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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 NHSScotland.  
The advice is summarised as follows: 
 

ADVICE: following a full submission assessed under the end of life and orphan medicine 

process 

lenvatinib (Kisplyx®) is accepted for use within NHSScotland. 

Indication under review: in combination with everolimus for the treatment of adult patients 

with advanced renal cell carcinoma (RCC) following one prior vascular endothelial growth 

factor (VEGF)-targeted therapy 

In a phase II study, the addition of lenvatinib to everolimus significantly improved 

progression-free survival in patients with advanced renal cell carcinoma who had received 

one previous VEGF-targeted therapy.  

This SMC advice takes account of the benefit of Patient Access Schemes (PAS) that improve 
the cost effectiveness of lenvatinib and everolimus.  This advice is contingent upon the 
continuing availability of these PAS in NHSScotland or list prices that are equivalent or lower. 
 
This advice takes account of views from a Patient and Clinician Engagement (PACE) meeting. 

 

 

Chairman  
Scottish Medicines Consortium 

www.scottishmedicines.org.uk 
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Indication 
In combination with everolimus for the treatment of adult patients with advanced renal cell 

carcinoma (RCC) following one prior vascular endothelial growth factor (VEGF)-targeted 

therapy.1 

Dosing Information 
The recommended daily dose of lenvatinib is 18mg (one 10mg capsule and two 4mg capsules) 

once daily in combination with 5mg of everolimus daily. The capsules should be taken at 

about the same time each day, with or without food, swallowed whole with water. The daily 

doses of lenvatinib and, if necessary everolimus, are to be modified as needed according the 

dose/toxicity management plan. Refer to the summary of product characteristics (SPC) for 

details. Treatment should continue as long as there is clinical benefit or until unacceptable 

toxicity occurs. 

 

Lenvatinib treatment should be initiated and supervised by a health care professional 

experienced in the use of anticancer therapies.1 

Product availability date 
January 2018 

Lenvatinib in combination with everolimus meets SMC end of life and orphan equivalent 

criteria for this indication.  

 

Summary of evidence on comparative efficacy 

 

Lenvatinib is an oral multiple kinase inhibitor. The combination of lenvatinib and everolimus 

showed increased antiangiogenic and antitumour activity as demonstrated by decreased human 

endothelial cell proliferation, tube formation, and VEGF signalling in vitro and tumour volume in 

mouse xenograft models of human renal cell cancer greater than each drug alone.1, 2  

 

The evidence to support the use of lenvatinib for this indication comes from one key, open-label, 

randomised, phase II study (Study 205). This compared the efficacy and safety of lenvatinib plus 

everolimus with everolimus alone and lenvatinib alone in patients with metastatic renal cell 

carcinoma who had disease progression after one previous VEGF-targeted therapy (n=153). Since 

lenvatinib monotherapy is not licensed for use in renal cell carcinoma, results for this will not be 

discussed. Eligible patients were aged ≥18 years with histologically confirmed clear cell, 

unresectable, advanced or metastatic renal cell carcinoma. They had measurable disease and had 

only received one previous VEGF-targeted treatment and had radiographic evidence of disease 

progression according to Response Evaluation Criteria in Solid Tumours (RECIST) version 1.1 on or 

within 9 months of stopping this. They also had Eastern Co-operative Oncology Group (ECOG) 

performance status 0 or 1 and adequately controlled blood pressure and adequate cardiac, renal, 

hepatic, bone marrow and blood coagulation function. Eligible patients were randomised equally 
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to receive lenvatinib 18mg daily plus everolimus 5mg daily (n=51) or everolimus 10mg daily 

(n=50). Randomisation was stratified by haemoglobin levels (males: ≤130 g/L and >130 g/L; 

females: ≤115 g/L and >115 g/L) and by corrected serum calcium (≥2.5 mmol/L and <2.5 mmol/L). 

Study treatment was continued until disease progression, unacceptable toxicity or withdrawal of 

consent.2, 3 

 

The primary outcome was progression-free survival (PFS) defined as the time from randomisation 

to date of first documented radiological disease progression (according to RECIST 1.1), as assessed 

by the investigator, or death. Efficacy analyses were performed in the intention to treat (ITT) 

population which included all randomised patients. At the time of the primary PFS analysis (cut-off 

date June 2014), there had been a total of 101 PFS events: PFS events had occurred in 51% (26/51) 

of lenvatinib plus everolimus patients and 74% (37/50) of everolimus patients. The median PFS 

was significantly longer for lenvatinib plus everolimus compared with everolimus: 14.6 months 

versus 5.5 months, hazard ratio (HR) 0.40 (95% CI: 0.24 to 0.68), p=0.0005. On post hoc multiplicity 

adjustment using the Bonferroni method, the p-value was p=0.0011.2, 3  

 

A retrospective, post hoc analysis of PFS was performed based on independent radiological review 

which also found that median PFS was significantly longer for lenvatinib plus everolimus compared 

with everolimus: 12.8 months versus 5.6 months, HR 0.45 (95% CI: 0.26 to 0.79), p=0.003.1, 2, 4 

 

The secondary outcomes were overall survival and objective response but the study was not 

powered to detect a difference between treatment groups for these and statistical analyses are 

descriptive only. Overall survival was defined as the time from randomisation to death from any 

cause. This was assessed at the time of the primary PFS analysis (data cut-off June 2014) and as 

post hoc updated analyses (data cut-off December 2014 and July 2015). At the latest cut-off (July 

2015), 63% (32/51) of lenvatinib plus everolimus patients and 74% (37/50) of everolimus patients 

had died. Median overall survival was 25.5 months compared with 15.4 months respectively; HR 

0.59 (95% CI: 0.36 to 0.96). 

 

Objective response rate was defined as the proportion of patients who had a best overall response 

of complete or partial response, assessed by the investigator.  At the time of the primary PFS 

analysis (cut-off date June 2014), this was achieved by 43% (22/51) of lenvatinib plus everolimus 

patients and 6.0% (3/50) of everolimus patients; rate ratio of 7.2 (95% CI: 2.3 to 22.5). The median 

duration of response was 13.0 months in the lenvatinib plus everolimus group and 8.5 months in 

the everolimus group.3 

 

Indirect evidence 

The submitting company performed an indirect comparison of lenvatinib plus everolimus with 

nivolumab, cabozantinib and axitinib. However, the key study for axitinib did not require patients 

to have received one VEGF-targeted therapy and was not included. Instead, the company assumed 

that axitinib is equivalent to everolimus based on a published weighted indirect comparison.5 

Axitinib may not be as relevant a second-line treatment option in practice. The network meta-

analysis (NMA) included three studies (Study 205, CHECKMATE 025 and METEOR) and compared 
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treatments on two outcomes: PFS and overall survival. Since proportional hazards in the included 

studies were considered to have been violated, a fractional polynomial NMA was undertaken to 

compare the medicines.3, 6, 7 The company concluded that the results of the NMA suggest that 

lenvatinib plus everolimus is the superior treatment in PFS compared with everolimus (and by 

proxy axitinib). Although lenvatinib plus everolimus indicated a trend in favour of the combination 

compared with cabozantinib and nivolumab for PFS and overall survival, and compared with 

everolimus (and by proxy axitinib) for overall survival, the credible intervals overlapped and no 

conclusions on superiority could be made. 

 

Summary of evidence on comparative safety 

 

The median duration of treatment was longer in the lenvatinib plus everolimus group (8.0 months) 

compared with the everolimus group (4.1 months). The EPAR reports the safety from phases Ib 

(which determined the optimal dose) and phase II of Study 205 which included 62 lenvatinib plus 

everolimus patients and 50 everolimus patients. An adverse event was reported by all study 

patients and these were considered to be treatment-related in 100% of lenvatinib plus everolimus 

patients and 98% of everolimus patients. Adverse events of at least grade 3 were reported in 79% 

of lenvatinib plus everolimus patients and 54% of everolimus patients and these were considered 

to be treatment-related in 69% and 42% of patients respectively. The incidence of clinically 

significant adverse events was higher in lenvatinib treated patients (79% versus 62%, respectively). 

Adverse events led to study treatment dose reduction in 68% and 16%, to study dose interruptions 

in 76% and 50% and to withdrawal in 29% and 12% of patients respectively.2 

 

The most frequently reported adverse events in the lenvatinib plus everolimus  and everolimus 

groups respectively were: diarrhoea (81% and 34%); fatigue (60% and 32%); decreased appetite 

(53% and 18%); vomiting (48% and 12%); nausea (45% and 16%); hypertriglyceridemia (40% and 

24%); hypertension (40% and 10%); cough (37% and 30%); stomatitis (35% and 42%); peripheral 

oedema (34% and 18%); decreased weight (34% and 8.0%); hypercholesterolemia (31% and 16%); 

dyspnoea (31% and 22%); arthralgia (29% and 14%) and proteinuria (29% and 14%).2 In the 

lenvatinib plus everolimus group, the most important serious adverse reactions were renal failure 

and impairment (11%), and serious haemorrhage (including cerebral haemorrhage, gastric 

haemorrhage and haemarthrosis: 4.8%).2 

 

One patient in the lenvatinib plus everolimus group died due to a cerebral haemorrhage probably 

related to study treatment. Two patients in the everolimus group died; one each due to 

respiratory failure and sepsis but these were not considered to be related to study treatment.3 
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Summary of clinical effectiveness issues 

 

Renal cell carcinomas accounts for 90% of all kidney cancer and the majority of cases have clear 

cell histology. At the time of diagnosis, approximately 30% of patients have metastatic disease and 

a significant proportion of patients who present with localised disease, are treated with curative 

nephrectomy will subsequently relapse with metastatic disease. First-line treatment of advanced 

or metastatic disease has been targeted therapy with tyrosine kinase inhibitors (sunitinib or 

pazopanib). Recently, the immunotherapy combination nivolumab plus ipilimumab has been 

licensed for the first-line treatment of patients with intermediate/poor-risk advanced renal cell 

carcinoma. It has been accepted for use by SMC and is recommended within European 

guidelines.8, 9 After first-line treatment with sunitinib or pazopanib, second-line and subsequent 

treatment include tyrosine kinase inhibitors (cabozantinib and axitinib); the mammalian target of 

rapamycin (mTOR) inhibitor everolimus and the immunotherapy nivolumab as monotherapy.2, 8, 9 

Lenvatinib plus everolimus is the first combination of targeted therapy to be licensed for the 

second-line treatment of advanced renal cell carcinoma. Lenvatinib in combination with 

everolimus meets SMC end of life and orphan equivalent criteria for this indication.  

 

The key study (Study 205) found that the primary outcome of investigator-assessed PFS was 

significantly longer with lenvatinib plus everolimus compared with everolimus; PFS benefit of 9.1 

months which was considered clinically relevant by the EMA for the second-line treatment of 

patients with advanced renal cell carcinoma. Overall survival was a secondary outcome and there 

was a survival benefit of approximately 10 months with lenvatinib plus everolimus compared with 

everolimus, although the study was not powered for this analysis.2, 3 

 

There are a number of limitations with Study 205. It was a phase II study and enrolled small 

patient numbers with only 101 patients receiving lenvatinib plus everolimus or everolimus 

monotherapy. The study was open-label and as the primary outcome was assessed by 

investigators it may have introduced potential bias. However, in a post hoc analysis using 

independent radiological review, the treatment difference for PFS was also significantly longer. 

The study did not adjust for multiplicity of statistical testing but a post hoc analysis using the 

Bonferroni method for adjustment found that the between group difference for PFS remained 

significant. The study did not assess patient reported outcomes of quality of life. 1-3 

 

The study population had received only one previous VEGF-targeted therapy and this reflects the 

licensed indication. The majority of patients had previously received sunitinib (65%) and 23% had 

received pazopanib and this may differ to clinical practice in Scotland, where pazopanib is mainly 

used.2, 3  As noted above, nivolumab plus ipilimumab has recently been accepted for the first-line 

treatment of patients with intermediate or poor risk advanced renal cell carcinoma. There is no 

evidence to support the use of lenvatinib plus everolimus after previous treatment with nivolumab 

plus ipilimumab and it is not licensed for use in these patients.  
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Study 205 patients had ECOG performance status of 0 or 1 and the results may not be 

generalisable to patients in practice who are less fit, particularly in view of the side effect profile. 

The SPC notes that the benefit-risk in patients with an ECOG of ≥2 has not been evaluated. Study 

205 excluded patients with CNS metastases and significant cardiovascular disease and the results 

may not be generalisable to these patients in practice.1, 3 

 

During Study 205, the median time to stopping treatment with lenvatinib plus everolimus (7.6 

months) was half the median progression-free survival (14.6 months) which suggests that many 

patients were unable to tolerate lenvatinib plus everolimus. The mean (median) daily dose of 

lenvatinib in the combination group was 13.2mg (13.6mg). The EPAR notes that a study (Study 

218) will assess whether a lower lenvatinib dose of 14mg daily has comparable efficacy and 

improved tolerability compared with the recommended dose of 18mg daily.2 

 

There were no directly comparative data with nivolumab and cabozantinib which are more 

commonly used for second-line treatment than everolimus and axitinib in clinical practice. The 

company performed a fractional polynomial NMA and suggested that lenvatinib plus everolimus 

was superior to everolimus (and axitinib by proxy) in PFS. Although there was a trend favouring 

lenvatinib plus everolimus over nivolumab and cabozantinib for PFS and overall survival and 

everolimus (and axitinib by proxy) for overall survival, the credible intervals were wide, varied over 

time-points and generally included the value one, suggesting no evidence of a difference. A 

number of limitations affect the validity of the NMA including differences between the design of 

the studies (Study 205 was a phase II study), primary outcomes, assessment of outcomes 

(investigator or independently assessed) and patient disease characteristics. There were also 

differences between the study populations, particularly in terms of previous and subsequent post-

study treatment. The NMA did not assess safety and health-related quality of life, which may be 

clinically relevant when considering the risk/benefit of treatments.  

 

The introduction of lenvatinib plus everolimus for the second-line treatment of advanced or 

metastatic renal cell carcinoma would offer the first licensed combined targeted treatment. This 

was associated with a significantly longer PFS than everolimus monotherapy but with more 

toxicity. 

 

Patient and clinician engagement (PACE) 

 

A patient and clinician engagement (PACE) meeting with patient group representatives and clinical 

specialists was held to consider the added value of levatinib, as an orphan-equivalent and end of 

life medicine, in the context of treatments currently available in NHSScotland.  

 

The key points expressed by the group were: 

 

 Advanced RCC is an incurable, heterogeneous cancer and not all patients respond to 

treatment. Lenvatinib plus everolimus provides an additional treatment option for clinicians 
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and patients. This addresses an unmet need, offering hope and relieving the psychological 

distress associated with advanced RCC. 

 

 The combination improves progression free survival over everolimus alone and has the potential 

to increase quality of live and allow patients to return to normal daily functioning.  

 

 Lenvatinib plus everolimus is the first combination therapy to be licensed for this indication. 

The side effect profiles of both medicines are familiar to clinicians and to patients who have 

received previous tyrosine kinase inhibitors and are considered manageable. 

 

 The combination is administered orally allowing patients to be treated at home. 

 

Additional Patient and Carer Involvement 

We received patient group submissions from Kidney Cancer Scotland and the Kidney Cancer 

Support Network. Both organisations are registered charities. The Kidney Cancer Support Network 

has received 34% pharmaceutical company funding in the past two years, with none from the 

submitting company. Kidney Cancer Scotland has received 11.5% pharmaceutical company funding 

in the past two years, with none from the submitting company.  Representatives from both 

organisations participated in the PACE meeting. The key points of their submissions have been 

included in the full PACE statement considered by SMC. 

 

Summary of comparative health economic evidence 

 

The company submitted a cost-utility analysis comparing lenvatinib plus everolimus with axitinib, 

nivolumab and cabozantinib for the treatment of advanced RCC following one prior VEGF-targeted 

therapy. SMC clinical expert responses indicate that nivolumab and cabozantinib are the 

treatments most likely to be displaced. 

 

A partitioned survival model was used with three health states: pre-progression, post-progression 

and death. The distribution across the health states was defined by the PFS and overall survival 

curves, along with time to discontinuation (TTD) curves that define the proportion of patients who 

are alive and on treatment. A lifetime horizon was used which equated to 20 years. 

 

The main source of the clinical evidence was the phase II Study 205 described above. As no direct 

study data are available comparing lenvatinib plus everolimus with axitinib, nivolumab or 

cabozantinib, a fractional polynomial NMA was conducted to provide comparisons with these 

treatments. PFS and overall survival data were extrapolated based on the fractional polynomial 

models selected for the NMA. For the comparison with axitinib, it was assumed that axitinib is 

equivalent to everolimus based on a published weighted indirect comparison. For the comparisons 

with nivolumab and cabozantinib, the results from the NMA showing a trend towards superiority 

with lenvatinib plus everolimus provided estimates for the economic model. This resulted in 19% 

of patients in the lenvatinib plus everolimus arm in the stable disease (PFS) health state at 2 years 
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compared to 4%, 9% and 12% in the axitinib, nivolumab and cabozantinib arms respectively. 

Estimated overall survival at 5 years was 18% with lenvatinib plus everolimus versus 6%, 9% and 

11% with axitinib, nivolumab and cabozantinib respectively. Survival at 10 years was 3%, 0%, 1% 

and 1%. 

 

Utility values were estimated based on published sources as no generic quality of life data were 

collected in Study 205. In the base case analysis, the company used utility values from the AXIS 

study, but adjusted to reflect treatment specific adverse events. The utility value applied in 

lenvatinib plus everolimus arm in the PFS health state was 0.653. In the axitinib, nivolumab and 

cabozantinib arms the utility values were 0.656, 0.659 and 0.655 respectively. For the PFS off- 

treatment and progressive disease health states the utility values were 0.66 and 0.55 respectively.   

 

The analysis included medicine costs for lenvatinib, everolimus, axitinib, nivolumab and 

cabozantinib. Administration costs were only included for nivolumab as it is administered 

intravenously, whereas all other treatments are oral. Treatment durations were estimated using 

time to treatment discontinuation data directly from the relevant studies data fitted with a cubic 

spline model in order to extrapolate over the time horizon. Post-progression treatments were not 

included as there are no treatments licensed for use in the third line setting. This assumption was 

tested in the sensitivity analysis where the cost of treatments that patients received in the 

relevant studies following progression were included, with reweighting applied to exclude 

treatments not currently available for use in Scotland. Resource use associated with stable disease 

and progressed disease health states were taken largely from the NICE STA of axitinib and included 

oncologist visits, CT scans, blood tests, GP visits and specialist nurse visits. End of life care costs 

were also included.  

 

A Patient Access Scheme (PAS) was submitted by the company and assessed by the Patient Access 

Scheme Assessment Group (PASAG) as acceptable for implementation in NHSScotland. PASs are also 

in place for everolimus, axitinib, nivolumab and cabozantinib and these are included in the results 

for decision-making by using estimates of the comparator PAS prices.  The results presented do not 

take account of the PASs for everolimus, axitinib, nivolumab or cabozantinib, or the PAS for 

lenvatinib but these were considered in the results used for decision-making. SMC is unable to 

present the results provided by the company which used an estimate of the PAS prices for 

everolimus, axitinib, nivolumab or cabozantinib due to commercial confidentiality and competition 

law issues. The base case results and selected sensitivity analyses using list prices for all medicines 

are presented in tables 1 and 2.  
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Table 1: Base case results - list prices for all medicines 

Lenvatinib plus 

everolimus 

versus 

Incremental 

cost 

Incremental 

LY gain 

Incremental 

QALY gain 

ICER (cost per 

QALY) 

Axitinib £36,305 0.86 0.54 £67,276 

Nivolumab -£19,283 0.50 0.33 dominant 

Cabozantinib -£7,415 0.35 0.22 dominant 

LY = life year, QALY = quality-adjusted life-year, ICER = incremental cost-effectiveness ratio 

 

Table 2: Selected sensitivity analysis – list prices for all treatments 

 Scenario Axitinib Nivolumab Cabozantinib 

1 Base case (current inputs) £67,276 dominant dominant 

2 5 year time horizon £96,587 dominant dominant 

3 10 year time horizon £70,786 dominant dominant 

4 Treatment duration = switch at 

progression 
£102,707 £86,335 £88,613 

5 Treatment duration = log normal £80,138 dominant dominant 

6 Second line post progression 

therapy costs   
£66,545 dominant dominant 

7 Lenvatinib plus everolimus OS 

reduced by 20% 
£128,247 dominant £189,565* 

8 Comparator OS increased by 20%  £92,987 dominant dominant 

9 Pre-progression utility reduced by 

20% 
£79,538 dominant dominant 

10 Post-progression utility reduced by 

20% 
£70,601 dominant dominant 

11 OS fractional polynomial P1=-0.5  £72,952 dominant dominant 

* ICER in south-west quadrant (less costly, less effective) 

 

The following limitations were noted: 

 There are limitations with the clinical data used to estimate the benefits of lenvatinib plus 

everolimus in the economic model meaning the cost-effectiveness results are uncertain. Study 

205 is a phase II study with small patient numbers and did not provide evidence versus a relevant 

comparator. 

 There are no direct comparative data comparing lenvatinib plus everolimus with nivolumab, 

cabozantinib or axitinib, which are the treatments currently used in Scotland. A fractional 

polynomial NMA was conducted which was associated with limitations as described above. 

Sensitivity analysis testing the overall survival benefit estimated by the model showed there was 

some sensitivity to changes in this parameter. 

 The results of the NMA indicate there is a trend favouring lenvatinib plus everolimus for PFS 

outcomes but there is no evidence of superiority, particularly for the comparisons with 

nivolumab and cabozantinib. Given these results, the company was asked to provide a cost-

minimisation analysis which assumes there is no difference in efficacy between these 
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treatments.  

 Sensitivity analysis showed the results of the model were sensitive to using an alternative 

assumption regarding treatment duration where patients are treated to progression (scenario 

4). The base case analysis used time to treatment discontinuation data from the relevant studies 

and then extrapolated these data over the model time horizon. While a small proportion of 

patients may be treated beyond progression there is uncertainty associated with this aspect of 

the model. The company provided additional sensitivity analysis using the CMA where patients 

are assumed to switch treatment at progression and this did not materially affect the 

conclusions of the CMA. 

 No post-progression treatment costs were included in the base case analysis, which may not be 

reflective of the patient pathway. All patients were assumed to receive best supportive care as 

no treatments are currently licensed for third line use. This was tested in the sensitivity analysis 

(scenario 5) but the results were not overly sensitive to this. 

 

The Committee considered the benefits of lenvatinib in the context of the SMC decision modifiers 
that can be applied when encountering high cost-effectiveness ratios and agreed that as lenvatinib 
is an orphan equivalent medicine, SMC can accept greater uncertainty in the economic case. 
 
After considering all the available evidence and the output from the PACE process, the Committee 
accepted lenvatinib for use in NHSScotland. 
 
Other data were also assessed but remain confidential.* 
 

Additional information: guidelines and protocols 

 

The European Society of Medical Oncology (ESMO) published updated clinical practice guidelines 

for the diagnosis, treatment and follow-up of renal cell carcinoma in January 2019. For the 

management of patients with metastatic disease the guideline notes that the recommendations 

primarily relate to patients with clear cell histology, as most studies were conducted in this group of 

patients. For patients with metastatic disease after first-line treatment with a tyrosine kinase 

inhibitor, nivolumab or cabozantinib are recommended as second-line treatments. Other second-

line treatment options include lenvatinib plus everolimus, axitinib or everolimus. The guideline 

notes that the combination of lenvatinib plus everolimus showed PFS and overall survival benefit 

over everolimus based on a randomised study in 150 patients. Based on the size of this study, the 

combination should be considered as an acceptable option, primarily when nivolumab or 

cabozantinib cannot be delivered. If none of these drugs is available, either everolimus or axitinib 

can be used.8 

 

The European Association of Urology (EAU) published updated renal cell carcinoma guidelines in 

2019. For the treatment of clear cell renal cell carcinoma, recommendations for second-line 

treatment of metastatic disease depend on first-line treatment. For patients with International 

Metastatic Renal Cancer Database Consortium (IMDC) favourable risk disease treated with first-

line sunitinib or pazopanib, cabozantinib or nivolumab is recommended as second-line treatment. 

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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For patients with IMDC immediate and poor risk disease treated with first-line nivolumab plus 

ipilimumab, cabozantinib or VEGF-targeted therapy is recommended as second-line treatment.  

For patients with IMDC immediate and poor risk disease treated with first-line cabozantinib, 

sunitinib or pazopanib, nivolumab or VEGF-targeted therapy is recommended as second-line 

treatment.9   

 

Additional information: comparators 

 

The key comparators for second-line treatment are nivolumab, cabozantinib or axitinib. 

 

Cost of relevant comparators 

 

Medicine Dose Regimen Cost per 28 days (£) 

Lenvatinib plus everolimus Lenvatinib: 18mg orally once daily 

Everolimus: 5mg orally once daily 

4,024 

+ 2,100 

= 6,124 

Nivolumab 240mg IV infusion every 2 weeks or 

480mg IV infusion every 4 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 2,772 

Doses are for general comparison and do not imply therapeutic equivalence. Costs for 

cabozantinib, axitinib and everolimus from eVadis on 3 June 2019 and for lenvatinib and nivolumab 

from MIMS online on 27 June 2019. Costs do not take any patient access schemes into 

consideration.   

 

Additional information: budget impact 

 

The company estimated 267 patients would be eligible in year 1 rising to 268 in year 5. The 

estimated uptake rate was 5% (13 patients) in year 1 rising to 9% (24 patients) in year 5.  

 

SMC is unable to publish the with PAS budget impact estimate 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 impact with the PAS. 

 

Other data were also assessed but remain confidential.* 

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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This assessment is based on data submitted by the applicant company up to and including  

16 August 2019. 

 

*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 
 

Medicine 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 medicine 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 

NHSScotland 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 

file://nhswfp01/data/Scottish%20Medicines%20Consortium/Recommendations/2019%20Recommendations/lenvatinib%20(Kisplyx)%20with%20PAS%20(2199)/DAD%20AT%20Final%20for%20NDC/www.medicines.org.uk
file://nhswfp01/data/Scottish%20Medicines%20Consortium/Recommendations/2019%20Recommendations/lenvatinib%20(Kisplyx)%20with%20PAS%20(2199)/DAD%20AT%20Final%20for%20NDC/www.ema.europa.eu
https://doi.org/10.1093/annonc/mdz056
file://nhswfp01/data/Scottish%20Medicines%20Consortium/Recommendations/2019%20Recommendations/lenvatinib%20(Kisplyx)%20with%20PAS%20(2199)/Edits%20Post%20SMC/*Agreement%20between%20the%20Association%20of%20the%20British%20Pharmaceutical%20Industry%20(ABPI)%20and%20the%20SMC%20on%20guidelines%20for%20the%20release%20of%20company%20data%20into%20the%20public%20domain%20during%20a%20health%20technology%20appraisal:%20http:/www.scottishmedicines.org.uk/About_SMC/Policy
file://nhswfp01/data/Scottish%20Medicines%20Consortium/Recommendations/2019%20Recommendations/lenvatinib%20(Kisplyx)%20with%20PAS%20(2199)/Edits%20Post%20SMC/*Agreement%20between%20the%20Association%20of%20the%20British%20Pharmaceutical%20Industry%20(ABPI)%20and%20the%20SMC%20on%20guidelines%20for%20the%20release%20of%20company%20data%20into%20the%20public%20domain%20during%20a%20health%20technology%20appraisal:%20http:/www.scottishmedicines.org.uk/About_SMC/Policy
file://nhswfp01/data/Scottish%20Medicines%20Consortium/Recommendations/2019%20Recommendations/lenvatinib%20(Kisplyx)%20with%20PAS%20(2199)/Edits%20Post%20SMC/*Agreement%20between%20the%20Association%20of%20the%20British%20Pharmaceutical%20Industry%20(ABPI)%20and%20the%20SMC%20on%20guidelines%20for%20the%20release%20of%20company%20data%20into%20the%20public%20domain%20during%20a%20health%20technology%20appraisal:%20http:/www.scottishmedicines.org.uk/About_SMC/Policy
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process of the SMC. When SMC accepts a medicine for use in NHSScotland 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. 

 


