping algorithm to predict utility values from the disease specific FACT-M questionnaire. 
For this, we will use ordinary least squares as well as censored least absolute deviation 
(CLAD) regression models. Goodness-of-fit will be investigated by R2, mean absolute 
deviation, and graphical assessment of residuals. The signed-rank test will be used to 
assess the difference between observed and each of the two regression based predicted 
EQ-5D utility values. We will also use the signed-rank test to assess the difference in the 
predicted values based on mapping function developed from baseline data and those based 
on mapping function developed from the follow-up data. The independent t-test will be used 
to obtain mean values and their 95% confidence intervals. For the secondary objective we 
will use previously published mapping algorithms7-9 to cross walk FACT-M scores of the 
DMTR to EQ-5D utilities. We will then compare observed and predicted EQ-5D utilities to 
determine whether these mapping algorithms predict externally valid utilities in Dutch 
patients with metastatic cutaneous melanoma. Statistical significant differences between 
observed and predicted values will be evaluated using the independent t-test. The Spearman 
correlation test will be used for evaluating the correlation between observed and predicted 
values. 
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). 
 
Beoogde publicatie 
Mapping non-preference based disease specific outcomes to generic preference-based utility 
values in metastatic cutaneous melanoma. 


