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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and 
advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in NHS 
Scotland.  The advice is summarised as follows: 

 

ADVICE: following a full submission considered under the end of life/orphan medicine process. 
 
ipilimumab (Yervoy®) is accepted for use within NHS Scotland. 
 
Indication under review: Treatment of advanced (unresectable or metastatic) melanoma in adults 
(first-line use). 
 
In a phase III, randomised study median overall survival was extended by 2.1 months in patients 
treated with ipilimumab plus dacarbazine (an unlicensed dose regimen) compared with dacarbazine 
alone. Efficacy data for the licensed dose of ipilimumab are limited to two retrospective single-arm 
observational studies where median overall survival was 11.5 to 14.3 months. 
 
This advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the cost-
effectiveness of Ipilimumab.  This advice is contingent upon the continuing availability of the Patient 
Access Scheme in NHS Scotland or a list price that is equivalent or lower.  
 
This advice takes account of the views from a Patient and Clinician Engagement (PACE) meeting. 
 

 
Overleaf is the detailed advice on this product. 
 
 
 
Chairman,  
Scottish Medicines Consortium 
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Indication 
Treatment of advanced (unresectable or metastatic) melanoma in adults. 
 
The license extension relates to treatment of previously untreated adult patients with advanced 
(unresectable or metastatic) melanoma (i.e. first-line use). 
 

Dosing Information 
Treatment must be initiated and supervised by specialist physicians experienced in the treatment of 
cancer. 
 
Ipilimumab 3mg/kg administered intravenously over a 90-minute period every three weeks for a total 
of four doses. 
 
Patients should receive the entire induction regimen (four doses) as tolerated, regardless of the 
appearance of new lesions or growth of existing lesions. Assessments of tumour response should be 
conducted only after completion of induction therapy.  
 

Product availability date 
31 October 2013 
 
Ipilimumab (Yervoy®) meets SMC end of life criteria and orphan-equivalent criteria. 
 

 

Summary of evidence on comparative efficacy 

 
Ipilimumab is a T-cell potentiator that specifically blocks the inhibitory signal of cytotoxic T-lymphocyte 
antigen-4 (CTLA-4), resulting in T-cell activation, proliferation and lymphocyte infiltration into tumours, 
leading to cell death.1 It has a novel mechanism of action, stimulating the body’s immune system to 
target and destroy the tumour. Ipilimumab has previously been accepted by SMC for the treatment of 
advanced melanoma in adults who have received prior therapy. The current submission is for a 
licence extension, for use in previously untreated adult patients with advanced (unresectable or 
metastatic) melanoma (i.e. first-line use). 
 
There are no comparative data for the use of ipilimumab at its licensed dose, in previously untreated 
patients. The key efficacy data come from a phase III, multi-centre, randomised, double-blind, two arm 
study (CA184-024) in adult patients with untreated stage III (unresectable) or stage IV melanoma.2-5 
Patients were required to have life expectancy ≥16 weeks and an Eastern Co-operative Oncology 
Group (ECOG) performance status of 0 or 1. Patients were randomised equally (stratified by baseline 
extent of metastases [M] stage [M0 versus M1a versus M1b versus M1c], study site and ECOG 
performance status [0 versus 1]) to ipilimumab 10mg/kg intravenous (iv) infusion plus dacarbazine 
850mg/m2 iv [an unlicensed dose regimen] or placebo plus dacarbazine 850mg/m2 iv on weeks 1, 4, 7 
and 10, followed by dacarbazine every 3 weeks up to week 22 (in both groups). Between weeks 12 
and 24, dacarbazine treatment was discontinued if progressive disease or toxic effects occurred. At 
week 24, patients with stable disease or an objective response, and who continued to tolerate 
placebo/ipilimumab, were eligible for the maintenance phase where they received ipilimumab or 
placebo every 12 weeks until progression of the disease, development of toxic effects, or end of the 
study.        
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The primary outcome was overall survival, defined as the time between randomisation and death; if 
still alive, the patient was censored at the last known alive date. The primary endpoint was initially 
planned as progression free survival (PFS) but was changed after discussion with the United States 
Food and Drug Administration; the study was sufficiently powered for overall survival and PFS. The 
duration of follow-up between the time the last patient underwent randomisation and the end of the 
study was 36.6 months. All four (induction) doses of ipilimumab or placebo were received by 37% 
(92/247) versus 66% (165/251) of patients in the ipilimumab + dacarbazine and placebo + 
dacarbazine group respectively. At least one maintenance dose was received by 17% (43/247) versus 
21% (53/251) of patients respectively.  Median overall survival was significantly longer for patients 
treated with ipilimumab + dacarbazine versus placebo + dacarbazine. Results of the primary and 
some secondary endpoints are included in table 1.  
 
Table 1: primary and secondary end-points for study CA184-024 3,4 

 ipilimumab + 
dacarbazine 

(n=250) 

placebo + 
dacarbazine 

(n=252) 

HR (95% CI), p-value 

Median overall survival; 
months (95% CI) 

11.2 months 
(9.4 to 13.6) 

9.1 months 
(7.8 to 10.5) 

0.72 (0.59 to 0.87), 
p=0.0009 

Survival rate 
1 year 
2 years 
3 years 
4 years 

 
47% 
29% 
21% 
19% 

 
36% 
18% 
12% 
9.6% 

 

Secondary endpoints 
Median PFS; months 
(95% CI) 

2.8 months 
(2.6 to 3.3) 

2.6 months 
(2.6 to 2.7) 

0.72 (0.63 to  0.93), 
p=0.0064 

Disease control rate; % 
(n/N) 

33% (83/250) 30% (76/252) p=0.41 

Best overall response; 
% (n/N) 

15% (38/250) 10% (26/252) p=0.09 

CI=confidence interval, HR=hazard ratio, PFS=progression free survival 
Disease control rate=complete response, partial response or stable disease 
Best overall response= complete or partial response 
 

The European Organisation for Research and Treatment of Cancer quality of life questionnaire 
(EORTC-QLQ-C30) scores were assessed at baseline, week 4, 7, and 12, and then every 12 weeks 
until disease progression. Change in scores (decrease = worsening) were considered as ‘no change’ 
(0 to 5), ‘a little’ (5 to 10 points), ‘moderate’ (10 to 20 points) and ‘very much’ (>20). At week 12, 
unadjusted mean changes from baseline in ipilimumab + dacarbazine and placebo + dacarbazine 
groups were ‘no change’ to ‘moderate’ for all health related quality of life (HRQL) domains including 
symptom scores. Both groups experienced a little decline in mean global health status scores: -10.0 
versus -6.5. 5 
  
Additional efficacy data come from a phase II multicentre open-label study in 76 chemotherapy-naïve 
adult patients with advanced melanoma and life expectancy ≥12 weeks.6 Patients were required to 
have discontinued any other melanoma therapy ≥4 weeks before enrolment. Patients were 
randomised to ipilimumab 3mg/kg iv every four weeks for four doses plus dacarbazine 250mg/m2 for 
five consecutive days every three weeks (maximum six cycles) or ipilimumab 3mg/kg iv every four 
weeks for four doses. The primary end-point was overall response. Patients treated with ipilimumab 
alone who had disease progression were permitted to crossover to ipilimumab plus dacarbazine. The 
overall response rate was 14% (5/35) in the ipilimumab plus dacarbazine group and 5.4% (2/37) in the 
ipilimumab group. At a median follow-up of 20.9 and 16.4 months for ipilimumab plus dacarbazine 



4 

 

(n=32) and ipilimumab alone (n=32), the median overall survival was 14.3 months (95% CI, 10.2 to 
18.8) and 11.4 months (95% CI, 6.1 to 15.6), respectively.  
 
Two retrospective, observational, single-arm studies (CA184-332 and CA184-338) of patients 
receiving ipilimumab (licensed dose regimen) as first-line therapy in a community practice setting, 
provide additional efficacy data.2 After a median follow-up of 8.5 months in the interim analysis of 61 
patients from study CA184-332, the median overall survival was 11.5 months (95% CI 6.6 to not 
estimable). The survival rate at one year was 49%. In study CA32-338, after a median follow-up of 12 
months for the interim analysis of 120 patients, the median overall survival was 14.3 months (95% CI 
12.1 to not estimable). The survival rate at one year was 60%.  

 
Pooled analyses of chemotherapy-naive patients (from studies MDX010-08, CA184-004, CA184-022 
and MDX010-20 [n=78]) and previously untreated patients (from studies MDX010-08, CA184-004, and 
CA184-022 [n=35]) were included in the EMA’s European Public Assessment Report (EPAR).2 
Patients were treated with ipilimumab 3mg/kg, although not all regimens were for four doses at three-
weekly intervals. In the chemotherapy-naive analysis, where 53% (41/78) had received prior 
immunotherapy for advanced melanoma, after a median follow-up of 11.6 months, the median overall 
survival was 13.5 months (95% CI 11.2 to 19.6) and the survival rate was 54% at one year and 32% at 
two years. In the previously untreated analysis, after a median follow-up of 11.2 months, the median 
overall survival was 13.5 months (95% CI 8.8 to 15.5) and the survival rate was 52% at one year and 
24% at two years. 
 
Other data were also assessed but remain commercially confidential.* 
 

Summary of evidence on comparative safety 

 
No comparative safety data for the licensed dose of ipilimumab are available. Refer to the summary of 
product characteristics for details of adverse effects. 

 
In study CA184-024, which used an unlicensed dose regimen for ipilimumab, any adverse event (AE) 
occurred in 99% (244/247) versus 94% (236/251) of patients in the ipilimumab + dacarbazine and 
placebo + dacarbazine groups respectively. Grade 3/4 AE occurred in 56% (139/247) versus 27% 
(69/251) (p<0.0001) and AE related to study treatment resulting in study discontinuation occurred in 
36% (88/247) and 4.8% (12/251) of patients respectively. AE (all grades) occurring in a higher 
incidence in the ipilimumab + dacarbazine group than in the placebo + dacarbazine group included: 
elevation of alanine aminotransferase levels (33% versus 5.6%), elevation of aspartate 
aminotransferase levels (29% versus 5.6%), diarrhoea (36% versus 25%), pruritus (30% versus 
8.8%), and rash (25% versus 6.8%).  
 
Immune-related AE, were the most common drug-related AE (78% of patients treated with ipilimumab 
+ dacarbazine and 38% of the patients treated with placebo + dacarbazine). The most common 
immune-related AE in the ipilimumab + dacarbazine group were elevated liver-function values, with 
grade 3 or 4 elevations in liver-function values noted in 17% to 21% of patients. Severe (≥grade 3) 
immune-mediated adverse reactions were seen in 38% of patients in the ipilimumab + dacarbazine 
group and 4.4% of the patients in the placebo + dacarbazine group. The most common grade 3 or 4 
immune-mediated adverse reaction was immune-mediated hepatitis, which was seen in 32% of 
patients in the ipilimumab + dacarbazine group and in 2.4% of patients in the placebo + dacarbazine 
group. Grade 3/4 immune-mediated enterocolitis was seen in 12 patients (4.9%) versus no patients in 
the ipilimumab + dacarbazine and placebo + dacarbazine groups respectively. 
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There were no drug-related deaths in the ipilimumab + dacarbazine group and one (gastrointestinal 
haemorrhage) in the placebo + dacarbazine group.3  
 

Summary of clinical effectiveness issues 

 
This extension to the marketing authorisation for ipilimumab allows it to be used in previously 
untreated patients with advanced melanoma. Vemurafenib is licensed as monotherapy for the 
treatment of adult patients with BRAF V600 mutation-positive unresectable or metastatic melanoma9 
and has been accepted for restricted use by SMC, as first line treatment. In patients without the BRAF 
V600 mutation the only licensed treatment is dacarbazine, although it has limited benefits and does 
not extend survival significantly.10 Prognosis for patients with distant and visceral metastatic melanoma 
is poor with a survival time of six to nine months.11 Ipilimumab (Yervoy®) meets SMC end of life criteria 
and orphan drug criteria although it is not designated an orphan drug by the European Medicines 
Agency. 

 
In the key study, treatment with ipilimumab 10mg/kg plus dacarbazine provided an additional 2.1 
months overall survival compared with dacarbazine alone, which the EMA considered was clinically 
relevant.2 In two subgroups (women ≥50 years [n=135] and patients ≥65 years [n=160]), there was no 
significant benefit for ipilimumab + dacarbazine versus dacarbazine alone, although the study was not 
sufficiently powered for subgroup analyses. However, the dose of ipilimumab, and use with 
dacarbazine, does not reflect the licensed dose regimen. Four “induction” doses (of ipilimumab or 
placebo) were administered to only 37% of patients in the ipilimumab + dacarbazine group compared 
to 66% of patients in the placebo + dacarbazine group. In the ipilimumab + dacarbazine group overall 
survival was longer for patients who received ≥4 compared to those who received <4 induction doses: 
16.5 months versus 9.3 months. The maintenance phase allowed eligible patients to receive continued 
treatment with ipilimumab/placebo: 17% to 21% of patients received at least one maintenance dose. 
Overall survival in the dacarbazine group was long: previous studies have shown a survival of 5.6 to 
7.4 months. There were no changes or small declines in quality of life measures at week 12, which 
were similar between the two groups.   
 
Overall, the EMA considered the key study was of acceptable design to prove the efficacy of 
ipilimumab in chemotherapy-naïve patients with advanced melanoma, given that dacarbazine has not 
shown an overall survival benefit. Furthermore, the EMA noted similarities in baseline characteristics 
and overall survival outcomes between the first-line study (CA184-024) and the key study providing 
efficacy data in previously treated patients (MDX010-20) where the licensed dose of ipilimumab was 
used (3mg/kg, every three weeks for four doses). An on-going study (CA184-169) was requested by 
the Committee for Medicinal Products for Human Use to clarify any differences in efficacy (and safety) 
between ipilimumab 3mg/kg and 10mg/kg monotherapy in previously untreated patients.2  
 
Efficacy data for the licensed dose of ipilimumab (3mg/kg, as monotherapy) are limited to the two 
retrospective single-arm observational studies. These studies do not provide comparative efficacy 
data and are also prone to bias due to their observational design. Pooled analyses of studies in 
chemotherapy naive and previously untreated patients provide additional efficacy data, although they 
have limitations as unlicensed treatment regimens were used in some studies. Overall survival data 
from the observational studies and pooled analyses (of 11.4 to 14.5 months) were similar to those 
observed in the key study. However, the magnitude of the survival benefit from a randomised 
controlled study for ipilimumab when used at its licensed dose is not known.   
 

There are no comparative efficacy data for ipilimumab 3mg/kg monotherapy when used first-
line for advanced melanoma versus either of the relevant comparators in NHS Scotland: 
dacarbazine; and in BRAF V600 mutation-positive positive melanoma, vemurafenib. A Bucher 
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indirect comparison was included in the company’s submission in order to compare 
ipilimumab with vemurafenib and included the key ipilimumab study (CA184-024) and a 
vemurafenib study (BRIM-312,13). The assumption of proportional hazards was not met and 
there were also differences in study populations for baseline characteristics and follow-on 
treatments. Consequently, the company considered the indirect comparison to have severe 
limitations and the results were not used in the economic analysis. 
 
Ipilimumab is administered iv every three weeks for four doses and dacarbazine iv  every three weeks, 
for a duration depending on response and adverse events.1,14 This compares to continuous oral 
administration for vemurafenib,9 which may be preferred by the patient and is likely to have fewer 
service implications.  
 

Summary of patient and clinician engagement 

 
A patient and clinician engagement (PACE) meeting with patient group representatives and clinical 
specialists was held to consider the ‘added value’ of ipilimumab, as an end of life and orphan-
equivalent medicine, in the context of treatments currently available in NHS Scotland, specifically in 
the first line setting. 
  
The key points expressed by the group were: 
  

· Advanced melanoma has a very poor prognosis and is often diagnosed in a younger population. 
The diagnosis leads to considerable psychological distress for the patient and wider family. 

 

· Ipilimumab is an immunotherapy and offers an innovative treatment approach. Boosting the 
immune response is believed to be a key factor in melanoma treatment and the focus of pipeline 
developments in this area. Ipilimumab is the first medicine to be associated with an increase in 
survival.  

 

· The survival benefit can allow patients to return to employment and resume normal daily lives 
which can make a huge difference physically, socially, emotionally and economically. The short 
treatment course can allow people to spend less time travelling and attending hospital. 

 

· Clinical specialists considered it illogical that patients with BRAF wildtype melanoma are currently 
treated first-line with dacarbazine, generally with no survival advantage, in order to access 
ipilimumab second-line. They noted that some patients with BRAF mutated melanoma may also 
benefit from first-line ipilimumab. As a response may be seen in patients regardless of BRAF 
status, clinical specialists felt that restricted positioning was not desirable.  

 

· The PACE group was very strongly supportive of first-line ipilimumab being made available in NHS 
Scotland. 

 

Summary of comparative health economic evidence 

 
The submitting company presented cost-utility analyses, using a partitioned Markov model, over a 40-
year time horizon, for two patient sub-groups with advanced melanoma. For BRAF V600 mutation-
positive patients, ipilimumab and best supportive care (BSC) are compared to:  
• Vemurafenib first-line, ipilimumab second-line and BSC third-line; 
• Vemurafenib first-line and BSC second-line. 
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For BRAF V600 mutation-negative patients the comparators are: 
• Chemotherapy with dacarbazine first- line, ipilimumab second-line and BSC third-line; 
• Dacarbazine first-line and BSC second-line. 
 
Base case clinical data for ipilimumab first-line are from the phase III study (CA184-024) described 
above; outcomes for use as second-line are those presented in a re-submission to SMC (guidance 
779/12). Vemurafenib data are from a phase III study of vemurafenib in previously untreated patients 
with V600 BRAF mutation (BRIM-3). As already noted, the company did not adopt the results of the 
indirect comparison in the health economics model but rather modelled the overall survival curve for 
vemurafenib using a piecewise approach and adjusted BRIM-3 data to account for the effect of 
second-line ipilimumab and differences in patient baseline characteristics between BRIM-3 and 
CA184-024. No overall survival benefit is assumed with dacarbazine. 
  
Utility values are informed by patient responses to a cancer-specific quality of life questionnaire 
(EORTC QLQ-C30) used in the clinical study (CA184-024). These were mapped to generate 
preference-based utility values. A regression model was used to predict patient utility as a function of 
time to death. Whilst patients are in the health states associated with ipilimumab or vemurafenib 
treatment, a utility decrement is applied to model adverse events.  
 
The costs of medication, administration, adverse events and subsequent treatment of those who 
discontinue are modelled. A patient access scheme (PAS) is in place in NHS Scotland for vemurafenib 
and was incorporated into the analysis as the relevant price for vemurafenib.  Resource use was 
informed by an observational, retrospective study that documented first-line treatment and associated 
resource use for 220 UK patients with advanced melanoma. These were revised to match Scottish 
clinical practice, as advised by a Scottish clinician. Appropriate unit costs were applied. 
 
A PAS was submitted for ipilimumab and was assessed by the Patient Access Scheme Assessment 
Group (PASAG) as acceptable for implementation in NHS Scotland.  Under the PAS, a confidential 
discount  was given on the price of the medicine. For BRAF V600 mutation-negative patients, with the 
PAS the incremental cost-effectiveness ratio (ICER) was estimated to be £31,418 per QALY. The 
ipilimumab arm incurred higher costs per patient of £10,502, with a QALY gain of 0.33. For BRAF 
V600 mutation-positive patients, with the PAS, ipilimumab plus BSC was cheaper than vemurafenib 
plus ipilimumab second-line (savings £33,306) but had fewer QALYs (-0.26).  
 
Sensitivity analyses indicate the ICER for ipilimumab compared to vemurafenib is consistently within 
cost-effective thresholds. The results for ipilimumab compared to dacarbazine plus ipilimumab in 
BRAF mutation-negative patients are sensitive to the clinical data for ipilimumab, overall survival curve 
parameters and curve fits. The result is also sensitive to adopting a 10-year time horizon (ICER with 
PAS £39,041) and to removal of the second- and third-line sequencing. If only dacarbazine is 
administered, the ICER is £45,789 with the PAS. If only vemurafenib is administered, it is dominated 
by ipilimumab.  
 
The main weaknesses related to the clinical data, including the absence of a comparative study of 
ipilimumab and vemurafenib, at the correct dose and in appropriate patients. The naïve indirect 
comparison adjusts vemurafenib data for maintenance treatment with ipilimumab but not in the 
ipilimumab + dacarbazine arm where maintenance therapy was also given. Nor is there any 
adjustment for the dose in the study being higher than the licensed dose (10 mg/kg vs. 3 mg/kg).  
Sensitivity analyses show that results are sensitive to the choice of clinical data. For example, 
applying the results of the phase III study (MDX010-20) increased the ICER to £38,405 with PAS. 
Applying a pooled chemotherapy-naïve dataset reduced the ICER to £25,703 with PAS. Moreover, the 
complexity of the curve fitting and adjustments to vemurafenib study data, make the outcomes hard to 
validate, despite a rationale being provided for each step.  
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Discontinuations due to toxicity resulted in only 37% of patients in the ipilimumab-+ dacarbazine arm 
receiving all four doses of ipilimumab. This may understate efficacy compared to clinical practice, 
where only ipilimumab will be administered and ideally for four cycles but costs will increase so the 
effect cannot be predicted. No sensitivity analysis was conducted on this scenario. The transition rules 
in the model may not map easily to clinical decisions to switch to second-line treatment. Hence, for a 
number of reasons, including the higher doses and inclusion of maintenance doses in the study, plus 
the expectation that in clinical practice four cycles will be administered, the modelled results are 
unlikely to be replicated in clinical practice.  
 
SMC considered the likely range of cost-effectiveness ratios for ipilimumab in this setting and the 
remaining uncertainties in the economic case. The Committee considered the benefits of ipilimumab in 
the context of the SMC decision modifiers and agreed that two of the criteria were satisfied: a 
substantial improvement in quality of life; and the absence of other treatments of proven benefit.  In 
addition, as ipilimumab meets the SMC criteria for an orphan-equivalent medicine, SMC can accept 
greater uncertainty in the economic case.  
 
After considering all the available evidence, the output from the PACE process, and after application 
of the appropriate modifiers, the Committee accepted ipilimumab for use in NHS Scotland. 

 
Other data were also assessed but remain commercially confidential.* 
 

Summary of patient and public involvement 

 
The following information reflects the views of the specified Patient Information Group. 

 
• A Patient Group submission was made by Melanoma Action and Support Scotland (MASScot), a 

charity registered in Scotland. 
 

• No funding had been received from the pharmaceutical industry in the past 2 years and no 
declarations of interest were made. 

 

• Stage IV malignant melanoma is considered a terminal disease.  Once surgical options have been 
exhausted and the disease spreads, life expectancy drops dramatically with few treatment options 
available.  Symptoms can vary depending upon the site of the secondary spread, usually the brain, 
lungs, liver, bones or skin which can lead to changes in personality, fractures and considerable 
pain. 
 

• The impact on the patient and family was highlighted with high stress levels, anxiety, depression 
and insomnia being reported as common. Coming to terms with the diagnosis can cause major 
upheaval within the family and rob people of any joy in living. In 2012, 20% of the deaths due to 
malignant melanoma (38/190) were in those aged 25-54 where they are likely to have young 
families and dependent children. 

 

• The current treatment has a poor response rate of 15-20% but is generally well tolerated and 
severe side effects are rare.  Ipilimumab, which is given as an outpatient, is reported to have 
improved response and survival rates but 10-15% experience severe adverse events which may 
require hospitalisation, with one study reporting a 2.1% fatality rate from immune-related adverse 
events. Time spent in hospital due to side effects is lost to the family which is very precious at this 
stage. 
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• Patient and clinician choice are highlighted as very important and that not all patients would 
choose ipilimumab as first-line treatment due to the increased side effect profile, whilst others who 
have had ipilimumab after current treatment and are well up to 2 years later would wish it to be 
available first line. MASScot hope that the choice of first-line treatment would be left open to the 
clinician in discussion with the patient.  

 

Additional information: guidelines and protocols 

 
The Scottish Intercollegiate Guidelines Network published guideline number 72; Cutaneous Melanoma 
in July 2003 (and updated in February 2004).11  The guideline includes the following recommendations: 

• Dacarbazine (DTIC) is the standard single agent of choice in stage IV melanoma 

• Multiple drug regimens (e.g. with tamoxifen and interferon alpha) do not improve survival 
compared to single agent DTIC and are not recommended outside clinical trials 

This guideline is currently under review with an anticipated publication date of summer 2015. 
 
The British Association of Dermatology issued revised UK consensus guidelines for the management 
of cutaneous melanoma, in 2010.10 No chemotherapy has been shown to provide a survival benefit in 
patients with advanced melanoma.  Dacarbazine is recommended as the standard treatment option 
outside of clinical studies, although it is acknowledged that the benefits are limited.  
 
The guidelines above predate the licensing of ipilimumab (and vemurafenib).  

 
The European Society for Medical Oncology (ESMO) published; Cutaneous melanoma: ESMO 
Clinical Practice Guidelines for diagnosis, treatment and follow-up, in 2012.15 These guidelines note 
that in randomised studies ipilimumab and vemurafenib have produced substantial improvement in 
response rates and/or survival. Treatment options for the first- and second-line setting include 
ipilimumab, for all patients and vemurafenib, a BRAF inhibitor, for patients with BRAF-mutant 
melanoma. In patients with symptomatic, bulky metastases from a BRAF V600 mutated melanoma, a 
selective inhibitor such as vemurafenib is preferred, due to the high chance for a rapid response 
including the improvement of quality of life. There is insufficient data to guide decisions about 
treatment sequencing in patients with BRAF V600 mutated-metastatic melanoma, but emerging data 
suggests that BRAF inhibition is effective even following immunotherapy (i.e. ipilimumab).  
 
A collaboration of multi-disciplinary experts from the European Dermatology Forum, the European 
Association of Dermato-Oncology and the European Organization of Research and Treatment of 
Cancer published; Diagnosis and treatment of melanoma, European consensus-based 
interdisciplinary guideline - update 2012.16 It states that the two main goals of systemic therapy of 
metastatic disease are prolongation of survival and reduction of tumour size or load with a resultant 
increase in symptom-free course or a decrease in symptoms. Treatments included in the guidance are 
targeted therapy (vemurafenib), immunotherapy (ipilimumab) and chemotherapy (dacarbazine). The 
guidance notes there are insufficient data to establish a treatment algorithm for stage IV melanoma.   
 
At the time of the publication of the latter two guidelines15,16 ipilimumab was approved only as second 
line therapy by the EMA. 
 

Additional information: comparators 

 
Vemurafenib, dacarbazine. 
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Cost of relevant comparators 

 
Drug Dose Regimen Cost per 3-

week cycle (£) 
Cost per 

course (£) 
Ipilimumab 3mg/kg by intravenous infusion every 

three weeks for four doses  
18,750 75,000 

 
Drug Dose Regimen Cost per 3-

week cycle (£) 
Cost per year 

(£) 
Vemurafenib* 960mg orally twice daily continuously  5,250 91,000 
Dacarbazine 200 to 250mg/m²/day as an intravenous 

injection/infusion for 5 days every 3 weeks  
75 to 83 1,275 to 1,411 

Dacarbazine 850mg/m² as an intravenous infusion on day 
one of a three week cycle  

53 907 

Doses are for general comparison and do not imply therapeutic equivalence. Costs from MIMS and BNF on 11 
June 2014 and do not include infusion fluid costs. Doses based on 1.8m

2
 body surface area or a body weight of 

70kg. Costs do not take any patient access schemes into consideration. *vemurafenib is used in BRAF V600 
mutation-positive melanoma only.  

 

Additional information: budget impact 

 
The submitting company estimated the population eligible for treatment to be 109 in year 1, rising to 
110 in year five, with an estimated uptake rate of 24% in the first year, rising to 38% in year 3 and 
remaining at that level.  
 
Without PAS: The gross impact on the medicines budget was estimated to be £1.594m in year 1 rising 
to £2.597m in year 5. As other drugs were assumed to be displaced, the net medicines budget impact 
is expected to be £0.435m in year 1 and £0.580m in year 5. 
 
Other data were also assessed but remain commercially confidential.* 
 



11 

 

 
References 
 
The undernoted references were supplied with the submission.   
 
1. Bristol-Myers Squibb Pharmaceuticals Ltd. Summary of product characteristics for ipilimumab 

(Yervoy®). Last updated 18 December 2013. 
 

2. European Medicines Agency. European Public Assessment Report for ipilimumab. 24 October 
2013. EMA/603930/2013 

 
3. Robert C, Thomas L, Bondarenko I, et al. Ipilimumab plus Dacarbazine for Previously Untreated 

Metastatic Melanoma. N Engl J Med. 2011; 364(26):2517-26. 
 

4. Maio M, Bondarenko I, Robert C, et al. Four-year survival update for metastatic melanoma (MM) 
patients (Pts) treated with ipilimumab (Ipi) plus dacarbazine (DTIC) on phase 3 study Ca184-024. 
Ann Oncol. 2012; 23:367. 

 
5. Kotapati S, Francis S and Sherrill B. Health-related quality of life of patients receiving ipilimumab 

with dacarbazine as first-line treatment for unresectable stage III/IV melanoma. International 
Congress of the Society for Melanoma Research. Tampa, Florida, US. 9–11 November 2011. P50. 

 
6. Hersh EM, O'Day SJ, Powderly J, et al. A phase II multicenter study of ipilimumab with or without 

dacarbazine in chemotherapy-naive patients with advanced melanoma. Invest New Drugs. 2011; 
29(3):489-98. 

 
7. *Commercial in Confidence 

 
8. *Commercial In Confidence 

 
9. Roche Products Limited. Summary of product characteristics for vemurafenib (Zelboraf®). Last 

updated 20 February 2014 
 

10. Marsden J, Newton-Bishop J, Burrow L et al. Revised UK guidelines for the management of 
cutaneous melanoma 2010. British Journal of Dermatology. 2010; 163: 238 to 256  

 
11. Scottish Intercollegiate Guidelines Network. Guideline number 72; Cutaneous Melanoma. July 

2003. 
 

12. Chapman PB, Hauschild A, Robert C, et al. Updated overall survival (OS) results for BRIM-3, a 
phase III randomized, open-label, multicenter trial comparing BRAF inhibitor vemurafenib (vem) 
with dacarbazine (DTIC) in previously untreated patients with BRAF(V600E)-mutated melanoma. J 
Clin Oncol. 2012; 30:Abstract Number 8502 

 
13. McArthur G, Hauschild A, Robert C, et al. Vemurafenib improves overall survival compared to 

dacarbazine in advanced BRAFV600E-mutated melanoma: Updated survival results from a phase 
III randomised, open-label, multicentre trial. Eur J Cancer. 2011; 47:14. 

 
14. Medac GmbH. Summary of product characteristics for dacarbazine. Last updated 28 September 

2010 
 



12 

 

15. Dummer R, Hauschild A, Guggenheim M et al. on behalf of the ESMO Guidelines Working Group. 
Cutaneous melanoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. 
Annals of Oncology 2012;23 (Supplement 7):vii86–vii91 

 
16. Garbe C, Peris K, Hauschild A et al. Diagnosis and treatment of melanoma. European consensus-

based interdisciplinary guideline – Update 2012. European Journal of Cancer 2012;48:2375– 90  
 
This assessment is based on data submitted by the applicant company up to and including 15 August 
2014. 
 
*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on 
guidelines for the release of company data into the public domain during a health technology 
appraisal: http://www.scottishmedicines.org.uk/About_SMC/Policy_Statements/Policy_Statements 
 
Drug prices are those available at the time the papers were issued to SMC for consideration. SMC is 
aware that for some hospital-only products national or local contracts may be in place for comparator 
products that can significantly reduce the acquisition cost to Health Boards. These contract prices are 
commercial in confidence and cannot be put in the public domain, including via the SMC Detailed 
Advice Document. Area Drug and Therapeutics Committees and NHS Boards are therefore asked to 
consider contract pricing when reviewing advice on medicines accepted by SMC. 
 
Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical 
company in order to improve the cost-effectiveness of a drug and enable patients to receive access to 
cost-effective innovative medicines. A Patient Access Scheme Assessment Group (PASAG, 
established under the auspices of NHS National Services Scotland reviews and advises NHS 
Scotland on the feasibility of proposed schemes for implementation. The PASAG operates separately 
from SMC in order to maintain the integrity and independence of the assessment process of the SMC. 
When SMC accepts a medicine for use in NHS Scotland on the basis of a patient access scheme that 
has been considered feasible by PASAG, a set of guidance notes on the operation of the scheme will 
be circulated to Area Drug and Therapeutics Committees and NHS Boards prior to publication of SMC 

advice. 

 
Advice context: 

 
No part of this advice may be used without the whole of the advice being quoted in full.  
 
This advice represents the view of the Scottish Medicines Consortium and was arrived at after careful 
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Area Drug & Therapeutics Committees and NHS Boards in Scotland in determining medicines for local 
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professionals to make decisions in the exercise of their clinical judgement in the circumstances of the 
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