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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 considered under the end of life and orphan equivalent 

process 

osimertinib (Tagrisso®) is not recommended for use within NHSScotland. 

Indication under review: as monotherapy for the first-line treatment of adult patients with 

locally advanced or metastatic non-small cell lung cancer (NSCLC) with activating epidermal 

growth factor receptor (EGFR) mutations. 

Osimertinib, compared with two other EGFR tyrosine kinase inhibitors, improved 

progression-free survival in adults with locally advanced or metastatic NSCLC with activating 

EGFR mutations. 

The submitting company did not present a sufficiently robust economic analysis to gain 

acceptance by SMC. 

 

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 
As monotherapy for the first-line treatment of adult patients with locally advanced or 

metastatic non-small cell lung cancer (NSCLC) with activating epidermal growth factor 

receptor (EGFR) mutations.1 

Dosing Information 
Osimertinib 80mg orally once daily (at the same time each day) until disease progression or 

unacceptable toxicity. Dosing interruption and/or dose reduction may be required based on 

individual safety and tolerability. If dose reduction is necessary, then the dose should be 

reduced to 40mg once daily. Further details are noted in the summary of product 

characteristics (SPC).1 

Treatment with osimertinib should be initiated by a physician experienced in the use of 

anticancer therapies. When considering the use of osimertinib, EGFR mutation status in 

tumour or plasma specimens should be determined using a validated test method.1 

Product availability date 
8 June 2018 

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

 

Summary of evidence on comparative efficacy 

 

Osimertinib is a tyrosine kinase inhibitor (TKI) that irreversibly inhibits EGFR with activating 

mutations and the TKI-resistance mutation T790M, leading to apoptosis (death) of cancer cells.1 

A double-blind phase III study (FLAURA) recruited adults who were treatment-naïve for locally 

advanced or metastatic NSCLC with an EGFR mutation and had World Health Organisation (WHO) 

performance status of 0 or 1. Randomisation was stratified by mutation (Ex19del or L858R) and 

ethnicity (Asian or non-Asian) and patients were equally assigned to oral osimertinib 80mg once 

daily or EGFR TKI based on site preference, either gefitinib 250mg once daily or erlotinib 150mg 

once daily. Treatment continued until unacceptable toxicity or disease progression (although 

treatment after progression was permitted at the investigator’s discretion if there was continued 

clinical benefit). Patients in the control EGFR TKI group could cross over after disease progression 

to receive osimertinib if they had the T790M mutation. The primary outcome was progression-free 

survival (PFS) assessed by investigator using Response Evaluation Criteria in Solid Tumours 

(RECIST) version 1.1.2,3 

At data cut-off for PFS primary analysis (12 June 2017), PFS was significantly increased with 

osimertinib, compared with control EGFR TKI, as detailed in table 1. Overall survival (OS) data were 

not mature and did not achieve the pre-specified significance value. A further analysis of OS will be 

conducted when data are 60% mature. The objective response rate (ORR), where response was 

defined as complete or partial response on RECIST version 1.1, was similar across the treatment 

groups. However, median duration of response was longer in the osimertinib group. Data were not 
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mature for PFS2, defined as time from randomisation to second progression on first subsequent 

therapy or death. This appeared longer in the osimertinib group.2,3  

Table 1: Primary and secondary outcomes of FLAURA study.2,3 

  % of patients Median duration (months) Hazard ratio (95% 

confidence interval)  Osimertinib Control TKI Osimertinib Control TKI 

PFS 49% (136/279) 74% (206/277) 18.9 10.2 0.45 (0.36 to 0.57) 

OS 21% (58/279) 30% (83/277) NC NC 0.63 (0.45 to 0.88) 

ORR 80% (223/279) 76% (210/277) 17.2 8.5  

PFS2 26% (73/279) 38% (106/277) NC 20 0.58 (0.44 to 0.78) 

PFS = progression-free survival; OS = overall survival; ORR = objective response rate; PFS2 = time from randomisation 

to second progression or death; TKI = tyrosine kinase inhibitor; NC = not calculable. 

Analysis of central nervous system (CNS) PFS was a key secondary outcome that was to be tested if 

the first two outcomes in a hierarchical sequence, PFS and OS, were significant. At the analysis of 

PFS, the OS outcome did not reach a pre-specified significance and CNS PFS was not formally 

tested. In the subgroup with CNS metastases at baseline, using blinded independent committee 

review (BICR) data within the respective osimertinib and control EGFR TKI groups 30% (18/61) and 

45% (30/67) had a CNS progression event (CNS progression or death), the HR was 0.48 (0.26 to 

0.86) and median CNS PFS was not calculable (95% CI: 16.5 to not calculable) versus 13.9 (95% CI: 

8.3 to not calculable) months.2  

There were no significant differences between the treatment groups in change from baseline in 

European Organisation for Research and Treatment of Cancer (EORTC) Quality of Life 

Questionnaire Core 30 items (QLQ-C30) and Lung Cancer 13 items (QLQ-LC13).2 

Summary of evidence on comparative safety 

 

The EMA review noted that no new safety signals have been detected from the FLAURA study. The 

safety profile of osimertinib was is in line with adverse events previously described for it.2 

At the data cut-off for primary analysis of PFS (12 June 2017) rates of adverse events were the 

same in osimertinib and control EGFR TKI groups, 98% (273/279) and 98% (271/277) and were 

treatment-related in 91% and 92% of patients. Serious adverse events were reported by 22% and 

25% of patients and were treatment-related in 7.9% and 8.3%, respectively. Severe adverse events 

of at least grade 3 were reported by 34% and 45% of patients and were treatment-related in 18% 

and 28%, respectively. Adverse events leading to discontinuation of study treatment occurred in 

13% and 18% of patients and were treatment-related in 9.7% and 14%, respectively. Adverse 

events with an outcome of death were reported by 2.2% (six patients) and 3.6% (ten patients) in 

the respective groups, with one of these events in the control EGFR TKI group considered related 

to treatment.2  

The most common adverse event in both the osimertinib and control EGFR TKI groups was 

diarrhoea, 58% and 57%, with similar rates of other common adverse events reported for dry skin, 

32% and 32%; paronychia, 29% and 29%; decreased appetite, 20% and 19%; pruritus, 17% and 

16%; cough 16% and 15%; constipation 15% and 13%; nausea, 14% and 19%; fatigue, 14% and 
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12%; maculopapular rash, 13% and 16%; anaemia, 12% and 9.0%; vomiting, 11% and 10%; and 

back pain, 9.3% and 8.3%, respectively. The rates of the following adverse events were a little 

higher in the osimertinib group, compared with control EGFR TKI group: stomatitis, 29% and 20%; 

dyspnoea, 12% and 7.2%; headache, 12% and 6.9%; upper respiratory tract infection, 10% and 

6.5%; QT interval prolongation, 10% and 4.0%; and pyrexia, 10% and 4.0%, respectively. Rates of 

the following adverse events were lower in the osimertinib group, compared with control EGFR 

TKI group: dermatitis acneiform, 25% and 48%; AST increased, 9.3% and 24%; and alopecia 7.2% 

and 13%, respectively.2 

For adverse effects of special interest within the osimertinib group, compared with control EGFR 

TKI group, there were lower rates of hepatic adverse events, 14% versus 36% (mainly due to 

differences in raised liver enzymes: AST, 9.3% versus 24%, and ALT, 6.5% versus 27%) and of skin 

effects, 74% versus 85% (mainly due to rashes/acne, 58% versus 78%), but higher rates of 

gastrointestinal events, 41% versus 32% (mainly due to oral inflammation, 34% versus 23%), and 

cardiac events related to QT interval, 10.4% versus 4.7%.2 

There were decreases from baseline in platelets, neutrophils, and leukocytes early in treatment 

with osimertinib, although values appeared to stabilise after the initial drop. In the osimertinib 

group, compared with control EGFR TKI group, there was a worsening in platelets for 52% versus 

12%; leucocytes, 73% versus 32%; neutrophils, 41% versus 9.9%; and lymphocytes, 65% versus 

36%. There were higher rates of adverse events related to reduced platelets (thrombocytopenia 

and platelet count decreased), 15% versus 1.8%; leucopenia or white blood cell count decreased, 

16% versus 2.9%; neutropenia or neutrophil count decreased, 11% versus 1.1%; lymphocyte count 

decreased, 3.2% versus 0.4%; and lymphopenia, 2.2% versus 1.1%, respectively.2 

Summary of clinical effectiveness issues 

 

Osimertinib is one of several EGFR TKI licensed for first-line treatment of locally advanced or 

metastatic NSCLC.1,4-6 Osimertinib in this indication meets SMC end-of-life and orphan equivalent 

criteria. 

Locally advanced or metastatic NSCLC is an incurable and life-threatening condition.2 Current 

standard first-line treatment for patients with EGFR activating mutations is an EGFR TKI, such as 

erlotinib, gefitinib or afatinib.4-6  These have all been accepted by SMC for use in this setting within 

NHSScotland. Another EGFR TKI, dacomitinib, is expected to be licensed soon for the same 

indication, but this will not be in the time frame for it to be considered a relevant comparator.  

In the key FLAURA study osimertinib, compared with control EGFR TKI (erlotinib or gefitinib) 

increased PFS by around 9 months. It may also be associated with benefits in OS, however, these 

data are not yet mature and the final analysis of OS could be confounded by cross-over of control 

patients after disease progression. Osimertinib produced a similar ORR compared with the control 

EGFR TKI, but increased median duration of response by around 8 months. There appeared to be 

improved CNS PFS with osimertinib.2,3 

In first-line setting, the vast majority of patients given EGFR TKI develop TKI resistance and in 

approximately 50% to 65% resistance is due to development of a second-site EGFR-TKI resistance-
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conferring 'gatekeeper' point mutation, T790M.2 Osimertinib is currently used within NHSScotland 

for patients who have received an EGFR TKI and have the T790M mutation. The EMA considered 

PFS2 data (time from randomisation to second progression after start of subsequent treatment) 

useful in assessing any impact of early introduction of osimertinib on subsequent lines of therapy.  

PFS2 was longer in the osimertinib group, compared with the control EGFR TKI group, with a HR of 

0.58, although the EMA noted that there were low event numbers and data were immature.2  The 

impact on second-line therapies and outcomes resulting from use of osimertinib at an earlier stage 

in treatment is not fully characterised. 

The FLAURA study was not powered or designed to compare PFS between osimertinib versus 

gefitinib and osimertinib versus erlotinib and these analyses were not performed. Patients in the 

control EGFR TKI group received gefitinib or erlotinib based on standard treatment at their centre. 

Study centres declared their choice of comparator prior to site initiation. In some regions there 

was only one drug of choice such as in the US (where only erlotinib was licensed) or Japan (where 

gefitinib was the only investigator´s choice). Allocation to these medicines was not stratified by 

ethnicity and type of EGFR mutation. It is likely that separate analyses for gefitinib and erlotinib 

may be confounded. Also, it was noted that erlotinib and gefitinib may have comparable efficacy 

based on results of the Chinese Thoracic Oncology Group (CTONG) 0901 study. In this study within 

the subgroup of 165 adults with stage IIIB or IV NSCLC with EGRF mutations who received EGFR TKI 

in the first-line setting median PFS was 13.2 and 11.1 months with erlotinib and gefitinib and the 

HR was 0.96 (95% CI: 0.69 to 1.35); median OS was 22.4 and 20.7 months and the HR was 0.98 

(95% CI: 0.67 to 1.42); and response rate was 58% (47/81) and 52% (44/84), respectively.8  

The FLAURA study provided a comparison to two medicines considered current standard of care, 

that is, investigator’s choice of either erlotinib or gefitinib. There are no direct comparative data 

versus the other standard first-line treatment, afatinib. A network for an indirect comparison of 

osimertinib versus afatinib was constructed using two studies: (1) FLAURA, osimertinib versus 

gefitinib/erlotinib, and (2) LUX-LUNG-7, gefitinib versus afatinib.2,3,7 However, a formal indirect 

comparison was not performed as the company had concerns that proportional hazards could not 

be assumed for the LUX-LUNG-7 study. To assess proportional hazards, data from the LUX-LUNG-7 

study were presented as cumulative hazard plots with time on the natural log scale. These graphs 

were also used to suggest that the PFS curves for afatinib and gefitinib were so close that there 

was no meaningful difference between them. However they are not a useful representation of 

differences in event times as the log scale elongates the graph for lower event times and shortens 

the space on the graph representing the higher event times. This makes it very difficult to see the 

differences observed after 12 months.  The study found that afatinib, compared with gefitinib, 

prolonged PFS, with a HR of 0.73 (95% CI: 0.57 to 0.95), p=0.017, with much of the difference 

occurring after 12 months. Median PFS were similar across the groups at 11.0 and 10.9 months, 

respectively.7 The evidence (PFS in LUX-LUNG-7) supporting the assumption that afatinib has 

equivalent efficacy to gefitinib is not robust. Given the concerns over proportional hazards and the 

evidence of a difference between afatinib and gefitinib, the company was asked to provide an 

indirect comparison using fractional polynomials. However the company declined over concerns 

with the fractional polynomials method and similar median PFS results for afatinib and gefitinib.     
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Approximately 85% to 90% of patients with EGFR sensitising mutations have Ex19del or L858R 

mutations. Only patients with these mutations were included in the FLAURA study whichdoes not 

provide data on the efficacy of osimertinib in first-line treatment of locally advanced or metastatic 

NSCLC with rare EGFR sensitising mutations. However, the licence was not restricted to these 

mutations as the EMA review noted other available evidence, including early preclinical data.2 

Patients with WHO performance status of 2 or greater or unresolved toxicity from previous 

therapy were excluded from the FLAURA study.2 This may limit the application of results to less fit 

patients. 

Around 62% of the FLAURA study population were Asian, which may not be representative of the 

Scottish population. However, subgroup analysis of PFS by race (Asian, non-Asian) and also by sex, 

age (<65, ≥65 years), smoking history, CNS metastases, WHO performance status (0 or 1) and EGFR 

mutation (Ex19del or L858R) were consistent with the primary analysis.10,11 

Patient and Clinician Engagement (PACE) 

 

 Osimertinib delays disease progression for a longer time (about 9 months on average) 
compared with other EGFR inhibitors, is perceived to be associated with a lower incidence 
of side effects (rash and diarrhoea) and has a more convenient administration schedule, 
which all optimise the potential to get the most out of this increased period of time when 
the patient is generally well and can actively participate in family life (for example to make 
memories or go on holiday).  
 

 Osimertinib, compared with other EGFR inhibitors, is more effective in prevention and 
treatment of CNS metastases, which can have a huge impact on the patient’s quality of life 
and ability of live independently and can be associated with a substantial strain on their 
family / carers.  

 

 Patients are often well informed about all available treatments for the condition. The 
perception that the patient is receiving optimum treatment and the improvement in the 
patient’s health with the use of osimertinib first-line may alleviate some of the emotional 
and psychological impact associated with an incurable life-limiting diagnosis. Carers have 
reported that patients have a more positive outlook while taking osimertinib and this can 
reduce the strain on the family. 

 

 Using osimertinib as a first-line treatment would avoid the need to perform repeat 
biopsies (which can be associated with anxiety and discomfort) or additional tests at the 
time of progression to provide evidence of T790M mutation, which are currently required 
to access osimertinib as second-line treatment.  

 

 Using osimertinib as a first-line treatment would allow more patients who could benefit 
from it to access this medicine, such as those with T790M mutations in disease that is not 
amenable to repeat biopsy at the time of progression. 

 

 There is experience within NHS Scotland in the use of osimertinib as a second-line 
treatment and no changes are needed to clinic infrastructure to use it as a first-line 
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treatment. By avoiding the need for repeat biopsies at the time of disease progression, use 
of osimertinib as a first-line treatment may reduce the workload of radiology and 
pathology.  
 

Additional Patient and Carer Involvement 
We received patient group submissions from the Roy Castle Lung Cancer Foundation and the 
Scottish Lung Cancer Nurses Forum. The Roy Castle Lung Cancer Foundation is a registered charity 
and the Scottish Lung Cancer Nurses Forum is an unincorporated organisation. The Roy Castle 
Lung Cancer Foundation has received 7.5% pharmaceutical company funding in the past two 
years, including from the submitting company. The Scottish Lung Cancer Nurses Forum has 
received 80% pharmaceutical company funding in the past two years, including 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 osimertinib with afatinib, erlotinib and 

gefitinib for the first-line treatment of adult patients with locally advanced or metastatic non-small 

cell lung cancer with EGFR mutations. Clinical expert responses indicate afatinib and erlotinib are 

the key comparators and afatinib may be the treatment most likely to be displaced in practice, 

particularly for fitter patients. 

A partitioned survival model was used with three health states: progression free, progressed 

disease and death. The model used PFS and OS data to model events over a 20-year time horizon. 

The source of the clinical data was the FLAURA study which provided evidence on the comparative 

efficacy of osimertinib versus EGFR TKIs.2,3 This study demonstrated a significant increase in PFS 

with osimertinib compared with EGFR TKIs and it is this PFS benefit with osimertinib that is driving 

the model and leading to an estimate of OS benefit which is quite substantial. In the model, it was 

assumed that erlotinib and gefitinib have equal efficacy which is supported by published 

evidence.8 As there are no direct comparative data versus afatinib the company explored 

conducting an indirect comparison. However, as explained a formal indirect comparison was not 

performed and the company considered it was reasonable to assume there was no difference 

between the three EGFR TKIs. On this basis, data from the control arm of the FLAURA study were 

used for the gefitinib, erlotinib and afatinib arms of the model.  

Clinical data were extrapolated beyond the end of the study using parametric models with the 

choice of model based on goodness of fit statistics, visual inspection of the data and clinical 

plausibility. For PFS the generalised gamma model was used in the base case. For overall survival, 

the company elected to use a piecewise model which used the observed data from the FLAURA 

study until 7.9 months then the Weibull model was used to extrapolate the data beyond this point 

as this was said to be the most conservative extrapolation which estimated the lowest proportion 

of patients alive at 10 years (16.4% for osimertinib and 5.7% for comparators). The efficacy of 

subsequent treatments was assumed to be captured in the overall survival curves as patients in 

the FLAURA study were allowed to receive other anti-cancer treatments on progression.  

Quality of life data were collected in the FLAURA study using the QLQ-C30. These disease-specific 

quality of life data were mapped to the generic EQ-5D using a published algorithm to generate 
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utility values for use in the model. For PFS and progressed disease (first-line treatment) the utility 

values were 0.794 and 0.704 respectively. For progressed disease on subsequent treatments or 

best supportive care, a utility value of 0.64 was used taken from a published study. Disutilities 

associated with adverse events were also included. 

Medicine acquisition, monitoring and administration costs were included in the model. Health 

state resource use costs included outpatient, nurse and GP visits, CT scans and other disease 

management costs. A one-off cost associated with CNS metastases was included based on the 

lower number of events of CNS progression with osimertinib observed in the FLAURA study. This 

cost was excluded in the sensitivity analysis and was not a key driver of the model. The analysis 

also included the costs of T790M testing to identify patients eligible for second-line osimertinib. 

Subsequent treatment costs were included with the distribution of treatments adjusted from the 

FLAURA study based on clinical expert opinion. For the comparator arms it was assumed around 

one third of patients would be eligible to receive osimertinib as a second-line treatment, one third 

would receive platinum doublet chemotherapy, and one third best supportive care. For the 

osimertinib arm it was assumed that two thirds of patients would receive platinum doublet 

chemotherapy and one third best supportive care. Third-line treatment costs were also included 

based on the assumptions used in the NICE assessment of osimertinib in the second-line setting.  

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. PAS 

discounts are in place for afatinib, erlotinib and gefitinib and these were included in the results 

used for decision-making by using estimates of the comparator PAS prices. Note that only the 

results versus gefitinib can be presented with the relevant PAS prices as gefitinib is produced by 

the same company as osimertinib and therefore the comparator PAS is known to the submitting 

company. The base case results and sensitivity analysis versus gefitinib are presented in table 2.  

Table 2: Base case result and selected sensitivity analyses versus gefitinib (with PAS) 

 Scenario ICER (£/QALY) 
vs gefitinib 

 BASE CASE £43,070 

1 Excluding subsequent treatment costs £64,177 

2 OS Weibull function £59,016 

3 Survival function TDT treatment coefficient (upper value) £50,191 

4 Reduce duration of treatment with osimertinib 2nd line by 20% £47,222 

5 Proportion of patients receiving osimertinib after treatment with 
afatinib/gefitinib/erlotinib reduced to 27% (from 33%) 

£47,300 

6 10 year time horizon £52,395 

7 Survival function OS treatment coefficient (lower value) £51,064 

8 5 year time horizon  £87,744 
ICER = incremental cost-effectiveness ratio, QALY = quality-adjusted life-year, OS = overall survival, TDT = 

time to treatment discontinuation 

For the comparisons with afatinib and erlotinib, the results presented do not take account of the 

comparator PAS prices or the PAS for osimertinib 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 afatinib and erlotinib due to commercial confidentiality and 
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competition law issues. The base case results and selected sensitivity analyses using list prices 

included are presented in tables 3 and 4. 

Table 3: Base case results (list price) 

osimertinib vs Incremental cost  QALY gain  ICER 

afatinib £69,370 1.046 £66,316 

erlotinib £76,725 1.046 £73,347 
QALY = quality-adjusted life-year, ICER = incremental cost-effectiveness ratio 

Table 4: Selected sensitivity analyses versus afatinib and erlotinib (list price) 

 Scenario ICER (£/QALY) versus 

afatinib erlotinib 

1 Excluding subsequent treatment costs £102,133 £109,164 

2 OS Weibull function £92,636 £102,804 

3 Reduce duration of treatment with osimertinib 2nd line by 
20% 

£73,410 £80,441 

4 Proportion of patients receiving osimertinib after treatment 
with afatinib/gefitinib/erlotinib reduced to 27% (from 33%) 

£73,488 £80,519 

5 10 year time horizon £81,951 £90,866 

6 Survival function OS treatment coefficient (lower value) £79,519 £88,125 

7 Bucher ITC to estimate PFS and OS versus afatinib £84,717 NR 

8 Bucher ITC to estimate PFS and OS versus afatinib and 
reducing duration of treatment benefit to 10 years 

£92,932 NR 

9 5 year time horizon (using Bucher ITC to estimate PFS and OS 
versus afatinib) 

£195,492 £156,913 

ICER = incremental cost-effectiveness ratio, QALY = quality-adjusted life-year, OS = overall survival, TDT = 

time to treatment discontinuation, NR = not reported, ITC= indirect treatment comparison 

The following limitations were noted: 

- A key assumption in the model is that afatinib, gefitinib and erlotinib have equal efficacy. 

Evidence suggests it is reasonable to conclude gefitinib and erlotinib have equal efficacy, but 

the evidence to support equal efficacy of afatinib is not robust. Therefore, it may not be 

appropriate to use the standard of care arm from the FLAURA study as a proxy for the efficacy 

of afatinib. Clinical data from LUX-LUNG 7 suggest afatinib may be more effective than 

gefitinib.  

- No direct comparative data are available comparing osimertinib with afatinib. A formal 

indirect comparison versus afatinib was not provided by the company as it was claimed there 

was no difference in efficacy between afatinib, gefitinib and erlotinib. The company was asked 

to provide a formal indirect comparison versus afatinib and updated economic model results 

based on this evidence, but declined to provide this information. Given afatinib may be the 

treatment most likely to be displaced in practice, the lack of robust data for this comparison is 

a key concern. The Committee concluded it was not appropriate to assume the efficacy of 

afatinib is equal to erlotinib and gefitinib and therefore the benefit of osimertinib over 

afatinib has been overestimated. The company subsequently provided an analysis using the 

results of the Bucher indirect comparison reported in the NICE TA of osimertinib. This 

increased the list price ICER vs afatinib to £84,717 (incremental cost of £63,288, QALY gain 

0.747). 
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- The OS data from the FLAURA study are immature and therefore the size of any OS benefit 
with osimertinib is uncertain. The gain in median PFS with osimertinib in the FLAURA study 
was 8.7 months and this is estimated to result in a discounted mean life year gain of 1.457 in 
the economic model. The company was asked to provide additional sensitivity analysis to test 
the OS gain estimated in the model. Their response asserted that the base case analysis was 
appropriate and resulted in the most conservative life year gain when compared with other 
piecewise models. Note that when a fully parametric approach was used instead of a 
piecewise model the ICER increased (scenario 2 in tables 2 and 4). 

- The assumptions made regarding subsequent treatments are key drivers of the model. When 

the costs of subsequent treatments are excluded the ICER increases significantly (scenario 1). 

The proportions assumed to receive each treatment were adjusted from the proportions 

observed in the FLAURA study, resulting in a higher proportion of patients receiving 

osimertinib second-line but the efficacy data were not adjusted to reflect this.  As the results 

were relatively sensitive to the assumptions used in the model regarding subsequent 

treatments. SMC clinical experts were asked to comment on these assumptions. Their 

responses suggest the base case assumptions made by the company are reasonable. 

- The model assumes a treatment effect with osimertinib for the duration of the 20-year time 

horizon. This assumption was tested in scenario 8 where the Bucher ITC data were used for 

the comparison with afatinib and the duration of the treatment benefit was reduced to 10 

years.  

The Committee considered the benefits of osimertinib in the context of the SMC decision 
modifiers that can be applied when encountering high cost-effectiveness ratios and agreed that as 
osimertinib 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 
was unable to accept osimertinib for use in NHSScotland. 
 

Additional information: guidelines and protocols 

 

In February 2014 the Scottish Intercollegiate Guidelines Network (SIGN) issued publication number 

137, Management of Lung Cancer. For first-line treatment of stage IIIB or IV NSCLC it recommends 

that first line single agent TKIs should be offered to patients with advanced NSCLC who have a 

sensitising EGFR mutation. Adding combination systemic anticancer therapy to a TKI confers no 

benefit and should not be used.9 

In March 2019 the National Institute for Health and Care Excellence (NICE) issued clinical guideline 

number 122, Lung Cancer: Diagnosis and Management. For guidance on initial treatment for stage 

IIIB and IV non-squamous NSCLC in people EGFR-TK mutation this references the NICE technology 

appraisal guidance on afatinib, erlotinib and gefitinib. The respective technology appraisals, 

numbers 310, 258 and 192, recommend these EGFR TKI as first-line treatment options.10-13 
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Additional information: comparators 

 

Afatinib, erlotinib and gefitinib. Dacomitinib has received a positive opinion from the EMA and is 

due to receive marketing authorisation for this indication. It is currently being reviewed by SMC. 

 

Cost of relevant comparators 

 

Medicine Dose Regimen Cost per year (£) 

Osimertinib 80mg orally once daily 70,009 

Dacomitinib 45mg orally once daily 32,796 

Afatinib 40mg orally once daily 26,303 

Gefitinib 250mg orally once daily 26,302 

Erlotinib 150mg orally once daily 19,796 

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

03 April 2019 and BNF online on 01 May 2019. Costs do not take any patient access schemes into 

consideration. 

 

Additional information: budget impact 

 

The company estimated there would be 174 patients eligible in year 1 rising to 177 patients in year 

5. The company estimated a market share of 7% in year 1 and 40% in year 5. This resulted in 12 

patients estimated to be treated in year 1 rising to 71 patients in year 5.  
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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. 

 

 

 

 


