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Beschrijving onderzoek 
Achtergrond van onderzoek: 
The incidence of cutaneous melanoma steadily increased over the past decades [1,2]. In 
2012, a total of 232,130 new cases were diagnosed world-wide [3]. Most patients have a 
rather favourable prognosis because melanoma is most often diagnosed at the local stage. 
Metastatic (unresectable stage III/ stage IV) melanoma remains, however, incurable and, for 
many years, survival has been poor with reported one-year survival rates of 25% [4] to 35% 
[5], and five-year survival rates of 6% [6] to 15% [5]. In The Netherlands, about 800 to 900 
patients are annually diagnosed with metastatic melanoma (data Dutch Melanoma Treatment 
Registry [DMTR]). 
Prior to 2011, dacarbazine, temozolomide, high-dose interleukin-2, interferon alpha, and 
paclitaxel were common treatments for patients with metastatic melanoma [7,8]. However, 
these treatments never demonstrated to prolong survival [6,8,9]. In March 2011, ipilimumab 
was the first novel agent that demonstrated a prolonged survival [10,11]. Since then, the 
treatment landscape for metastatic cutaneous melanoma rapidly evolved and a myriad of 
novel drugs and combinations of drugs became available. All showed superior efficacy in 
pivotal phase III trials including immunotherapies (anti-PD1 and anti-CTLA4 antibodies) and 
targeted therapies (BRAF and MEK inhibitors). Consequently, all novel immunotherapies and 
targeted therapies (monotherapy and combination therapy) have been, sooner or later, 
embraced by the medical oncologists and are therefore part of the current standard of care in 
The Netherlands. 
Although the novel drugs showed superior efficacy in clinical trials and seem of great value 
for metastatic melanoma patients, they most often come, however, at high acquisition costs. 
There is, however, a lack of evidence on how these novel drugs perform in patients in 



 

2017.1 
 

everyday clinical practice. This becomes increasingly relevant as many patients in clinical 
practice are treated with the novel expensive drugs until progression, receive a combination 
of two expensive drugs, and/or receive different expensive drugs consecutively (three lines of 
treatment is common in Dutch practice). 
Although the novel drugs are expensive and extensively used in everyday clinical practice, it 
is currently unclear to what extent their benefits outweigh their costs. In the context of rising 
healthcare expenditures and limited resources, it is of utmost importance that all 
stakeholders are well informed on the actual benefits and costs of treating patients in clinical 
practice with these novel cancer drugs. 
 
Onderzoeksvraag: 
What is the value of the novel drugs for the Dutch society in terms of gains in survival in 
comparison to accrued healthcare costs? 
 
Primaire eindpunten 

 Overall survival (stratified by year of inclusion) 

 Healthcare costs (stratified by year of inclusion) 
 
Secondaire eindpunten 

 Type of treatments used (stratified by year of inclusion) 
 
Onderzoeksopzet: 
All data will be retrieved from the DMTR on baseline characteristics (age, gender, 
performance status, mutation status, LDH status, M-stage, and brain metastases), drug use 
(type of drug, dosages, and start and stop dates), adverse events, survival status, and 
hospital resource use (hospital admissions, hospital visits, diagnostic and medical imaging 
tests, radiotherapy, and surgical procedures).  
 
Onderzoekspopulatie: 
All metastatic cutaneous melanoma patients included in the DMTR. 
 
Statistiek:  
This study is a follow-up on two previous DMTR studies: i) time trend analyses and ii) cost of 
illness study. First, all patients will be stratified in cohorts according to year of inclusion in the 
DMTR. For each inclusion year, we will assess baseline characteristics, type of treatments, 
survival and healthcare costs. Descriptive statistics will be used to summarize baseline 
characteristics and type of treatments by year of inclusion. The Kaplan-Meier method will be 
used to assess overall survival. Survival time will be computed form start of inclusion in the 
DMTR until death or last date of follow-up. Healthcare resource use and costs will be 
determined from inclusion in the DMTR until death or last follow-up, and assessed using 
descriptive statistics. Costs will be determined by applying unit costs to individual patient 
resource use. Acquisition costs of treatments will be retrieved from the Pharmacy Purchase 
Price drafted by the Dutch Healthcare Insurance Board [12]. Unit costs for a hospital 
admission and visit will be based on the Dutch costing manual [13], and unit costs for a 
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diagnostic or imaging test, radiotherapy, and surgical procedures on the tariffs issued by the 
Dutch Healthcare Authority [14]. All costs will be based on Euro 2017 prices; where 
necessary costs will be adjusted to 2017 prices using the general price index from the Dutch 
Central Bureau of Statistics [15].  
All analyses will be conducted using STATA statistical analysis software (StataCorp. 2015. 
Stata Statistical Software: Release 14. College Station, TX: StataCorp LP). 
 
Beoogde publicatie 
Value for money in advanced cutaneous melanoma in The Netherlands 


