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dabrafenib, 50mg and 75mg hard capsules (Tafinlar®)   SMC No. (No.1023/15) 

GlaxoSmithKline 
 
06 February 2015 

 
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 medicine process 
 
dabrafenib (Tafinlar®) is accepted  for restricted use within NHS Scotland. 
 
Indication under review: monotherapy treatment of adult patients with unresectable or metastatic 
melanoma with a BRAF V600 mutation. 
 
SMC restriction: for use in patients with unresectable or metastatic BRAFV600 mutation-positive 
metastatic melanoma who have received no prior therapy. 
 
In a phase III randomised open-label study, treatment with dabrafenib extended median progression 
free survival by 4.2 months compared with chemotherapy. 
 
This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the 
cost-effectiveness of dabrafenib. It 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. 
 
 
 
Vice Chairman,  
Scottish Medicines Consortium 
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Indication 
Dabrafenib monotherapy for the treatment of adult patients with unresectable or metastatic 
melanoma with a BRAF V600 mutation. 
 

Dosing Information 
Treatment with dabrafenib should be initiated and supervised by a qualified physician experienced in 
the use of anticancer medicinal products.  
 
Before taking dabrafenib, patients must have confirmation of tumour BRAF V600 mutation using a 
validated test. 
 
The recommended dose of dabrafenib is 150mg (two 75mg capsules) twice daily (corresponding to a 
total daily dose of 300mg).  Dabrafenib should be taken at least one hour before, or at least 2 hours 
after a meal, and leaving an interval of approximately 12 hours between doses. Dabrafenib should be 
taken at similar times every day to increase patient compliance. Treatment should continue until the 
patient no longer derives benefit or the development of unacceptable toxicity (see summary of 
product characteristics for further information). 
 
The capsules are to be swallowed whole with water. They should not be chewed or crushed and 
should not be mixed with food or liquids due to chemical instability of dabrafenib. 
 

Product availability date 
January 2014. 
Dabrafenib meets SMC end of life criteria. 
 

 

Summary of evidence on comparative efficacy 

 
Dabrafenib is the second protein kinase inhibitor licensed for monotherapy treatment of adult patients 
with unresectable or metastatic melanoma with a BRAF V600 mutation.  SMC accepted vemurafenib, 
restricted to first-line treatment of BRAF V600 mutation-positive unresectable or metastatic melanoma, 
in December 2013. Both treatments are given orally. In addition ipilimumab, given intravenously (IV), 
is indicated for the treatment of advanced (unresectable or metastatic) melanoma in adults and has 
been accepted by SMC.1-3  The submitting company has requested that SMC considers dabrafenib 
when positioned for use in patients with unresectable or metastatic BRAFV600 mutation-positive 
metastatic melanoma who have received no prior therapy.  
 
One phase III open label, multi-centre, randomised active-controlled study (BREAK-3) has been 
conducted in 250 patients with no previous pharmacological treatment (other than interleukin), 
histologically-confirmed BRAF V600E mutation positive metastatic melanoma (stage IV or 
unresectable stage III).4-9 Patients aged ≥18 years with an Eastern Co-operative Oncology Group 
(ECOG) performance status (PS) of 0 or 1; measurable disease on Response Evaluation Criteria in 
Solid Tumours (RECIST) and adequate haematological, hepatic, renal, and cardiac function were 
recruited.  Patients were randomised in a ratio of 3:1 (stratified by American Joint Committee on 
Cancer stage [unresectable III + IVM1a + IVM1b versus IVM1c]) to dabrafenib 150mg orally twice 
daily (n=187) or dacarbazine 1,000mg/m2 IV every three weeks (n=63) and treated until disease 
progression, death, study treatment discontinuation, unacceptable toxicity or withdrawal. Dose 
reductions were specified for both groups depending on grade of adverse event (AE) and time to 
resolution.  Cross-over to dabrafenib was allowed for dacarbazine treated patients who had 
progression confirmed by independent review committee (IRC).  Results for June 2012 (median 
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follow-up 5.1 months and 4.8 months for dabrafenib and dacarbazine respectively) cut-off have been 
reported, except for overall survival where results for December 2012 (median follow-up 15.2 months 
and 12.7 months) and January 2014 (median follow-up 18.6 months and 12.8 months) cut-offs are 
available.4-7 

 
The primary outcome was progression free survival (PFS) assessed by the investigator and defined as 
time from randomisation to the earliest date of radiographic or photographic disease progression or 
death due to any cause.  Investigator assessed estimated median PFS was 6.9 months for dabrafenib 
and 2.7 months for dacarbazine; hazard ratio (HR) 0.37 (95% confidence interval [CI] 0.24 to 0.58; 
p<0.0001).  IRC assessed median PFS was similar.  Treatment with dabrafenib significantly improved 
PFS compared to dacarbazine for all subgroups with the exception of patients aged ≥65 years (which 
had small patient numbers [n=53]) which did not reach statistical significance.4,5 

 
Secondary endpoints included overall survival, response rate and quality of life assessments.  At the 
December 2012 cut-off 42% (78/187) of patients in the dabrafenib group and 44% (28/63) in the 
dacarbazine group had died; HR 0.76 (95% CI 0.48 to 1.21). Median overall survival was estimated to 
be 18.2 months (95% CI 16.6 to not estimable) for dabrafenib and 15.6 months (95% CI 12.7 to not 
estimable) for dacarbazine.  Overall survival results were confounded by cross-over; 57% (36/63) of 
dacarbazine patients had crossed-over to dabrafenib at the time of this cut-off.5  At the January 2014 
cut-off 61% (115/187) of patients in the dabrafenib group and 62% (39/63) of patients in the 
dacarbazine group had died; HR 0.77 (95% CI 0.52 to 1.13). Median overall survival was estimated to 
be 20.0 months (95% CI 16.8 to 24.4) for dabrafenib and 15.6 months (95% CI 12.7 to 21.2) for 
dacarbazine. 7  At this cut-off the proportion of patients who had crossed over to dabrafenib was 59% 
(37/63). 

 
Confirmed objective response (defined as a complete or partial response) was reported by the 
investigators in 110 patients (59%; 95% CI 51% to 66%) in the dabrafenib group versus 15 patients 
(24%; 95% CI 14% to 36%) in the dacarbazine group.  The median duration of response was 8.0 
months (95% CI 6.6 to 11.5) for dabrafenib and 7.6 months (95% CI 5.0 to 9.7) for dacarbazine.5 

 
Quality of life (QoL) was assessed at baseline and follow-up visits using the European Organisation 
for Research and Treatment of Cancer Quality of Life Questionnaire (EORTC QLQ-C30) and EuroQol 
5D (EQ-5D). For dabrafenib treated patients mean symptom scores using EORTC QLQ-C30 remained 
stable or decreased (improved) at week 6 and 12 compared to baseline for all symptoms except 
fatigue.  All symptom scores increased (worsened) for dacarbazine treated patients at week 6 and 12 
compared to baseline.  In patients who crossed over at progression there were improvements in quality 
of life at weeks 6 and 12 compared to baseline (progression visit) values for EORTC QLQ-C30.6,8.9 

 

Supporting data come from two phase II open-label, single arm studies (BREAK-2 and BREAK-MB) 
which were conducted in patients with BRAF V600E or V600K mutation positive metastatic melanoma. 
Patients were treated with open-label dabrafenib (orally 150mg twice daily) until disease progression, 
death, or unacceptable AE.10-12 
 
BREAK-2 recruited 92 patients who were previously untreated or previously treated (excluding 
BRAF/MEK inhibitors) and the primary endpoint was investigator assessed overall response rate. In 
patients with BRAF V600E mutation overall response rate was achieved in 59% (45/76) of patients 
(95% CI 48% to 70%). In patients with V600K mutation overall response rate was achieved in 13% 
(2/16) of patients (95% CI 0 to 29%).10,11 
 
BREAK-MB recruited 139 patients with BRAF V600E and 33 patients with BRAF V600K mutations. 
Patients were assigned to one of two cohorts; cohort A: patients had not received any previous local 
treatment for brain metastases and cohort B: patients had disease progression in the brain after prior 
local therapy.  The primary endpoint was investigator-assessed overall intracranial response 
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(complete or partial) in patients with BRAF V600E mutation and was achieved in 39% (29/74) of 
patients in cohort A and 31% (20/65) of patients in cohort B.  In patients with BRAF V600K mutation 
investigator-assessed overall intracranial response was achieved in 6.7% (1/15) of patients in cohort A 
and 22% (4/18) of patients in cohort B.12 
 
 Other data were also assessed but remain commercially confidential.* 
 

Summary of evidence on comparative safety 

 
In BREAK-3 any serious AE (SAE) occurred in a similar proportion of patients in the dabrafenib and 
dacarbazine groups respectively; 23% (43/187) versus 22% (13/59) but SAE considered related to 
study treatment occurred in 15% (28/187) versus 3.4% (2/59) of patients.8   There was one fatal SAE in 
a patient treated with dabrafenib (myocardial infarction/acute coronary syndrome) which was 
considered possibly related to study treatment.5 
 
Dose reduction was required in 28% (52/187) of patients treated with dabrafenib and 17% (10/59) of 
patients treated with dacarbazine.  The proportion of patients who discontinued treatment due to AE 
was 2.7% (5/187) and 3.4% (2/59) in the dabrafenib and dacarbazine groups respectively.4 
 
The proportion of patients with treatment related AE of ≥ grade 2 in the dabrafenib and dacarbazine 
groups respectively included; hyperkeratosis (13% versus 0%), palmar-plantar hyperkeratosis (8.6% 
versus 0%), squamous cell carcinoma/keratoacanthoma (8.6% versus 0%), nausea (1.1% versus 
14%, vomiting (1.1% versus 5.1%), neutropenia (0.5% versus 15%), thrombocytopenia (0.5% versus 
5.1%), leukopenia (0% versus 5.1%), arthralgia (5.3% versus 0%), asthenia (3.2%  versus 5.1%), 
fatigue (6.4%  versus 5.1%), headache (4.8%  versus 0%) and pyrexia (11%  versus 0%).4 
 
There have been reports of RAS-associated malignancies with another BRAF inhibitor as well as with 
dabrafenib.  The summaries of product characteristics (SPC) for dabrafenib (and vemurafenib) note 
that regular monitoring of the patient is required during treatment and for six months after treatment 
discontinuation.1,2  There are two on-going studies designed to assess the long-term safety of 
dabrafenib, focusing on non-cutaneous malignancies. 8 
 

Summary of clinical effectiveness issues 

 
Dabrafenib and vemurafenib are indicated as oral monotherapy treatment for adult patients with 
unresectable or metastatic melanoma with a BRAF V600 mutation.1,2  SMC has accepted 
vemurafenib, restricted to first-line treatment of BRAF V600 mutation-positive unresectable or 
metastatic melanoma. In addition ipilimumab, given IV, is indicated for the treatment of advanced 
(unresectable or metastatic) melanoma in adults.3  Prior to these agents being available dacarbazine 
was used in metastatic melanoma and treatment resulted in a median PFS of approximately 1.5 
months, and median overall survival of 6.4 months.8  The submitting company has requested that SMC 
considers dabrafenib when positioned for use in patients with unresectable or metastatic BRAFV600 
mutation-positive metastatic melanoma who have received no prior therapy.  Dabrafenib meets SMC 
end of life criteria. 
 
In the BREAK-3 study, treatment with dabrafenib extended PFS by 4.2 months compared to 
dacarbazine. The study was conducted in treatment naïve patients with BRAF V600E mutations. 
There are limitations with the overall survival data due to cross-over.  At the January 2014 cut-off 59% 
of patients on dacarbazine had crossed over to receive dabrafenib.   
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The European Medicines Agency (EMA) did not consider that improvements were shown in QoL for 
dabrafenib versus dacarbazine but did comment that for certain items results were better for 
dabrafenib. They noted the low number of patient assessments beyond week 15 for both QoL tools, 
and also limitations with QoL assessments in open label studies, where patient and investigator 
reporting may be biased.8  
 
Whilst the BRAF V600E mutation is the most common, occurring in around 80% to 90% of patients 
with BRAF mutation positive melanoma, approximately 10% to 20% of patients will have the BRAF 
V600K mutation.8  The single-arm, open label, supporting studies included a small number of patients 
with the V600K mutation (BREAK-2, n=16 and BREAK-MB, n=33).  These data satisfied the EMA to 
approve dabrafenib in patients with the BRAF V600 mutation.  However activity appears to be lower in 
patients with V600K mutation and this is noted in the SPC for dabrafenib.1,8 
 
There are no studies comparing dabrafenib with vemurafenib, the key comparator. Consequently the 
submitting company undertook an adjusted indirect comparison (Bucher) to compare dabrafenib with 
vemurafenib for the treatment of adult patients with advanced or metastatic melanoma. Two studies 
(BREAK-3 and BRIM-3) were included that had a common comparator arm of dacarbazine.  The 
endpoints of PFS and OS were analysed.  There were differences in methodologies between the 
studies but the patient populations were generally comparable, with the exception of a higher 
proportion of patients with lactate dehydrogenase levels greater than the upper limit of normal in the 
BRIM-3 study.  Both studies allowed cross-over from the dacarbazine group, at progression in 
BREAK-3 and at the time of interim analysis for BRIM-3.  Therefore RPSFT analyses of overall 
survival were used in the indirect comparison.  Results suggest that there is no significant difference 
between dabrafenib and vemurafenib for PFS and overall survival.  A naïve comparison of AE 
indicated that there were some differences between dabrafenib and vemurafenib.   
 
The introduction of dabrafenib will give patients and physicians another treatment choice for BRAF 
V600 metastatic melanoma.  Both treatments are given orally, twice daily.  AE profiles of dabrafenib 
and vemurafenib appear to differ although this observation is limited to a naive indirect comparison.  
Patients should be monitored regularly for non-cutaneous secondary/recurrent malignancies during 
and for six months after treatment with dabrafenib or vemurafenib. 
 
Other data were also assessed but remain commercially confidential.* 
 

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 dabrafenib, as an end of life medicine, in the 
context of treatments currently available in NHS Scotland, specifically in the treatment of unresectable 
or metastatic melanoma with a BRAF V600 mutation. 
 
The key points expressed by the group were: 
 

• Diagnosis with unresectable or metastatic melanoma is devasting and psychologically difficult for 
patients and their families. The current prognosis is only 12 – 18 months. 
 

• Currently, patients with BRAF mutation positive disease have access to vemurafenib but 
dabrafenib has a different toxicity profile and would give patients and clinicians an alternative 
choice, allowing care to be individualised. Photosensitivity is less with dabrafenib but pyrexia is 
greater. Dose reduction is less likely to be required with dabrafenib.  
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• PACE participants highlighted that dabrafenib treatment was well tolerated and often enabled 
patients to continue with work and education. They noted the similar efficacy of dabrafenib and 
vemurafenib. 

 

• Clinicians involved in the PACE meeting emphasised that they would welcome the opportunity to 
use dabrafenib in the full licensed indication, without the restriction to first line use only. They 
further commented that as experience and understanding of the pyrexia side effects has 
developed, admissions are likely to be less frequent and of a shorter duration  with a less 
aggressive management than seen in the clinical trials. 

 

• PACE participants stressed that dabrafenib gives clinicians and patients another choice in the 
treatment of melanoma with similar efficacy but a different side effect profile to vemurafenib, which 
is already available in Scotland. 

 

Summary of comparative health economic evidence 

 
The submitting company presented a cost-utility analysis comparing dabrafenib to either dacarbazine 
or vemurafenib for patients with unresectable or metastatic BRAF V600 mutation-positive metastatic 
melanoma who have received no prior therapy; this represents a position within the licensed 
indication. A cost-minimisation analysis (CMA) assuming a common treatment effect was also 
provided for the comparison with vemurafenib. 
  
To estimate the health benefits from dabrafenib, a partitioned survival model was used consisting of 
three health states: PFS, progressed disease (PD) and death, over a lifetime horizon of 30 years.   
Clinical data for the comparison with dacarbazine were taken from the BREAK-3 study, with 
extrapolation of PFS past the available study period using a log-normal approach.  Overall survival on 
dabrafenib was estimated for the trial phase by fitting a log-normal function to the observed data and 
for dacarbazine by assuming proportional hazards against dabrafenib from the RPSFT adjusted HR.  
 
For the comparison with vemurafenib, PFS was modelled using the hazard ratios from the indirect 
comparison. To estimate overall survival (OS), the hazard ratios from the Bucher indirect comparison 
were used. No further treatment effects were assumed beyond the end of therapy.  Longer term OS 
predictions beyond the end of the trial period were estimated using registry data and beyond the 10 
year point in the model, mortality was based on general population data.  
 
Utility values were taken from the EQ-5D data collected in BREAK-3.  This resulted in utility values of 
0.767 and 0.75 for progression-free patients on dabrafenib and dacarbazine respectively.  The 
submitting company assumed that patients on vemurafenib would have the same utility values as 
patients on dabrafenib.  For progressed disease a common utility value of 0.677 was used for all 
treatments.  
 
Resource use related to drug acquisition and administration costs, adverse event costs, background 
disease management costs and the costs associated with subsequent line therapy. Adverse events 
were based on grade 3+ events with an incidence of >5% from the respective clinical trials and 
resource use for each estimated using clinical opinion. Compared to vemurafenib, some adverse 
events were higher with dabrafenib (Palmar-plantar erythrodysesthesia, pyrexia) but some were lower 
(rash, photosensitivity, squamous cell carcinoma).  
 

A patient access scheme (PAS) is in place for vemurafenib and an estimate of this has been 
incorporated into all results in the submission.  
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A patient access scheme was submitted by the company for dabrafenib and assessed by the Patient 
Access Scheme Assessment Group (PASAG) as acceptable for implementation in NHS Scotland. 
Under the PAS a simple discount is offered on the list price of the medicine.  The results, taking 
account of the dabrafenib PAS indicated a cost per quality adjusted life year (QALY) of £49,019 
versus dacarbazine and £11,028 versus vermurafenib.  SMC would wish to present the with-PAS cost-
effectiveness estimates, including the incremental cost and incremental QALY gain that informed the 
SMC decision, but is unable to do so as the company has indicated that they should remain commercial in 

confidence.   
 
The cost minimisation analysis versus vemurafenib resulted in dabrafenib being associated with a 
small incremental cost, on the account of additional costs associated with the differing adverse event 
profile.  
 
A range of sensitivity analyses were presented and showed that against both comparators, the results 
were sensitive to the estimation of OS. Versus dacarbazine using the OS for dacarbazine in the trial 
segment based on RPSFT adjusted Kaplan Meier data resulted in an ICER of  £91,808 with PAS and 
using a Weibull approach for the comparison with vemurafenib increased the with PAS ICER to 
£16,723.  In the comparison with vemurafenib, using PFS based on Kaplan Meier data increased the 
ICER to £25,112 or £67,220 if the lower bound of the confidence interval for the hazard ratio was 
used. In general, the results were relatively insensitive to changes in the assumptions regarding 
resource use or utilities.  
 
Sensitivity analysis on the cost-minimisation analysis showed that this result was relatively stable with 
dacarbazine being associated with additional costs.  Only in the case where no difference in adverse 
events was included (by setting the adverse event costs to zero) did dacarbazine show no additional 
costs.   
 
In relation to the limitations of the cost utility analyses: 

• The base case results cost utility analysis against vemurafenib include non-significant differences 
in outcomes but a cost-minimisation analysis has been provided removing these effects which 
indicates that dabrafenib is associated with a small additional cost.  

• In the comparison versus dacarbazine, data from the clinical trial are confounded by crossover and 
thus adjustments using the RPSFT approach were necessary. There may be some limitations with 
the use of this approach (e.g. the assumption of a common treatment effect being applicable, 
differences in post-progression treatments) and this creates uncertainty with the resulting ICERs. 
Sensitivity analysis showed that using different assumptions about extrapolating the data had the 
potential to increase the ICER versus dacarbazine to around £90k. 
 

In relation to the limitations with the cost-minimisation analysis: 

• The results show that dabrafenib is associated with a small additional cost compared to 
vemurafenib on account of different adverse event costs. As such, the treatment is not shown to 
be cost-effective on the basis of the CMA.  Only in the case where adverse events are assumed 
away did dabrafenib show parity with vemurafenib and no evidence was presented to support this 
assumption. However, the submitting company subsequently presented additional analysis using 
updated information on the adverse event profile for vemurafenib.  Using this information, 
dabrafenib was shown to be a cost-effective option.  

• The analysis assumed a common treatment duration. While this may be acceptable if treatment is 
assumed until progression and the treatments are assumed to have similar effects on PFS (as 
necessary for a cost-minimisation analysis), any difference in treatment durations in practice could 
alter the results.  The indirect comparison underpinning the CMA may reflect different treatment 
durations between the therapies.   
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• The analysis rests on the quality of the indirect comparison underpinning it.  While there are some 
weaknesses, it is broadly acceptable.  

 
The comparison with vemurafenib was considered to be the appropriate analysis to focus on, and, 
given the non-significant findings of the indirect comparison, the CMA was considered relevant.    
 
After considering all the available evidence including the updated cost-minimisation analysis and the 
output from the PACE process, the Committee accepted dabrafenib for restricted 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 Group. 
 

• A submission was received from Melanoma Action and Support Scotland (MASScot), which is a 
registered charity.  

• MASScot has not received any pharmaceutical company funding in the past two years.  

• Metastatic melanoma is a devastating condition with no cure.  

• Living with the condition day to day is very difficult and impacts on all areas of the person and 
their family’s life.  Many will have undergone a series of surgeries to try to remove the cancer 
which can cause severe disability, pain and infection.  

• The disease affects a wide range of age groups. Some patients are children which can be 
particularly devastating for their siblings and parents.  

• The burden of symptoms often causes patients to be unable to work and partners or other family 
members may have to give up work to care for them.  This can lead to enormous financial 
hardship for families.  

• Dabrafenib may provide additional months or even years of life, giving patients hope.  This 
additional time is also often a good quality of life.  Dabrafenib would give patients and clinicians 
an alternative to vemurafenib which may not be suitable for all patients.  

 

Additional information: guidelines and protocols 

 
The Scottish Intercollegiate Guidelines Network published guideline number 72; Cutaneous Melanoma 
in July 2003 (and updated in February 2004).13 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. 

SIGN have indicated that this guideline is currently only 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 2010.14  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 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 
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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.  
However general principles include: 

• BRAF mutated patients should be offered treatment with BRAF inhibitors or experimental drugs 
blocking the MAP kinase and PI3K pathways, preferably still in the context of clinical trials 
designed to reduce the emergence of drug resistance. 

• Patients whose disease progresses on first-line treatment and with health status of presumably six 
or more months should be offered ipilimumab or other immunotherapies in the context of clinical 
trials as they are made available. 

• Non-BRAF-mutated patients and those progressive under BRAF inhibitors and immunotherapies 
should be considered for chemotherapy. 

 

Additional information: comparators 

 
Vemurafenib, ipilimumab. 
 

Cost of relevant comparators 

 
Drug Dose Regimen Cost per 6 

months (£) 
Dabrafenib  150mg orally twice daily continuously  36,400 

Ipilimumab* 3mg/kg by intravenous infusion every three weeks for four 
doses  

75,000** 

Vemurafenib 960mg orally twice daily continuously  45,500 
Doses are for general comparison and do not imply therapeutic equivalence. Costs from MIMs on 23 October 
2014 and do not include infusion fluid costs. Doses based on body weight of 70kg. Costs do not take any patient 
access schemes into consideration.  
*not restricted to BRAF V600 mutations;**cost for four doses (=one course). 
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Additional information: budget impact 

 
The submitting company estimated there to be 64 patients eligible for treatment with dabrafenib in 
year 1 rising to 63 in year 5, with an estimated uptake rate of 15% in year 1 and 10% in year 5. The 
submitting company predicted a falling uptake rate upon the availability of combination treatments. 
 
Without PAS (i.e. no PAS for either medicine): 
The gross medicines budget impact was estimated to be £636k in year 1 and £431k in year 5.  As 
other medicines were assumed to be displaced, the net medicines budget impact was estimated to be 
a saving of £73k in year 1 and £107k in year 5. This assumes that the displaced medicine is 
vemurafenib.  
 
Other data were also assessed but remain commercially confidential.* 
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This assessment is based on data submitted by the applicant company up to and including 12 
December 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 
consideration and evaluation of the available evidence. It is provided to inform the considerations of 
Area Drug & Therapeutics Committees and NHS Boards in Scotland in determining medicines for local 
use or local formulary inclusion. This advice does not override the individual responsibility of health 
professionals to make decisions in the exercise of their clinical judgement in the circumstances of the 
individual patient, in consultation with the patient and/or guardian or carer. 
 
 


