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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
Scotland. The advice is summarised as follows:

ADVICE: following a full submission assessed under the ultra orphan and end of life process
osimertinib (Tagrisso®) is accepted for restricted use within NHS Scotland.

Indication under review: the treatment of adult patients with locally advanced or metastatic
epidermal growth factor receptor (EGFR) T790M mutation-positive non-small-cell lung cancer
(NSCLC).

SMC Restriction: in patients who have received previous treatment with an EGFR tyrosine
kinase inhibitor.

Osimertinib was associated with an overall response rate of 66% in the pooled analysis of two
phase Il single-arm studies of patients with EGFR T790M advanced NSCLC who had received
previous treatment with an EGFR tyrosine kinase inhibitor.

This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that
improves the cost-effectiveness of osimertinib. This advice is contingent upon the continuing
availability of the PAS in NHS Scotland or a list price that is equivalent or lower.

This advice takes account of views from a Patient and Clinician Engagement (PACE) meeting.

Overleaf is the detailed advice on this product.

Chairman,
Scottish Medicines Consortium

Published 13 February 2017



Indication
The treatment of adult patients with locally advanced or metastatic epidermal growth factor
receptor (EGFR) T790M mutation-positive non-small-cell lung cancer (NSCLC).t

Dosing Information
The recommended dose of osimertinib is 80mg (with or without food) once a day until
disease progression or unacceptable toxicity.

Dose interruption and/or reduction to manage adverse events are detailed in the Summary of
Product Characteristics.

When considering the use of osimertinib as a treatment for locally advanced or metastatic
NSCLC, it is necessary that EGFR T790M mutation status is determined. EGFR T790M
mutation status should be determined using a validated test method.

Treatment should be initiated by a physician experienced in the use of anticancer therapies.*

Product availability date
February 2016

Osimertinib received a positive scientific opinion under the Early Access to Medicines Scheme
with the Medicines and Healthcare Products Regulatory Agency on 4 December 2015. The
indication was for the treatment of adult patients with locally advanced or metastatic EGFR
T790M mutation-positive NSCLC who have progressed on or after EGFR tyrosine kinase
inhibitor therapy.

Osimertinib meets ultra-orphan and end of life criteria.

Osimertinib has a conditional marketing authorisation from the European Medicines Agency.

Background

Osimertinib is a tyrosine kinase inhibitor (TKI). It is an irreversible inhibitor of epidermal growth
factor receptor (EGFR) harbouring sensitising-mutations and TKI-resistance mutation T790M.It
is a first in class medicine targeting T790M, a mutation that leads to treatment failure with currently
available EGFR TKIs.The submitting company has requested that SMC considers osimertinib
when positioned for use in patients who have received previous treatment with an EGFR TKI.

Osimertinib has been considered by SMC using its decision-making framework for the
assessment of ultra-orphan medicines.



Nature of condition

Patients with NSCLC harbouring an EGFR mutation are currently treated with an EGFR TKI.
Despite being associated with good initial response rates and durable benefit, patients will
eventually develop disease that is resistant to these targeted treatments. The estimated median
overall survival for patients with advanced NSCLC whose disease has progressed following
treatment with an EGFR TKI is one to two years. Following disease progression, patients may be
treated with chemotherapy. The estimated ORR for second-line platinum-based chemotherapy
is between 20% to 30% and reported median progression-free survival between three and six
months.? Clinical experts consulted by SMC considered that there is unmet need in this
therapeutic area, namely the lack of targeted therapy following failure of first-line EGFR TKI.
Osimertinib meets ultra-orphan and end of life criteria.

A patient and clinician engagement (PACE) meeting was held to consider the added value of
osimertinib in the context of treatment currently available in NHS Scotland. At the PACE meeting,
attention was drawn to a clear unmet need for a better tolerated, more efficacious alternative to
the current treatment. Currently the standard 2™ line therapy is platinum-based chemotherapy
which has a much higher incidence of debilitating side effects and can impair quality of life.

Impact of new technology

Summary of evidence on comparative efficacy

The key evidence to support the conditional marketing authorisation consisted of two ongoing
phase Il single-arm studies, AURA extension and AURA2, conducted in adults with advanced
NSCLC who had tumours that were EGFR and T790M-mutation positive and had disease
progression following prior therapy with an EGFR TKI.2

Patients with a World Health Organisation (WHO) performance status score of 0 or 1 and a
confirmed (histological or cytological) diagnosis of advanced NSCLC (defined as locally advanced
or metastatic NSCLC not amenable to curative surgery or radiotherapy in AURA2) were included.
Patients were required to have documented radiological progression on the last treatment
administered prior to enrolling in the study (this could be previous treatment with an EGFR TKI or
other line of therapy in AURA extension, or following first-line EGFR TKI therapy or following prior
therapy with an EGFR TKI and platinum-based doublet therapy in AURA2).2

All patients received osimertinib 80mg orally once daily until disease progression defined by
response evaluation criteria in solid tumours (RECIST) version 1.1. Patients were required to fast
for at least one hour prior and two hours after the dose (with the exception of patients with insulin-
dependent diabetes). Patients could continue to receive osimertinib beyond RECIST version 1.1-
defined progression as long as they continued to show clinical benefit, as judged by the
investigator.?

The primary efficacy outcome for both studies, measured in the response analysis set (defined
as all patients who received at least one dose of study treatment and had measurable disease at
baseline according to the blinded independent central review of baseline imaging data) was
objective response rate (ORR) measured by blinded independent central review according to
RECIST version 1.1. This was defined as the percentage of patients with at least one visit
response of complete response or partial response that was confirmed at least four weeks later.

3



The submitting company presented results from the November 2015 data cut-off. The ORR was
66% (262/397; 95% confidence interval [CI]: 61 to 71) for the pooled phase Il studies. In the
individual studies, he ORR was 62% (122/198; 95% CI. 54 to 68) in AURA extension and 70%
(140/199; 95% CI: 64 to 77) in AURAZ2.In the pooled phase Il studies, the median duration of
response was 12.5 months (95%Cl: 11.1 to not calculable).?®

At the data cut-off, 227 out of the 411 patients had either disease progression or had died (55%
data maturity). The preliminary estimate of median progression-free survival (PFS) was 11.0
months (95% CI: 9.6 to 12.4) and the estimated proportion of patients progression-free at 12
months was 48% (95% Cl 42 to 52).35

Overall survival data are publicly available for the AURAZ2 study. At the November 2015 data-cut
off, 21% (44/210) of patients had died. The one-year overall survival rate was 81% (95% CI: 75
to 86).3

European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire —
Core 30 items (EORTC QLQ-C30, a questionnaire measuring general cancer symptoms) and
European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire —
Lung Cancer 13 items (EORTC QLQ-LC13, a questionnaire designed to measure lung cancer
specific symptoms and adverse effects from conventional chemotherapy and radiotherapy) were
used to assess health-related quality of life in the AURA extension and AURA2 studies. In the
AURAZ2 study, at 54 weeks, there were clinically meaningful improvements from baseline or
stabilisation in at least three quarters of patients for the EORTC QLQ-C30 key lung cancer
symptoms and functioning domains of EORTC QLQ-LC13.3

The phase Il AURA 3 study was published during the assessment process. Enrolled patients had
histological or cytological evidence of advanced or metastatic NSCLC, WHO performance status
of 0 or 1 and disease progression following first-line EGFR TKI therapy. Central confirmation of
the T790M mutation was required using a tissue sample; plasma samples were also taken.
Patients were stratified according to race (Asian versus non-Asian) then randomised to receive
open-label oral osimertinib 80mg once daily (n=279) or platinum-based doublet therapy
(pemetrexed 500mg/m? plus cisplatin 75mg/m? or carboplatin area under the curve 5 every three
weeks for six cycles) (n=140). Patients who did not have disease progression on platinum doublet
chemotherapy could continue with maintenance pemetrexed. Treatment continued until disease
progression (RECIST version 1.1) or unacceptable side effects, though patients judged to be
receiving a clinical benefit from treatment could continue following disease progression.
Crossover to osimertinib following disease progression with platinum doublet was permitted. The
primary outcome was investigator-assessed PFS in the intention-to-treat population.®

At the 15" April 2016 data cut-off, after a median follow-up of 8.3 months, median PFS was 10.1
months in the osimertinib group and 4.4 months in the platinum doublet group; adjusted hazard
ratio 0.30 (95% CI: 0.23 to 0.41), p<0.001. Blinded independent central review was consistent
with investigator-assessed results (11.0 months versus 4.2 months). The estimated proportion of
patients alive and progression-free at 12 months was 44% and 10%, respectively. The ORR was
71% in the osimertinib group and 31% in the platinum doublet group; odds ratio 5.39 (95% CI:
3.47 to 8.48), p<0.001.°

EORTCQLQ-C30 and EORTC QLQ-LC13 were also used to measure quality of life in the AURA
3 study. At six months, osimertinib was associated with a statistically significantly improved mean
change from baseline in dyspnoea, cough, chest pain, fatigue and appetite loss compared with
platinum doublet chemotherapy.®



Summary of evidence on comparative safety
At the November 2015 cut-off, the median total duration of treatment was 13.2 months and 13
months in the AURA extension and AURAZ2 studies, respectively.®*

In the AURAZ2 study, 99% (207/210) of patients reported an adverse event and 34% of patients
experienced an adverse event which was grade 3 or higher. Adverse events led to dose
interruption in 21%, dose reduction in 2.9% and discontinuation in 5.2% of patients.?

The most common treatment-related adverse events in the pooled AURA phase Il studies were
rash (grouped terms, 41% [Grade 3=1%]) and diarrhoea (38% [Grade 3=1%)]).°

In the AURA 3 study, most patients in the safety population reported an adverse event (98%
[273/279] of patients in the osimertinib group versus 99%, [135/136] of patients in the platinum
doublet group. The most common adverse events (>20% of either treatment group) were
diarrhoea (41% versus 11%), rash (34% versus 5.9%), dry skin (23% versus 4.4%), paronychia
(22% versus 1.5%), decreased appetite (18% versus 36%), nausea (16% versus 49%), fatigue
(16% versus 28%), constipation (14% versus 35%), anaemia (8% versus 30%), respectively.®

The Summary of Product Characteristics (SPC) notes that severe, life-threatening or fatal
interstitial lung disease or similar adverse reactions (e.g. pneumonitis) have been observed in
patients treated with osimertinib in clinical studies. Careful assessment of all patients with an
acute onset and/or unexplained worsening of pulmonary symptoms (dyspnoea, cough, fever)
should be performed to exclude interstitial lung disease.!

Summary of clinical effectiveness issues

The submitting company has requested that SMC considers osimertinib when positioned for use
in patients who have received previous treatment with an EGFR TKI. Despite no evidence being
presented, the European Medicines Agency (EMA) considered that osimertinib would also be
expected to be effective in the first line treatment setting and has not restricted the marketing
authorisation to patients who have received EGFR TKI treatment. There is likely to be a very low
prevalence of T790M mutation in newly diagnosed patients and testing is not expected to be
routinely performed in the first line setting, therefore first-line use is expected to be limited.?

The ORR reported in the pooled phase Il studies was high (66%). The EMA considered that the
studies had a similar design so it was appropriate to pool the results. The primary outcome, ORR,
is a surrogate measure considered acceptable for exploratory phase Il studies. It is not the
recommended primary endpoint for confirmatory studies as overall survival and progression-free
survival are preferred. However, due to the unmet medical need, design of the studies and
conditional approval, the EMA considered it acceptable. Health-related quality of life generally
improved from baseline or remained stable in patients who received osimertinib.>4’

Adjusted and unadjusted indirect comparisons comparing osimertinib with platinum-based
doublet therapy (cisplatin plus pemetrexed) as second-line treatment (after EGFR TKI) in adults
with locally advanced or metastatic EGFR T790M mutation-positive NSCLC were presented. A
network meta-analysis was not possible due to the lack of a common comparator group. The
pooled phase Il AURA studies were compared with a subgroup of patients in the control group of
the IMPRESS study?® (placebo plus cisplatin plus pemetrexed) who had the T790M mutation.
Outcomes included PFS, overall survival, ORR and disease control rate. The hazard ratios from
these indirect comparisons cannot be reported due to commercial in confidence reasons. Given
the absence of a common control arm between the studies included in the indirect comparison,
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and the immaturity of progression-free survival and overall survival data from the AURA studies,
the results should be interpreted with caution and are only applicable to second-line treatment.

The recently published AURA 3 study supports the PFS indirect comparison results and provides
direct data compared with a relevant comparator. Health-related quality of life was significant
improved in patients who received osimertinib compared with platinum-based doublet therapy for
five key pre-specified symptom scores. No overall survival data are currently available and a high
rate of crossover from platinum based doublet to osimertinib (60% at the April 2016 data cut-off)
is likely to confound any future results.®

Osimertinib offers an oral treatment with an acceptable tolerability profile and potentially improved
efficacy compared with the currently available intravenous chemotherapy. NSCLC with EGFR
mutations tends to be identified more commonly in patients who have never smoked, those with
adenocarcinoma histology, females and patients of East Asian descent. All patients enrolled in
the AURA studies had a performance status score of 0 or 1; there is no information about the
efficacy or tolerability in patients with a performance status worse than this.?

The AURA studies permitted treatment with osimertinib beyond RECIST version 1.1-defined
disease progression as long as patients continued to show clinical benefit, as judged by the
investigator.2The marketing authorisation recommends treatment until disease progression or
unacceptable toxicity.® It is unclear how continuing osimertinib beyond progression may have
affected the study results.

Clinical experts consulted by SMC considered that osimertinib is a therapeutic advancement as
it is a targeted treatment with a high response rate. They considered that the place in therapy of
osimertinib is in patients who have failed first line treatment with an EGFR TKI. The introduction
of this medicine in the proposed positioning may impact on the patient and service delivery. Only
patients with EGFR mutation-positive tumours that express the T790M mutation following failure
of an EGFR TKI would be eligible for treatment with osimertinib. Molecular pathology experts
advise that eligible patients would be identified using a plasma-based circulating tumour DNA
(ctDNA) test. This would be followed by a tissue test (biopsy) in patients with a negative result
from ctDNA due to the possibility of false negative results. Osimertinib is an oral treatment and
this may have benefits to the service.

At the PACE meeting, it was noted that osimertinib is a very effective, well tolerated oral treatment.
PACE participants described how osimertinib is much better tolerated than chemotherapy and
patients are more likely to be able to continue their usual day to day activities. The Quality of Life
(QOL) data in clinical trials showing improved or stable QOL has also been seen in practice. Side
effects are considered negligible and easy to manage when they do occur. PACE participants
highlighted that the treatment-related mortality rate with chemotherapy is around 10% compared
to 0.3% with osimertinib.

Other data were also assessed but remain commercially confidential.*




Patient and clinician engagement (PACE)

A PACE meeting with patient group representatives and clinical specialists was held to consider
the added value of osimertinib, as an end of life and ultra-orphan medicine, in the context of
treatments currently available in NHS Scotland.

The key points expressed by the group were:

e Lung cancer is the most common cause of cancer death in Scotland. Advanced lung cancer
is incurable and progressive symptoms such as breathlessness and chest pain can be difficult
to manage. EGFR mutation positive lung cancer is a devastating iliness that affects a younger
population and patients frequently have no other illnesses.

e When first line TKI treatment fails, there are limited 2" line options. Standard therapy is
palliative platinum-based chemotherapy which has a much higher incidence of debilitating
side effects which can impair quality of life.

¢ In patients who are positive for the resistance mutation T790M, osimertinib has been seen in
practice to be clinically very effective and much better tolerated than chemotherapy, with
patients more likely to be able to continue to continue with work and daily activities.

e PACE clinicians highlighted that compared to chemotherapy, progression free survival
appears longer (over 9 months) as demonstrated in the recently presented AURAS trial.

o Whilst osimertinib is not a cure, it can control symptoms, delaying the requirement for
chemotherapy. Osimertinib is clinically effective and offers patients a much better QOL
compared to chemotherapy, which is associated with considerable greater morbidity and
mortality.

Additional Patient and Carer Involvement

We received a patient group submission from Roy Castle Lung Cancer Foundation, which is a
registered charity. The Roy Castle Lung Cancer Foundation has received less than 3%
pharmaceutical company funding in the last two years, including from the submitting company.
Representatives from Roy Castle Lung Cancer Foundation also participated in the PACE meeting.
The key points of their submission have been included in the full PACE statement.

Value for money

The company submitted a cost-utility analysis comparing osimertinib with platinum doublet
chemotherapy for the treatment of adult patients with locally advanced or metastatic EGFR
T790M mutation-positive NSCLC whose disease had progressed after treatment with an EGFR
TKI. A scenario analysis was also presented for use in third or later lines after a TKI and
chemotherapy.

A cohort-based partitioned survival model was used which had three health states: PFS,
progressed disease and death. Patients in each state were determined by the cumulative survival
probability of PFS and overall survival over a lifetime horizon, assumed to be 15 years. Within the
PFS health state, patients were classified according to complete response, partial response and
stable disease, in line with the response outcomes measured in the clinical studies. The response
rates informed the utility values in the PFS health state.



A literature search identified that there were no comparative clinical data for osimertinib and
platinum doublet chemotherapy. The company undertook an indirect comparison using patient
data for osimertinib, obtained by pooling the two single-arm osimertinib studies. Patient data for
the comparator were taken from patients in the chemotherapy arm of the IMPRESS study. Two
analyses were conducted, with the base case using a dataset adjusted for differences in baseline
disease and patient characteristics, and an unadjusted dataset was used in a scenario analysis.

PFS and overall survival were modelled by fitting survival curves. In the base case analysis, the
Gompertz distribution was selected to model PFS and Weibull for overall survival. The curves
were selected using a combination of goodness-of-fit statistics to the data from the indirect
treatment comparison, visual inspection, and external validity based on the plausibility of the
extrapolated data. The overall survival data from the osimertinib studies were still immature
(approximately 19% mature in the second-line population) and thus the extrapolated survival
estimates are uncertain. For the outcome of overall survival, median overall survival was modelled
at 40.15 months with osimertinib and 19.15 months with platinum doublet chemotherapy, a gain
of 21 months. Mean overall survival was estimated at over 51 months with osimertinib.

The utility values for a response in the progression free state (0.831) and stable disease (0.751)
were based on the values reported in the osimertinib pooled studies and the chemotherapy arm
of the IMPRESS study, weighted by percentage of patients responding in each state. A value of
0.715 for progressed disease was based on the midpoint between the value from the osimertinib
pooled studies and the value from the IMPRESS study. All studies collected EQ-5D data directly
but the osimertinib studies used the EQ-5D5 level tool, whilst IMPRESS used the EQ-5D 3 level
tool. The values for progressed disease were measured on day of progression or as soon as
possible thereafter. Disutilities for adverse events were applied.

The medicine acquisition cost of osimertinib was based on the estimated duration of treatment in
the clinical studies. Medicines costs for chemotherapy assumed that pemetrexed plus cisplatin
were used for a maximum of four cycles. Other costs included were for T790M mutation testing,
medicine administration, chemotherapy for third and subsequent line use, pre- and post-
progression costs such as cancer nurse visits, outpatient visits, GP visits and terminal care.

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 NHS Scotland.
Under the PAS, a simple discount is offered on the medicine’s list price.

In the base case analysis, with the PAS, the company estimated an incremental cost-
effectiveness ratio (ICER) of £41,705, based on an incremental cost of £64,287 and a quality-
adjusted life-year (QALY) gain of 1.54. Incremental life years gained with osimertinib were 2.0
years. Over 67% of the QALY gain was when patients were in the progressed disease state.

The results are sensitive to the choice of survival curves and utility for progressed disease.
Adopting different distributions for PFS and overall survival gave ICERs, with the PAS, ranging
from £23k to £120k. Results from the recently published AURA 3 study suggest some of these
distributions may have limited clinical plausibility. Removing these results provides ICERs in the
range of £29k to £42k per QALY, with PAS. Adopting real-world utilities of 0.58 for patients with
progressive disease whilst on second-line treatment taken from a health-related quality of life
study increased the ICERs to about £48k with PAS. Use of osimertinib in third or later line use
gave an ICER of £57k with PAS, and using a progressed disease utility value of 0.46 from the
quality of life study resulted in an ICER of £65kwith PAS. The results were not sensitive to the
costs included for T790M mutation testing.



The main weaknesses with the analysis are:

e None of the curves modelled PFS or overall survival very well for the platinum doublet
chemotherapy, with PFS being understated and overall survival overstated in comparison to
the values from the indirect comparison. It was not possible to fully validate the distributions
used for overall survival because of the immaturity of the study data, giving rise to material
uncertainty. As noted above, sensitivity analysis showed the ICER varied between £23k and
£120k with PAS depending on the survival curve used, although a more plausible ICER range
may be £29k to £42k.

o The base case utility value for the progressed disease state is judged to be too high, being
measured at the day of disease progression when possible. This value will not be
representative of progressed disease in the longer term and after subsequent lines of therapy.
When a value of 0.58 from a separate study was used, the ICER increased to about £48k with
PAS.

e There is some concern that the health state cost associated with being in the progressed
disease state may not fully capture the resource use associated with personal social services
support. Sensitivity analysis showed there was some sensitivity to the assumed value; if the
weekly cost was increased by 20%, the ICER rose to £43,066 with PAS.

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 medicine, SMC can accept greater uncertainty in the economic case.

After considering all the available evidence and the output from the PACE process, and after
application of the appropriate SMC modifiers, the Committee accepted osimertinib for restricted
use in NHS Scotland.

Other data were also assessed but remain commercially confidential.*

Impact beyond direct health benefits and on specialist services

At the PACE meeting, attention was drawn to experience that patients taking osimertinib are much
more likely to be able to continue their usual day to day activities and to work if they wish
compared to those taking platinum based chemotherapy. Osimertinib is convenient to administer
as a once daily tablet and the risk of complications leading to hospitalisation are much less than
the current alternative of chemotherapy. Patients are likely to remain independent for longer as a
result of taking this medicine which has benefits for the patient, the patient’s family and society.

The economic analysis does not incorporate these wider effects.




Costs to the NHS and Personal Social Services

The submitting company estimated there would be would be 51 patients eligible for treatment with
osimertinib in year 1 and 40 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.

The introduction of testing arrangements to identify patients eligible for treatment with osimertinib
i.e. a plasma-based circulating DNA test followed by a tissue test in patients with a negative result
from ctDNA, is also associated with an additional cost.

Other data were also assessed but remain commercially confidential.*

Additional information: guidelines and protocols

No guidelines were identified specific to advanced EGFR T790M mutation-positive NSCLC.

The Scottish Intercollegiate Guidelines Network (SIGN) Guideline on the management of lung
cancer, published in2014 recommends that in patients with advanced NSCLC who have
sensitising EGFR mutation, first line single agent TKI should be offered. For those patients who
have advanced disease, have a performance status score of 0 or 1, predominantly non-squamous
NSCLC and are EGFR mutation negative, combination systemic anticancer therapy (SACT) with
cisplatin and pemetrexed should be offered. Other patients with NSCLC should be offered SACT
with cisplatin/carboplatin and a third generation agent (docetaxel, gemcitabine, paclitaxel or
vinorelbine). The guidelines recommend four cycles of platinum-doublet SACT; it is not
recommended that treatment extends beyond six cycles.®

Additional information: comparators

Platinum-based doublet chemotherapy, most commonly cisplatin plus pemetrexed.
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Cost of relevant comparators

Drug Dose Regimen Cost per cycle* (£)
Osimertinib 80mg orally daily 5385
Pemetrexed 500mg/m? of body surface area via IV infusion on 1334
plus day 1 of each 21-day cycle

cisplatin 75mg/m?of body surface area via IV infusion on day

1 of each 21-day cycle

Doses are for general comparison and do not imply therapeutic equivalence. Costs from MIMS online for
osimertinib and cisplatin and BNF online for pemetrexed on 4 October 2016. IV=intravenous. Costs
calculated using a body surface area of 1.8m? and using the full cost of vials assuming wastage *Osimertinib
is given continuously until disease progression, a cost per 28 days is presented. At the November 2015
data cut-off the median duration of treatment in the phase Il AURA studies was approximately 13 months.
Pemetrexed plus cisplatin is usually given for four cycles up to a maximum of six cycles. Costs do not take
any patient access schemes into consideration.
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This assessment is based on data submitted by the applicant company up to and including 11
November 2016.

*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the
SMC on guidelines for the release of company data into the public domain during a health
technology appraisal:

http://www.scottishmedicines.org.uk/About SMC/Policy statements/Policy Statements

Drug prices are those available at the time the papers were issued to SMC for consideration. SMC
is aware that for some hospital-only products national or local contracts may be in place for
comparator products that can significantly reduce the acquisition cost to Health Boards. These
contract prices are commercial in confidence and cannot be put in the public domain, including
via the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS
Boards are therefore asked to consider contract pricing when reviewing advice on medicines
accepted by SMC.

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical
company in order to improve the cost-effectiveness of a drug and enable patients to receive
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group
(PASAG, established under the auspices of NHS National Services Scotland reviews and advises
NHS Scotland on the feasibility of proposed schemes for implementation. The PASAG operates
separately from SMC in order to maintain the integrity and independence of the assessment
process of the SMC. When SMC accepts a medicine for use in NHS Scotland on the basis of a
patient access scheme that has been considered feasible by PASAG, a set of guidance notes on
the operation of the scheme will be circulated to Area Drug and Therapeutics Committees and
NHS Boards prior to publication of SMC advice.
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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.
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