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ADVICE: following a full submission assessed under the end of life process 

avelumab (Bavencio®) is accepted for use within NHSScotland. 

Indication under review: in combination with axitinib for the first-line treatment of adult 

patients with advanced renal cell carcinoma (RCC). 

Avelumab plus axitinib, compared with a vascular endothelial growth factor (VEGF)-targeting 

tyrosine-kinase inhibitor (TKI), improved progression-free survival in adults with advanced 

RCC.  

This advice applies only in the context of an approved NHSScotland Patient Access Scheme 

(PAS) arrangement delivering the cost-effectiveness results upon which the decision was 

based, or a PAS/ list price that is equivalent or lower. 

 

This advice takes account of views from a Patient and Clinician Engagement (PACE) meeting. 
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Indication 
Avelumab in combination with axitinib is indicated for the first-line treatment of adult 

patients with advanced renal cell carcinoma (RCC). 

Dosing Information 
The recommended dose of avelumab in combination with axitinib is 800mg intravenously 

over 60 minutes every 2 weeks and axitinib 5mg orally taken twice daily (12 hours apart) with 

or without food until disease progression or unacceptable toxicity.1 

Avelumab dose escalation or reduction is not recommended. Dosing delay or discontinuation 

may be required based on individual safety and tolerability as detailed in the summary of 

product characteristics (SPC).1,2 

Patients have to be pre-medicated with an antihistamine and with paracetamol prior to the 

first 4 infusions of avelumab. If the fourth infusion is completed without an infusion-related 

reaction, premedication for subsequent doses should be administered at the discretion of the 

physician.1 

Treatment should be initiated and supervised by a physician experienced in the treatment of 

cancer.1 

Product availability date 
24 October 2019 

Avelumab meets SMC end-of-life criteria in this indication. 

Avelumab received a positive scientific opinion under the Early Access to Medicines Scheme 

with the Medicines and Healthcare Products Regulatory Agency for the first-line treatment of 

adult patients with advanced RCC on 15 July 2019. 

 

Summary of evidence on comparative efficacy 

 

Avelumab, a programmed death ligand-1 (PD-L1) inhibitor, is licensed in combination with axitinib, 

a vascular endothelial growth factor (VEGF)-targeting TKI for the first-line treatment of adults with 

advanced RCC.1 

An open-label phase III study (JAVELIN Renal 101) recruited adults who were treatment-naïve for 

advanced or metastatic RCC with a clear cell component and had at least one measurable lesion 

on Response Evaluation Criteria in Solid Tumour (RECIST) version 1.1. Randomisation was stratified 

by Eastern Co-operative Oncology Group (ECOG) performance status score (0 or 1) and by region 

(United States versus Canada and Western Europe versus the rest of the world). Patients were 

equally assigned to 6-week cycles of avelumab 10mg/kg intravenous (IV) infusion every 2 weeks 

plus axitinib 5mg orally twice each day or to 6-week cycles of sunitinib 50mg orally once daily for 

the first 4 weeks. Treatment continued until disease progression, unacceptable toxicity, patient 

withdrawal or death. After a protocol amendment, while data were still masked, the independent 

co-primary outcomes were progression-free survival (PFS) and overall survival in all randomised 
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patients within the subgroup of patients with PD-L1-positive tumours, defined as PD-L1 on 

tumour-associated immune cells covering at least 1% of tumour area.3,4  

At interim analysis-2 (data cut-off January 2019, the primary analysis for PFS) median follow-up in 

the respective avelumab plus axitinib group and sunitinib group was 16.8 and 15.2 months in the 

PD-L1-positive subgroup and total study population and was 16.4 and 16.7 months in the PD-L1-

negative subgroup.5 Avelumab plus axitinib, compared with sunitinib, significantly prolonged PFS 

in the PD-L1-positive subgroup (primary analysis) and in the total study population (secondary 

analysis). Objective response rate, defined as complete or partial response on RECIST version 1.1, 

appeared greater in the avelumab plus axitinib group. Overall survival data were immature. These 

results are summarised in table 1.  

Table 1: Primary and secondary outcomes of JAVELIN Renal 101 study (cut-off January 2019).3,4 

 Total study population PD-L1 positive subgroup PD-L1 negative subgroup 

 Avelumab 

Axitinib 

Sunitinib Avelumab 

Axitinib 

Sunitinib Avelumab 

Axitinib 

Sunitinib 

N 442 444 270 290 132 120 

Progression free survival (PFS) 

Events  229 258 138 171 70 71 

HR (95% CI) 0.69 (0.57 to 0.82) 0.62 (0.49 to 0.78) 0.87 (0.62 to 1.22) 

p-value P<0.001 P<0.001 NS 

Median* 
(months) 

13.3 8.0 13.8 7.0 12.5 8.7 

18-month 
PFS rate* 

44% 29% 46% 29% 40% 31% 

Overall survival (OS) 

Deaths 109 129 66 79 31 37 

HR (95% CI) 0.80 (0.62 to 1.03) 0.83 (0.60 to 1.15) 0.79 (0.48 to 1.28) 

Median* 
(months) 

NE NE NE 28.6 30.0 NE 

18-month 
OS rate*  

78% 72% 78% 74% 79% 72% 

Objective response rate (ORR) 

ORR (%) 232 (52) 121 (27) 151 (56) 79 (27) 65 (49) 35 (29) 

OR (95% CI) 3.0 (2.23 to 4.0) 3.51 (2.39 to 5.03) 2.24 (1.30 to 4.03) 

CR 17 (3.8) 9 (2.0) 15 (5.6) 7 (2.4) 2 (1.5) 2 (1.7) 

PR 215 (49) 112 (25) 136 (50) 72 (25) 63 (48) 33 (28) 

SD 125 (28) 194 (44) 73 (27) 120 (41) 38 (29) 59 (49) 

HR = hazard ratio; OR = odds ratio; CI = confidence interval; PD-L1 = programmed death ligand-1; NE = not estimable; 

NS = not significant; * Kaplan-Meier estimates; OR = odds ratio; CI = confidence interval; CR = complete response; PR = 

partial response; SD = stable disease. Objective response rate was defined as complete or partial response on 

response evaluation criteria in solid tumours (RECIST) version 1.1 by blinded independent committee review (BICR).  

 

At interim analysis-2 quality of life was similar in the avelumab plus axitinib group and sunitinib 

group as measured on the EuroQol five dimension five level (EQ-5D-5L), functional assessment of 
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cancer therapy – kidney symptom index 19 (FKSI-19) and functional assessment of cancer therapy 

– disease related symptoms (FKSI-DRS).6 

 

Other data were also assessed but remain confidential.* 

 

Summary of evidence on comparative safety 

 

The European Medicines Agency (EMA) review concluded that the safety profile of avelumab in 

combination with axitinib appears generally consistent with the known safety profile of avelumab 

as monotherapy, although cases of pancreatitis and myocarditis were reported.4 

Data were presented from the first interim analysis (data cut-off June 2018) of the main (JAVELIN 

Renal 101) study. Within the avelumab plus axitinib group and the sunitinib group adverse events 

were reported by 99% (432/434) and 99% (436/439) of the safety population, which comprised all 

patients who received at least one dose of study drug. In the respective groups treatment-related 

adverse events were reported by 95% and 96% of patients and these were of at least grade 3 

severity in 57% and 55% of patients. Serious adverse events occurred in 35% and 29% of patients 

and were considered treatment-related in 17% and 13% of patients, respectively. Adverse events 

lead to discontinuation of sunitinib in 13% of patients, avelumab in 19% and axitinib in 13%. In 

total 23% of patients discontinued avelumab and/or axitinib due to adverse events.3,4 

Adverse events that occurred more frequently in the avelumab plus axitinib group, compared with 

the sunitinib group, included diarrhoea (62% versus 48%), hypertension (50% versus 36%), 

dysphonia (31% versus 3.2%), hypothyroidism (25% versus 14%), dyspnoea (20% versus 13%), 

arthralgia (20% versus 11%), decreased weight (20% versus 6.8%), increased alanine 

aminotransferase (17% versus 11%) and aspartate aminotransferase (14% versus 12%), chills (16% 

versus 7.5%), pruritus (15% versus 5.0%), infusion-related reaction (12% versus 0) and 

oropharyngeal pain (10% versus 6.2%). Adverse events that occurred at a lower rate in the 

avelumab plus axitinib group, compared with the sunitinib group, included nausea (34% versus 

39%), dysgeusia (13% versus 32%), dyspepsia (8.1% versus 19%), anaemia (6.0% versus 23%), 

thrombocytopenia (3.5% versus 19%), decreased platelet count (1.8% versus 14%), neutropenia 

(1.4% versus 19%) and decreased neutrophil count (0.2% versus 10%).3,4 

In the main study at the first interim analysis (data cut-off June 2018) there were three deaths due 

to toxicity of study treatment in the avelumab plus axitinib group (0.7%), which were attributed to 

sudden death, myocarditis, and necrotising pancreatitis. There was one death due to toxicity of 

study treatment in the sunitinib group (0.2%), which was attributed to intestinal perforation.3 

Summary of clinical effectiveness issues 

 

The combination of avelumab (PD-L1 inhibitor) and axitinib (a VEGF-targeting TKI) is one of three 

combination regimens recently licensed for treatment of advanced RCC. Pembrolizumab (PD-1 

receptor inhibitor) plus axitinib is licensed for the same indication, that is, first-line treatment of 

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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advanced RCC in adults,7 and has also been assessed by SMC (SMC2247). The other combination, 

nivolumab (PD-L1 inhibitor) plus ipilimumab (cytotoxic T-lymphocyte antigen-4 [CTLA-4] immune 

checkpoint inhibitor), is licensed only for adults with intermediate or poor-risk advanced RCC.8,9 

SMC issued advice (SMC2153) in June 2019 that nivolumab is accepted for use within NHSScotland 

in this indication.  

RCC comprises 90% to 95% of kidney and renal pelvis cancers, with about 90% having clear cell 

histology. At diagnosis approximately half of the patients are symptomatic and there is a high rate 

of advanced and metastatic disease.4 Median overall survival with VEGF-targeting TKI, such as 

sunitinib, pazopanib or tivozanib used as monotherapy for first-line treatment of advanced RCC 

was around 2 to 2.5 years.10-13 Avelumab plus axitinib meets SMC end-of-life criteria in this 

indication.  

The first-line treatment of advanced or metastatic RCC is evolving. In the past VEGF-targeting TKI 

monotherapies, such as sunitinib, pazopanib and tivozanib, have been standard first-line therapy 

for advanced or metastatic RCC. However, guidelines appear to be changing in response to the 

recently licensed combination regimens, such as pembrolizumab plus axitinib and, for 

intermediate or poor risk patients, nivolumab plus ipilimumb.14,15 

In primary PFS analysis (interim analysis-2) in the main study avelumab plus axitinib, compared 

with sunitinib, significantly improved PFS with a median increase of about 6.8 months in the PD-L1 

positive subgroup (primary analysis) and an increase of about 5.3 months in total study population 

(secondary analysis). It was also associated with greater ORR (56% versus 27%) in PD-L1 positive 

subgroup and (52% versus 27%) in total study population. There was no significant difference in 

overall survival, but these data were immature at the latest interim analysis-2 and the study is 

ongoing to asses this outcome. There were no differences between treatment arms in quality-of-

life assessed using EQ-5D-5L or the disease specific scales, FKSI-19 and FKSI-DRS.3-5 

The main study compared avelumab plus axitinib with the VEGF-targeting TKI, sunitinib, a standard 

first-line treatment for advanced or metastatic RCC. However, there were no direct or indirect 

comparative data relative to other medicines in this class, pazopanib and tivozanib, which are 

relevant comparators. The submitting company assumed that sunitinib has comparable efficacy to 

pazopanib and tivozanib and referenced the indirect comparisons presented in the SMC advice 

document for tivozanib (SMC 1335/18).  

Crossover was not permitted in the main study. However, at interim analysis-2 in the sunitinib 

group 36% of patients had received a PD-L1 or PD-1 inhibitor after disease progression. It is 

possible that differences between the treatment arms in post-progression anti-cancer treatments 

may confound estimates of overall survival.  

The study was limited by open-label design, which may affect the assessment of subjective 

outcomes such as quality of life and adverse events. Also, the study was not designed or powered 

to investigate PFS in the PD-L1-negative subgroup, which may have contributed to the lack of 

statistical significance in results for this subgroup where the treatment effect with avelumab plus 

axitinib appeared consistent with that in the PD-L1 positive subgroup and total study population. 

The study did not include patients with active CNS metastases or poor ECOG performance status 

of 2 or more. This may limit the application of study results to these groups. The dose of avelumab 
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used in the JAVELIN Renal 101 study (10mg/kg) was different to the licensed dose (800mg). 

However, the EMA review noted that exposure range comparisons of the different regimens using 

population pharmacokinetic models were comparable.4 Axitinib is not licensed as monotherapy for 

first-line treatment of advanced RCC.2  

Avelumab plus axitinib would offer an immunotherapy option for the first-line treatment of 

patients with all risk groups of RCC. Treatment with this combination would require an 

intravenous infusion of avelumab every 2 weeks which has implications for the patients and 

service compared with the first-line use of orally administered TKIs. 

 

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 avelumab as an end of life medicine, in the 

context of treatments currently available in NHSScotland.  

The key points expressed by the group were: 

 Advanced renal cell carcinoma is an incurable, heterogeneous cancer and not all patients 

respond to treatment. The disease symptoms have a negative impact on the quality of life 

of patients and make daily living difficult. Anecdotal evidence suggests an increasing 

number of younger patients have been diagnosed in recent years and symptoms may also 

affect their ability to look after family and/or work. 

 There is an unmet need for a greater choice of treatment options and since approximately 

50% of patients will not go on to receive second-line treatment, effective first-line 

treatments are particularly needed.  

 The combination of avelumab plus axitinib has almost doubled response rate and improved 

progression-free survival compared with other treatment, making it one of the preferred 

first-line treatment of patients. 

 The improved response rate and potential for durable disease control with immunotherapy 

may improve the quality of life of patients and allow them to return to normal daily and 

family activities and work. Durable disease control is a feature for a proportion of kidney 

cancer patients, and this proportion has been greatly increased with immunotherapies. 

 Although adverse events are associated with immunotherapy and TKIs, they are familiar to 

clinicians and are considered to be manageable.  

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. Kidney Cancer Scotland has received 

14% pharmaceutical company funding in the past two years, with none from the submitting 

company. Kidney Cancer Support Network has received 47% pharmaceutical company funding in 

the past two years, including from the submitting company. Representatives from both 



  7 
 

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 to evaluate avelumab plus axitinib versus sunitinib, 

pazopanib and tivozanib for adult patients with advanced or metastatic renal cell carcinoma 

(aRCC) independent of risk status. Nivolumab in combination with ipilimumab is accepted in 

Scotland for intermediate and poor risk patients but due to the timing of SMC advice was not 

required to be presented as a comparator versus avelumab plus axitinib. The time horizon for the 

analysis was 40 years. 

A partitioned survival model was used, with three states including progression-free, post-

progression and dead. Cycle length was one week. The perspective for the model was NHS 

Scotland. 

In the analysis, patients received avelumab and axitinib at the licensed doses until discontinuation 

due to PFS event or toxicity, as observed in the JAVELIN 101 study. A dose intensity adjustment 

was made on the basis of the JAVELIN 101 study. In the JAVELIN 101 study, responding patients 

continued treatment with axitinib upon discontinuation of avelumab.  

Clinical data for the direct comparison of avelumab in combination with axitinib and sunitinib were 

taken from the JAVELIN 101 trial and efficacy equivalence was assumed between sunitinib, 

pazopanib and tivozanib. Data on overall survival, progression-free survival and time on treatment 

were modelled beyond the median trial follow up period in each case informed by statistical fit but 

predominantly chosen based on clinical expert input. Clinical expert input was predominantly used 

for the selection of OS curve for all interventions given the immaturity of the OS trial data from 

JAVELIN 101, which shows no significant difference in OS between avelumab plus axitinib and 

sunitinib. The modelled time on treatment (ToT) was used in the first 2 years of the model even 

though trial data for that period was available. In all comparator arms patients received treatment 

according to the modelled ToT as observed for sunitinib in JAVELIN 101.  

Utility data were modelled based on EQ-5D-5L data collected in the JAVELIN 101 trial and 

transformed to EQ-5D-3L using the van Haut cross-walk algorithm. A backwards stepwise 

regression model was used in order to select the appropriate covariates to be included in standard 

mixed effect regression models for deriving health state utility weights. Treatment type was not a 

determinant of health state utility values so pooled utility values across treatments were used for 

PFS and PPS. Sensitivity analysis tested alternative methods or sources of utility values but the 

results were fairly stable. However, data from the COMPARZ study which compared sunitinib and 

pazopanib showed differences in adverse events and quality of life, many favouring pazopanib. 

Therefore, quality of life increment for the pairwise comparison with avelumab is potentially 

overestimated.  

In the base case, on-treatment PFS and off-treatment PPS health state utility values were used and 

were assumed to reflect adverse events (table 2).  
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Table 2: Base case health state utility values  

 Mean s.e. Lower bound Upper bound 

PFS (on treatment  0.752 0.025 0.703 0.801 

PPS (off treatment)  0.702 0.025 0.652 0.751 

 

Aside from medicines costs and their administration, costs included GP visits in both the 

progression-free and post-progression states. In addition, CT scanning costs and blood tests were 

included for those in the progression-free state whereas specialist nurse visits and analgesics were 

included once participants reached the post-progression state. All resource use was taken from 

the SMC submission for nivolumab plus ipilimumab for intermediate and poor risk adult patients 

with aRCC. The cost of treating treatment-related grade ≥3 adverse events at rates observed in 

JAVELIN 101 for avelumab, axitinib and sunitinib and sourced from the literature for pazopanib 

and tivozanib were included.  

Furthermore, the cost of end-of-life treatment was applied when patients reached this state. The 

costs associated with second-line treatments were incorporated based on rates observed in 

JAVELIN 101 for avelumab plus axitinib and sunitinib (rates for pazopanib and tivozanib were 

assumed equal to sunitinib). Data on dose and treatment duration for each medicine used for 

subsequent therapy were sourced from the literature. It should be noted that the cost of 

subsequent therapies in the comparator arms was nearly double that for avelumab plus axitinib. 

This was justified with the higher proportion of patients in the sunitinib arm receiving 

immunotherapies.  

A complex patient access scheme (PAS) was proposed by the company for avelumab and was 

assessed by the Patient Access Scheme Assessment Group (PASAG) as acceptable for 

implementation in NHSScotland. As part of the submission, a PAS for axitinib was also submitted 

and assessed by PASAG as acceptable for implementation in NHSScotland.  PAS discounts are in 

place for pazopanib and sunitinib and these were included in the results used for decision-making 

by using estimates of the comparator PAS prices which are available in the public domain. The 

results presented do not take account of the PAS for tivozanib 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 price for tivozanib due to commercial confidentiality and 

competition law issues. 

 

Table 3: Base case results (sunitinib and pazopanib PAS prices, tivozanib and avelumab list 

prices) 

Comparator  ICER (cost per QALY) 

Sunitinib £101,125 

Pazopanib £105,974 

Tivozanib £124,165 
Abbreviations: QALY, quality-adjusted life-years; ICER, incremental cost-effectiveness ratio 

 

Key scenario analyses provided in table 4 below. The most substantial ICER increases resulted from 

changing modelling assumptions regarding the longer-term extrapolation of overall survival data.  
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Table 4 Selected scenario analyses versus sunitinib and pazopanib at relevant PAS prices 

(tivozanib and avelumab list prices) 

Scenario ICER vs comparators (cost per QALY) 

sunitinib pazopanib tivozanib 

1 Time horizon 25 years £105,141 £110,121 £130,243 

2 PFS: avelumab: Stratified curves - Log-normal (Best 
BIC) 

£111,449 £116,529 £135,630 

3 OS: avelumab: Stratified curves - Gompertz (Best 
AIC/BIC) 

dominated dominated dominated 

4 OS: sunitinib stratified curve as Log-normal (best 
survival), avelumab stratified curve Log-Logistic 

£231,561 £243,183 £286,670 

5 Avelumab dosing: weight based £127,606 £132,455 £150,646 

6 RDI assumed to be 100% for all treatment arms £123,418 £128,649 £162,940 

7 TA542 (Cabozantinib submission) used for 
monitoring costs 

£109,482 £114,331 £132,522 

8 Using a log-normal distribution to model long-term 
PFS for avelumab and axitinib and also log-normal 
to model OS for sunitinib, pazopanib and tivozanib 

£282,769 £295,814 £336,300 

Abbreviations: PAS, patient access scheme; PFS, progression-free survival; OS, overall survival; ToT, time on 
treatment; AIC, Akaike information criterion; BIC, Bayesian information criterion; RDI, relative dose intensity; K-M, 
Kaplan-Meier;  

 
The main limitations with the analysis were: 

 Uncertainty regarding the assumptions about long term life expectancy among durable 

responders, particularly given the immaturity of the trial data at the time of the database lock 

that informed the economic model. 

 Length of the time horizon for an end-of-life treatment lacks face validity, despite the scenario 

analysis. 

 Extrapolations appear to rely more predominantly on clinical expert input rather than 

statistical fit for the majority of the clinical outcomes included in the model and may not 

always be best quantifying longer-term outcomes. 

 Equivalence in health state utility between sunitinib and pazopanib group (as observed for 

sunitinib in the main trial) was assumed. However, evidence from the COMPARZ trial 

(comparing sunitinib vs pazopanib) suggests sunitinib and pazopanib have different adverse 

event profiles and pazopanib may be associated with improved quality of life. 

 As noted above, given the recent publication of the SMC advice, the submitting company did 

not provide a comparison with nivolumab plus ipililumab combination in the intermediate and 

poor-risk group.  

 The list of resources used in the progression-free and post-progression states may not be fully 

comprehensive for this population. 

 

After considering all the available evidence and the output from the PACE process, the Committee 
accepted avelumab for use in NHSScotland. 
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Additional information: guidelines and protocols 

 

The European Society of Medical Oncology (ESMO) produced a clinical practice guideline in 2019 

titled Renal Cell Carcinoma: ESMO Clinical Practice Guidelines for Diagnosis, Treatment and 

Follow-up. For the management of patients with advanced or metastatic disease the guideline 

recommends cytoreductive nephrectomy in patients with good performance status except in 

intermediate- and poor-risk patients with asymptomatic primary tumours when medical 

treatment is required. Radiotherapy can be used to treat unresectable local or recurrent disease 

and in patients unsuitable for surgery due to poor performance status or unsuitable clinical 

condition. Radiotherapy is an alternative if radioablation is not appropriate. Radiotherapy is an 

effective treatment for palliation of local and symptomatic metastatic RCC disease or to prevent 

the progression of metastatic disease in critical sites such as bones or brain. For first-line systemic 

treatment, VEGF-targeted agents and TKIs are recommended options for good- and intermediate-

risk patients. The combination of nivolumab and ipilimumab is recommended for intermediate- 

and poor-risk patients but not for the good-risk group. Cabozantinib is EMA-approved for 

intermediate- and poor-risk groups. For second-line treatment, following TKIs, nivolumab or 

cabozantinib is recommended. The combination of lenvatinib and everolimus following TKIs is 

FDA- and EMA-approved and is recommended after the nivolumab/ipilimumab combination. If 

none of these drugs are available, either everolimus or axitinib can be used. In patients already 

treated with two TKIs, either nivolumab or cabozantinib is recommended.14 

The European Association of Urology (EAU) Guideline on RCC was recently updated in 2019. This 

recommends the use of pembrolizumab plus axitinib for the first-line treatment of patients with 

any IMDC risk metastatic clear-cell RCC and the use of ipilimumab plus nivolumab for patients with 

IMDC intermediate- and poor-risk disease. For patients who cannot receive or tolerate immune 

checkpoint inhibition, sunitinib or pazopanib are recommended as first-line treatment options for 

patients with any IMDC risk metastatic clear-cell RCC and first-line cabozantinib for those with 

IMDC intermediate- and poor-risk disease. The impact of front-line immune-checkpoint inhibition 

on subsequent therapies is unclear and the guideline notes that, after immunotherapy, it is not 

possible to recommend one VEGF-targeted TKI above another. There are also no data on 

sequencing of immune checkpoint inhibitors after failure of immune checkpoint inhibitors and this 

is not currently recommended. Therefore after progression on combination therapy with immune 

checkpoint inhibition, subsequent treatment should be offered with any VEGF-targeted therapy 

that has not previously been used.15 

Additional information: comparators 

 

Sunitinib, pazopanib, tivozanib, cabozantinib (not accepted for use by SMC) and nivolumab plus 

ipilimumab.  
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Additional information: list price of medicine under review 

 

Medicine Dose Regimen Cost per year (£) 

Avelumab plus 

Axitinib 

800mg intravenously (IV) every 2 weeks 

5mg orally twice daily  

125,593 

Costs from BNF online on 25 November 2019. Costs calculated using the full cost of vials/ampoules 

assuming wastage. Costs do not take any patient access schemes into consideration. 

 

Additional information: budget impact 

 

The submitting company estimated there would be 381 patients eligible for treatment with 

avelumab and axitinib in year 1 and 385 in year 5. The estimated uptake rate was 5% in year 1 and 

15% in year 5. This resulted in 19 patients estimated to receive treatment in year 1 rising to 58 

patients in year 5.  

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 confidential.* 

  

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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11. Novartis Pharmaceuticals. Pazopanib film-coated tablets (Votrient®) Summary of product 

characteristics. Electronic Medicines Compendium www.medicines.org.uk/emc/ Last updated 

25/05/18. 

12. Eusa Pharma. Tivozanib hard capsules (Fotivda®) Summary of product characteristics. 

Electronic Medicines Compendium www.medicines.org.uk/emc/ Last updated 30/10/19. 

13. Ipsen. Cabozantinib film-coated tablets (Cabometyx®) Summary of product characteristics. 

Electronic Medicines Compendium www.medicines.org.uk/emc/ Last updated 12/11/19. 

14. Escudier B, Porta C, Schmidinger M, at al. Renal cell carcinoma: ESMO Clinical Practice 

Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2019; 30: 706-720.  

15. Ljungberg B, Albiges L, Abu-Ghanemy Y, et al. European Association of Urology guidelines on 

renal cell carcinoma: the 2019 update. Eur Urol 2019; 75(5): 799-810. 

 

This assessment is based on data submitted by the applicant company up to and including 

09 June 2020. 

 

*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 
 

http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://www.scottishmedicines.org.uk/About_SMC/Policy
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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 

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. 

 


