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Re-Submission  
 
 

nivolumab, 10mg/mL, concentrate for solution for infusion (Opdivo®) 
              SMC No. (1188/16) 
Bristol Myers Squibb Pharmaceuticals Ltd 
 
05 May 2017 

 
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 Scotland.  The 
advice is summarised as follows: 

 

ADVICE: following a resubmission assessed under the end of life and orphan medicine process 
 
nivolumab (Opdivo®) is accepted for use within NHS Scotland. 
 
Indication under review: As monotherapy for the treatment of advanced renal cell carcinoma after 
prior therapy in adults. 
 
Nivolumab, compared with a mammalian target of rapamycin (mTOR) inhibitor, significantly 
increased overall survival in patients with advanced or metastatic renal cell carcinoma who had 
received one or two previous regimens of anti-angiogenic therapy. 
 
This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the 
cost-effectiveness of nivolumab. This advice is contingent upon the continuing availability of the PAS 
in NHS Scotland or a list price that is equivalent or lower. 
 
This advice takes account of 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 
As monotherapy for the treatment of advanced renal cell carcinoma after prior therapy in adults.1 
 

Dosing Information 
Nivolumab 3mg/kg administered by intravenous (IV) infusion over 60 minutes every two weeks. 
Treatment should be continued as long as clinical benefit is observed or until treatment is no longer 
tolerated by the patient. 
 
Treatment must be initiated and supervised by physicians experienced in the treatment of cancer.1 
 

Product availability date 
4 April 2016 
 
Nivolumab received a positive scientific opinion for under the Early Access to Medicines Scheme 
with the Medicines and Healthcare Products Regulatory Agency on 11 February 2016. 
 
Nivolumab meets SMC orphan-equivalent and end of life criteria in this indication. 
 

 

Summary of evidence on comparative efficacy 

 
Nivolumab is a human monoclonal antibody that binds to the programmed death (PD-1) receptor 
preventing interaction with PD-1 ligand 1 (PD-L1) and PD-1 ligand 2 (PD-L2), that can be found on 
tumour cells or other cells in the tumour microenvironment. Binding of these ligands to PD-1 activates 
negative T-cell regulation, thereby inhibiting T-cell proliferation and cytokine secretion. By blocking this 
interaction, nivolumab potentiates T-cell responses, including anti-tumour responses.1  
 
The key evidence to support this new indication is from CheckMate 025 (CA209-025), a randomised, 
open-label, phase III study conducted in 821 adult patients with advanced or metastatic renal cell 
carcinoma (mRCC) with a clear-cell component. In addition, patients were required to have received 
one or two previous regimens of anti-angiogenic therapy and no more than three previous regimens of 
systemic therapy including cytokines and cytotoxic chemotherapy drugs. Patients had disease 
progression during or after the last treatment regimen and within six months before study enrolment. 
Patients were also required to have a Karnofsky performance status of at least 70 (where scores range 
from 0 to 100, with higher scores indicating better functioning). Patients were randomised equally 
(stratified by geographical area [United States or Canada, Western Europe, and the rest of the world], 
Memorial Sloan Kettering Cancer Center [MSKCC] prognostic risk group, and the number of previous 
anti-angiogenic regimens for advanced renal cell carcinoma [one or two]) to nivolumab 3mg/kg IV 
infusion over 60 minutes every two weeks or everolimus 10mg orally daily. Patients were permitted to 
continue assigned treatment beyond progression while clinical benefit was observed or until 
unacceptable toxicity occurred.  Dose escalations or dose reductions were not permitted for nivolumab 
but were for everolimus and, in both groups, doses could be delayed for up to six weeks.2  
 
Results from the interim analysis (cut-off June 2015) and updated analysis (cut-off May 2016) are 
available. The primary outcome was overall survival, defined as the time from randomisation to the date 
of death. In the interim analysis after a minimum follow-up period of 14 months, the median follow-up 
for overall survival was 18.3 months for nivolumab-treated patients and 17.2 months for everolimus-
treated patients. The proportion of patients who had died was 45% (183/410) versus 52% (215/411) in 
the nivolumab and everolimus groups, respectively. Median overall survival was 25.0 months for 
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nivolumab and 19.6 months for everolimus. The hazard ratio (HR) for death from any cause was 0.73 
(98.5% confidence interval [CI]: 0.57 to 0.93); p=0.002. In general, an overall survival benefit was 
observed across subgroups including patients who had received one previous anti-angiogenic regimen 
(n=591); HR 0.71 (95% CI: 0.56 to 0.90). In the updated analysis, after a minimum follow-up period of 
26 months, 47 patients had crossed over from everolimus to nivolumab. Median overall survival was 
26.0 months for nivolumab and 19.7 months for everolimus; HR 0.73, 95% CI: 0.61 to 0.88; p=0.0006. 
The Kaplan-Meier two-year overall survival rate was estimated to be 52% for nivolumab and 42% for 
everolimus.2-4   
 
Secondary endpoints included progression free survival (PFS) and objective response rate (ORR). PFS 
was defined as the time from randomisation to the first documented Response Evaluation Criteria in 
Solid Tumours (RECIST)-defined tumour progression or death from any cause and was assessed by 
investigators. At the interim analysis median PFS was 4.6 months for nivolumab and 4.4 months for 
everolimus; HR 0.88, 95% CI: 0.75 to 1.03; p=0.11. The Kaplan-Meier survival curves separated at six 
months and favoured nivolumab. Objective responses, assessed by investigators, included complete 
plus partial responses. The ORR was 25% (103/410) in the nivolumab group versus 5.4% (22/411) in 
the everolimus group; odds ratio 6.0, 95% CI: 3.7 to 9.7. There were four complete responses in the 
nivolumab group and two in the everolimus group. The median time to response was 3.5 months versus 
3.7 months in the nivolumab and everolimus groups respectively and the median duration of response 
was 12.0 months in both groups. In the updated analysis ORR was 26% (105/410) in the nivolumab 
group and 5.4% (22/411) in the everolimus group; odds ratio 6.1, 95% CI: 3.8 to 10.0, p<0.0001.2, 4 
 
The Functional Assessment of Cancer Therapy Kidney Symptom Index-Disease-Related Symptoms 
(FKSI-DRS) scoring algorithm was used to assess quality of life (QoL) and included nine symptom-
specific questions relating to lack of energy, pain, weight loss, bone pain, fatigue, dyspnoea, cough, 
fevers, and haematuria. The summary score ranges from 0 to 36, where 0 was the worst possible score 
(all the worst symptoms) and 36 was the best possible score (no symptoms). In both groups at baseline 
the median FKSI-DRS score was 30. A meaningful symptom improvement (minimum important 
difference of two points) occurred in 55% (200/361) of patients in the nivolumab group compared to 37% 
(126/343) of patients in the everolimus group (p<0.0001). Median time to improvement was shorter for 
patients given nivolumab (4.7 months) than everolimus (median not reached). EQ-5D utility index and 
EQ-5D visual analogue scale (VAS) scores improved with nivolumab from baseline to week 104 and 
deteriorated with everolimus. The proportion of patients who had a clinically meaningful improvement in 
EQ-5D VAS (defined as ≥7 points) was 53% (192/360) for nivolumab and 39% (134/343) for everolimus 
(p=0.0001) but there was no statistical difference between groups for EQ-5D utility index.3 

 

Summary of evidence on comparative safety 

 
The adverse event profile of nivolumab has been characterised within the existing indications and the 
general safety profile of nivolumab in patients with mRCC was consistent with this.1, 5 
 
The median duration of treatment was 5.5 months for nivolumab and 3.7 months for everolimus.  

 
Treatment-related adverse events of any grade occurred in 79% (319/406) and 88% (349/397) of 
patients, and grade 3/4 adverse events occurred in 19% (76/406) and 37% (145/397) of patients in the 
nivolumab and everolimus groups respectively. Fewer patients discontinued treatment due to treatment-
related adverse events in the nivolumab than everolimus groups; 7.6% versus 13%. Treatment delays 
occurred in 51% (207/406) of patients treated with nivolumab and 66% (262/397) of patients treated 
with everolimus. A dose reduction occurred in 26% (102/397) of patients treated with everolimus.2, 5 
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The most common treatment-related adverse event in both groups was fatigue, occurring in 33% of 
patients in the nivolumab group and 34% of patients in the everolimus group. Most other treatment-
related adverse events occurred in a lower proportion of patients in the nivolumab than the everolimus 
group. The most common grade 3/4 treatment-related adverse event in the nivolumab group was fatigue 
occurring in 2.5% (10/406) of patients (and 2.8% [11/397] in everolimus group), and in the everolimus 
group was anaemia occurring in 7.8% (31/397) of patients (and 1.7% [7/406] in the nivolumab group).2 
 
Any grade hypersensitivity/infusion related reactions (all causality) occurred in 6.2% of patients treated 
with nivolumab and 1.0% of patients treated with everolimus and most were considered treatment-
related.5 
 
In the updated analysis, incidence and type of treatment-related adverse events were similar to those 
reported in the interim analysis.4 
 

Summary of clinical effectiveness issues 

 
Worldwide kidney cancer accounts for approximately 2% to 5% of all cancers. Patients with advanced 
RCC have a poor prognosis; around 30% of patients have metastatic disease at the time of diagnosis 
and in those with locally advanced RCC at initial diagnosis, 40% will go on to develop metastatic 
disease. Around 80% of patients have clear cell histology; other subtypes include papillary, 
chromophobe, translocation, and collecting duct tumors.5  
 
In Scotland, patients are treated in the first-line setting with pazopanib or sunitinib. Both axitinib and 
everolimus have been accepted for use by SMC as later lines of therapy. Although the licensed 
indication for axitinib is after failure of prior treatment with sunitinib or a cytokine, axitinib is also used, 
off-label, after failure with pazopanib. Cabozantinib has recently been licensed for a similar indication; 
however it is not considered a relevant comparator due to the timing of SMC advice for this medicine. 
Clinical experts consulted by SMC considered there was unmet need in terms of effective treatments 
for metastatic or advanced RCC in second-line and later lines of treatment.  Nivolumab meets SMC 
orphan-equivalent and end of life criteria in this indication. 
 
In the pivotal study, a statistically and clinically meaningful increase in median overall survival of 5.4 
months (6.3 months in the updated analysis) was demonstrated for nivolumab over everolimus and 
observed across subgroups. The European Medicines Agency (EMA) considered the overall survival 
result to be robust based on similar results from sensitivity analyses. While subsequent treatments were 
received by 55% versus 63% of patients in the nivolumab and everolimus groups respectively (61% and 
67% in the updated analysis), the EMA did not consider the difference in overall survival was due to 
subsequent use of different post study treatments between the groups.4, 5 
 
There was no statistically significant difference between nivolumab and everolimus for PFS.  A potential 
explanation could be related to the delayed effect of nivolumab. This was observed in a melanoma study 
where there was rapid disease progression in the first three months of treatment, though overall survival 
was longer.5 In a sensitivity analysis of CheckMate 025 that included patients who had not had disease 
progression or died at six months, median PFS was longer with nivolumab than with everolimus (15.6 
months versus 11.7 months); these patients probably contributed to the overall survival benefit that was 
observed with nivolumab. Treatment beyond RECIST v1.1 confirmed progression was permitted and 
occurred in 44% (179/406) and 46% (183/397) of patients in the nivolumab and everolimus groups 
respectively.2  

 
Nivolumab was associated with improvement in health-related QoL compared with everolimus although, 
given the open-label design of the study, these data should be interpreted with caution. Investigator- 
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rather than independent-assessed measurements were used for assessment of PFS and objective 
responses. The EMA considered that this was not adequate given the open-label design of the study 
and the high risk of bias influencing PFS assessment. However, significant results for the primary 
outcome of overall survival mean that the lack of independent review committee-based RECIST 
measurement is less of an issue.5 
 
The study population was generally reflective of patients who would receive nivolumab in clinical 
practice: 72% had received one and 28% had received two prior anti-angiogenic treatment(s) for 
advanced RCC. These included sunitinib (59%), pazopanib (30%) and axitinib (12%). However, there 
are no efficacy data in patients with brain metastases, active autoimmune disease, medical conditions 
requiring systemic immunosuppression and those with non-clear cell histology.2 
 
A benefit was observed with nivolumab irrespective of PD-L1 expression. Although the study results 
indicate that higher levels of PD-L1 expression were associated with poorer survival in RCC (as with 
other studies), they do not support use of PD-L1 expression as a marker of treatment benefit in RCC.2 
 
Longer term data are available from two phase I/II studies of nivolumab (at unlicensed doses) in patients 
(Checkmate 003 [n=34], Checkmate 010 [n=167]) with renal cell carcinoma. Three- and five-year overall 
survival rates in Checkmate 003 were 41% and 34% respectively and the three-year overall survival 
rate in Checkmate 010 was 35%.6 
 
There are no direct comparative data for nivolumab versus axitinib. A frequentist network meta-analysis 
(NMA) which compared nivolumab with axitinib in terms of overall survival and PFS was included in the 
company’s submission. However due to limitations with the NMA including lack of face validity of the 
NMA result which indicated that everolimus has better survival benefit than axitinib, results of the NMA 
did not inform the base case economic model. An assumption of equivalence in efficacy (PFS and 
overall survival) and in health related quality of life outcomes (utilities) between everolimus and axitinib 
was made. A weight-adjusted indirect comparison of everolimus versus axitinib provides some evidence 
of similar efficacy in terms of PFS7; this is a revised analysis of that included in the everolimus 
resubmission to SMC [595/10].  
 
Clinical experts consulted by SMC considered that nivolumab is a therapeutic advancement given the 
results for overall survival compared to everolimus from the pivotal study. However, they reported that 
the introduction of nivolumab is likely to have implications for the service and for patients as it requires 
IV administration every two weeks compared to axitinib and everolimus which are administered orally.  
 

Patient and clinician engagement (PACE) 

 
A patient and clinician engagement (PACE) meeting with patient group and clinical specialist 
representation was held to consider the added value of nivolumab, as an end of life and SMC orphan-
equivalent medicine, in the context of treatments currently available in NHS Scotland.  
 
The key points expressed by the group were:  
 

 Advanced RCC has significant disease burden and symptoms (pain, lethargy, weight loss, anaemia 
and psychological distress) and patients often have to stop work at a relatively early stage as a result 
of the disease and side-effects from current treatment.  Prognosis is poor with median overall 
survival of less than two years after failure of first-line therapy.  

 

 There is an unmet need for treatments which offer survival benefits and which are better tolerated 
than current tyrosine kinase inhibitors.  
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 Nivolumab has been shown to improve overall survival and can allow patients to experience valued 
additional high quality time, hope and optimism for the future.  

 

 Based on experience of nivolumab in melanoma, and on evidence with patients treated with high 
dose interleukin-2 immunotherapy, clinicians believe that a tail of long-term survivors may exist in 
RCC with durable clinical responses expected in a proportion of patients. 

 

 Patients reported that nivolumab is better tolerated than current second-line treatments.  A more 
manageable side effect profile would reduce the burden on family/carers.  

 

 Patient groups emphasised that the inconvenience of fortnightly hospital visits to receive the IV 
infusion was not a concern in the context of the potential benefits of treatment.   

 

 Nivolumab is the first immunotherapy licensed for treatment of advanced RCC.  PACE participants 
felt strongly that nivolumab should be made available in-line with the licensed indication (i.e. as 
second or a later line of therapy), in order to extend choice at all lines of treatment. 

 
Additional Patient and Carer Involvement 
We received patient group submissions from Kidney Research UK, Kidney Cancer Scotland and Kidney 
Cancer Support Network (KCSN), all three are registered charities. Kidney Cancer Scotland has 
received 22% pharmaceutical funding in the past two years, including from the submitting company. 
Kidney Research UK has received 7.95% pharmaceutical company funding in the past two years, with 
none from the submitting company. KCSN has received 44% pharmaceutical company funding in the 
past year (its first financial year), with none from the submitting company. Representatives from all three 
charities participated in the PACE meeting. The key points of their submissions have been included in 
the full PACE statement. 
 

Summary of comparative health economic evidence 

 
The submitting company presented a cost-utility analysis comparing nivolumab to either axitinib or 
everolimus in the licensed indication.  SMC clinical experts considered that axitinib was the more 
relevant comparator. 
 
A Markov model with six health states (PFS on treatment and off treatment; post-progression survival 
(PPS) on treatment and off treatment, terminal care and death), weekly cycles and a lifetime horizon of 
30 years was used. Clinical data for nivolumab and everolimus came from the pivotal randomised 
controlled study (CheckMate 025) and, for the comparison with axitinib, an assumption was made that 
axitinib and everolimus have comparable efficacy.2 This was tested in the sensitivity analysis where the 
hazard ratios derived from the NMA were used. To extrapolate PFS, a spline odds 2-knot approach was 
adopted. To extrapolate overall survival data, a generalised gamma model was fitted to the Kaplan-
Meier clinical study data. These curves were found to provide the best statistical fit to the data. For 
longer term survival, an additional assumption was made that from year 5 onwards 50% of patients in 
the nivolumab arm were assumed to be cured and therefore have the same mortality rate as the age-
matched general population. This assumption results in the model predicting that 10% of all patients 
treated with nivolumab will be cured. 
 
Utility values taken from EQ-5D data in the CheckMate 025 study were included in a regression analysis 
to calculate utility values for PFS and PPS in the model. An assumption was made that the utility values 
for patients treated with everolimus would generalise to those receiving axitinib. Utility values of 0.80 
and 0.76 for progression-free patients and 0.73 and 0.70 for post-progression were used for patients 
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treated with nivolumab and everolimus or axitinib respectively. Disutilities due to adverse events were 
only applied in a scenario analysis, but had little impact on the results. 
  
Resource use and costs related to medicine acquisition and administration, adverse events, background 
disease management and subsequent lines of therapy were included in the analysis. Adverse events 
rates for all grade ≥3 events for nivolumab and everolimus were taken from the CheckMate 025 study. 
The rates for axitinib were assumed to be equivalent to those adopted for everolimus. Disease 
management adopted the resources stated in the National Institute for Health and Care Excellence 
(NICE) technology appraisal for axitinib in this indication.  
 
A PAS was submitted by the company and was assessed by the Patient Access Scheme Assessment 
Group (PASAG) as acceptable for implementation in NHS Scotland.  Under the PAS, a simple discount 
was offered on the list price of nivolumab. PAS discounts are in place for everolimus and axitinib and 
these were included in the results used for decision-making by SMC by using estimates of the 
comparator PAS prices. The results presented in the tables below do not take account of the PAS 
discounts for, nivolumab, axitinib or everolimus. SMC is unable to present the results provided by the 
company which used estimates of the PAS prices for axitinib and everolimus due to commercial 
confidentiality and competition law issues.   
 
Table 1: Base case results using list prices for all medicines 

Treatment 
Total Incremental 

ICER 
Costs QALYs LYs Costs QALYs LYs 

Nivolumab £92,475 2.84 4.64 - 

Axitinib £50,300 1.69 2.55 £42,175 1.15 2.09 £36,685 

Everolimus £39,429 1.69 2.55 £53,045 1.15 2.09 £46,140 

 
Table 2: Scenario analyses versus axitinib using list prices for both medicines 

 Scenario ICER 

1 
NDC preferred base case (excluding general population 
mortality rate assumption) 

£65,193 

2 OS extrapolated using log-logistic curve  £59,703 

3 OS extrapolated using exponential curve  £70,315 

4 OS extrapolated using Weibull curve  £73,899 

5 20 year time horizon £66,464 

6 15 year time horizon £68,904 

7 
Company preferred base case (ie applies general 
population mortality rate to 50% of patients from year 5 
onwards) 

£36,685 

8 
Applying general population mortality rate to 25% of patients 
from year 10 onwards 

£60,941 

9 
Applying general population mortality rate to 25% of patients 
from year 7 onwards 

£54,530 

10 
Applying general population mortality rate to 50% of patients 
from year 10 onwards 

£57,388 

11 
Applying general population mortality rate to 50% of patients 
from year 7 onwards 

£47,187 
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The following limitations were noted: 

 In this resubmission, the company added a key assumption that 50% of patients alive in the 
nivolumab arm at 5 years have the same mortality rate as the general population (see scenario 7 
in table 2).  This had the effect in the model of increasing the estimated total life years with 
nivolumab by 37% compared to the life years estimated in the original submission. The estimated 
total QALYs with nivolumab have increased by 23%. No additional long term clinical data were 
provided in the resubmission to support this assumption, but the company noted that this increase 
in survival may be expected with nivolumab based on clinical expert opinion and the 
immunomodulatory mechanism of action of nivolumab.  The New Drugs Committee (NDC) 
considered that this assumption may not be appropriate given the lack of data provided to support 
it and that the analysis which removed this assumption was a more appropriate base case analysis 
(scenario 1, table 2). SMC noted the concerns of NDC and gave consideration to the uncertainties 
regarding the long term pattern of treatment benefits.  

 The results were sensitive to the timing of the survival assumption in the model and the proportion 
of patients assumed to have the same mortality rate as the general population. Sensitivity analysis 
showed that applying the general population mortality rate from year 7 or year 10 onwards instead 
of year 5 increased the ICERs. Similarly, applying the general population mortality rate to 25% of 
patients alive at 5, 7 and 10 years increased the ICERs. When the assumption was removed 
completely (ie using the mortality rate used in the original submission based on the extrapolation of 
the OS curves) the ICERs increased.  

 
The Committee also considered the benefits of nivolumab in the context of the SMC decision modifiers 
that can be applied when encountering high cost-effectiveness ratios and agreed that a number of the 
criteria were satisfied: a substantial improvement in life expectancy in the patient population targeted in 
the submission and an improvement in quality of life. In addition, as nivolumab is 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 SMC modifiers, the Committee accepted nivolumab for use in NHS Scotland. 
 
Other data were also assessed but remain commercially confidential.* 
 

Additional information: guidelines and protocols 

 
The European Society for Medical Oncology (ESMO) published renal cell carcinoma: ESMO clinical 
practice guidelines for diagnosis, treatment and follow-up, in 2016. Standard second-line treatment 
options in patients with clear cell histology who have received cytokines include axitinib, sorafenib or 
pazopanib and in patients who have received a TKI include nivolumab or cabozantinib. Recommended 
third-line options depend on previous treatment and include nivolumab or cabozantinib (standard) or 
everolimus or axitinib (alternative options).8 

 
The European Association of Urology (EAU) guidelines on renal cell carcinoma were published in 2015. 
In patients with predominantly clear-cell histology advanced/metastatic RCC, first-line treatments 
include sunitinib, bevacizumab (plus interferon alpha) or pazopanib. Options in patients who have 
progressed on cytokines include; sorafenib, axitinib and pazopanib.9 The EAU published updated 
guidelines for clear cell renal cancer patients who fail endothelial growth factor (VEGF) targeted therapy, 
in 2016. The guideline recommends use of nivolumab or cabozantinib in second-line VEGF-refractory 
setting. They also consider that these drugs should be used in sequence in the second- and third-line 
setting.10 

 



9 

 

The National Institute for Health and Care Excellence (NICE) published multiple technology appraisal 
178; bevacizumab (first-line), sorafenib (first- and second-line), sunitinib (second-line) and temsirolimus 
(first-line) for the treatment of advanced and/or metastatic renal cell carcinoma, in August 2009. The 
advice is as follows: 

 Bevacizumab, sorafenib and temsirolimus are not recommended as first-line treatment options for 
people with advanced and/or metastatic renal cell carcinoma. 

 Sorafenib and sunitinib are not recommended as second-line treatment options for people with 
advanced and/or metastatic renal cell carcinoma11 

 
NICE published multiple technology appraisal 169; sunitinib for the first-line treatment of advanced 
and/or metastatic renal cell carcinoma, in March 2009. The advice is as follows: 

 Sunitinib is recommended as a first-line treatment option for people with advanced and/or metastatic 
renal cell carcinoma who are suitable for immunotherapy and have an Eastern Cooperative 
Oncology Group (ECOG) performance status of 0 or 1. 

 When using ECOG performance status score, clinicians should be mindful of the need to secure 
equality of access to treatments for people with disabilities. Clinicians should bear in mind that 
people with disabilities may have difficulties with activities of daily living that are unrelated to the 
prognosis of renal cell carcinoma. In such cases clinicians should make appropriate judgments of 
performance status taking these considerations into account.12 
 

Additional information: comparators 

 
Axitinib and everolimus are comparators in the second line setting. Cabozantinib has recently been 
licensed for a similar indication and is included in the table below for completeness.  

 

Cost of relevant comparators 

 
Medicine Dose regimen Cost per 28 days (£) 

Nivolumab 3mg/kg IV infusion every two weeks 5,266 

Cabozantinib 60mg orally once daily continuously 4,800 

Axitinib 5mg orally twice daily continuously 3,517 

Everolimus 10mg orally once daily continuously 2,495 
Doses are for general comparison and do not imply therapeutic equivalence. Costs from DM&D on 25 January 
2017. Costs do not take any patient access schemes into consideration. The median duration of nivolumab 
treatment in CheckMate 025 was 5.5 months. Cost for nivolumab is based on body weight of 70kg. 
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Additional information: budget impact 

 
The submitting company estimated the population eligible for treatment to be 70 in year 1, rising to 232 
in year 5 and estimated that of the eligible patients, 7 and 78 patients are treated with nivolumab in 
years 1 and 5 respectively. 
 
SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A budget 
impact template is provided in confidence to NHS health boards to enable them to estimate the predicted 
budget with the PAS.  
 
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 17 March 
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*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 

http://www.scottishmedicines.org.uk/About_SMC/Policy_statements/Policy_Statements
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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. 
 
 
 
 
 


