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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 end of life process
cabozantinib (Cabometyx®) is accepted for use within NHS Scotland.

Indication under review: For the treatment of advanced renal cell carcinoma (RCC) in adults
following prior vascular endothelial growth factor (VEGF)-targeted therapy.

Cabozantinib, compared with a mammalian target of rapamycin (mTOR) inhibitor, significantly
increased progression-free survival in patients with advanced or metastatic RCC who had received
at least one previous regimen of VEGF receptor tyrosine kinase inhibitor.

This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the
cost-effectiveness of cabozantinib. 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 12 June 2017



Indication
For the treatment of advanced renal cell carcinoma (RCC) in adults following prior vascular
endothelial growth factor (VEGF)-targeted therapy.

Dosing Information

The recommended dose of cabozantinib (Cabometyx®) is 60mg orally once daily. Treatment should
continue until the patient is no longer clinically benefiting from therapy or until unacceptable toxicity
occurs. The tablets should be swallowed whole and not crushed. Patients should be instructed to
not eat anything for at least two hours before and one hour after taking cabozantinib.

The summary of product characteristics (SPC) provides recommendations on temporary interruption
and dose reduction to manage suspected adverse reactions.

Cabozantinib tablets (Cabometyx®) and cabozantinib capsules (Cometrig®) are not bioequivalent
and should not be used interchangeably (further details are presented in the SPC).

Therapy with cabozantinib should be initiated by a physician experienced in the administration of
anticancer medicinal products.!

Product availability date
1 October 2016

Cabozantinib meets SMC end of life criteria for this indication.

Summary of evidence on comparative efficacy

Cabozantinib is a small molecule that inhibits multiple receptor tyrosine kinases, including MET
(hepatocyte growth factor [HGF] receptor protein) and vascular endothelial growth factor receptors
(VEGFRSs), implicated in tumour growth and angiogenesis, pathological bone remodeling, drug
resistance and metastatic progression.* 2

The key evidence to support use of cabozantinib in renal cell carcinoma (RCC) comes from one
randomised, open-label, phase Il comparative study with everolimus (METEOR) in 658 adult patients
with advanced or metastatic RCC with a clear-cell component.>* Enrolled patients had received at least
one prior VEGFR tyrosine kinase inhibitor and had disease progression during or within six months of
the most recent VEGFR tyrosine kinase inhibitor and within six months of randomisation. They also had
a Karnofsky performance status score of at least 70% and adequate organ function. Eligible patients
were randomised equally to receive open-label treatment with cabozantinib (60mg orally once dalily,
n=330) or everolimus (10mg orally once daily, n=328). Randomisation was stratified by the number of
previous VEGFR tyrosine kinase inhibitor treatments (one or at least two) and prognostic risk category
(using the Memorial Sloan Kettering Cancer Center [MSKCC] criteria: favourable, intermediate or
poor).Treatment modifications of interruptions and dose reductions, were allowed to manage adverse
events and study treatment was continued for as long as there was clinical benefit or until unacceptable
toxicity developed.

The primary outcome was progression-free survival (PFS) performed in the primary endpoint intention
to treat population (PITT) which comprised the first 375 randomised patients. PFS was assessed by
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independent radiological review and was defined as the time from randomisation to radiographic
progression according to Response Evaluation Criteria in Solid Tumours (RECIST) version 1.1 or death
from any cause. At the primary PFS analysis (cut-off date May 2015), after a minimum follow-up of 11
months in the PITT population, a PFS event had occurred in 65% (121/187) cabozantinib and 67%
(126/188) everolimus patients. The estimated median PFS was 7.4 months in cabozantinib patients and
3.8 months in everolimus patients: hazard ratio (HR) 0.58 (95% confidence interval [CI]: 0.45 to 0.75),
p<0.001. The treatment effect on PFS and overall survival was consistent across predefined
subgroups.? 4

The secondary outcome of overall survival was analysed in the intention to treat (ITT) population (all
658 randomised patients). At a planned interim analysis, at the time of the primary PFS analysis (cut-
off date May 2015), after a minimum follow-up of six months in the ITT population, there had been 202
deaths: 27% (89/330) cabozantinib and 34% (113/328) everolimus patients. Median overall survival was
not estimated (HR 0.68 [95% CI: 0.51 to 0.90], p=0.010).% * At an unplanned second interim analysis,
(cut-off date December 2015), after a median follow-up of 18.7 months in the cabozantinib and 18.8
months in the everolimus group, there had been 320 deaths: 42% (140/330) cabozantinib and 55%
(180/328) everolimus patients. The median overall survival was 21.4 months in cabozantinib patients
and 16.5 months in everolimus patients: HR 0.66 (95% CI: 0.53 to 0.83), p=0.00026.%3

Objective response rate (ORR), another secondary outcome, was defined as the proportion of patients
with complete or partial responses as assessed by the independent radiology review committee
according to RECIST version 1.1 and confirmed after at least 28 days. At the cut-off date for the primary
PFS analysis (May 2015), the ORR was 17% (57/330) cabozantinib patients versus 3.4% (11/328)
everolimus patients, p<0.001. There were no complete responses in either group and all objective
responses were partial. Disease stabilisation was also reported in 65% (216/330) cabozantinib and 62%
(203/328) everolimus patients.? 4

Quality of life was assessed during the study using the Functional Assessment of Cancer Therapy
Kidney Symptom Index questionnaire (FKSI-19) and the EQ-5D-5L. The FKSI-19 found no statistically
significant difference between treatments in two of its three categories: disease-related symptoms and
function/well-being. The third category, total treatment side effect score, statistically significantly
favoured everolimus over cabozantinib due to nausea and diarrhoea (although the effect size was small)
and led to the total FKSI-19 score statistically significantly favouring everolimus over cabozantinib. The
EQ-5D-5L index scores, which measured scores by five functional and symptom dimensions (mobility,
self-care, usual activities, pain/discomfort and anxiety/depression), generally showed no treatment
effect over time.?

Other data were also assessed but remain commercially confidential.*

Summary of evidence on comparative safety

In the METEOR study, the adverse events reported with cabozantinib were similar to those from
previous studies with no new safety signals. The safety profile appears similar to other VEGFR tyrosine
kinase inhibitors used to treat RCC and appears manageable with no major safety concerns.?

At the time of the latest analysis (cut-off date December 2015), all patients in both treatment groups had
reported an adverse event. These were considered to be related to study treatment in 97% (322/331)
of cabozantinib and 91% (293/322) of everolimus patients. Serious adverse events, of grade 3 or more,
were reported in 39% of cabozantinib and 40% of everolimus patients and were considered treatment-
related in 15% and 13% of patients respectively. Discontinuation due to adverse events occurred in 12%
of cabozantinib and 11% of everolimus patients.? 3



The most frequently reported adverse events of any grade [and treatment-related] in the cabozantinib
and everolimus groups respectively were: diarrhoea (74% [69%)] versus 28% [20%]); fatigue (56%
[50%)] versus 47% [35%]); nausea (50% [44%] versus 28% [17%]); decreased appetite (46% [39%]
versus 34% [24%]); palmar-plantar erythrodysaesthesia syndrome (42% [41%)] versus 5.9% [4.3%)]);
hypertension (37% [33%)] versus 7.1% [3.1%)]); vomiting (32% [23%] versus 14% [5.6%]) and decreased
weight (31% [24%)] versus 12% [8.1%)]).?

The most frequently reported grade 3 or 4 adverse events in the cabozantinib and everolimus groups
respectively were: hypertension (15% versus 3.7%); diarrhoea (13% versus 2.2%); fatigue (11% versus
7.5%); palmar-plantar erythrodysaesthesia syndrome (8.2% versus 0.9%); anaemia (5.7% versus 17%);
hyperglycaemia (0.9% versus 5.0%) and hypomagnesaemia (4.8% versus 0).3

There was one treatment-related death in the cabozantinib group (which was not otherwise specified)
and two in the everolimus group (one aspergillus infection and one pneumonia aspiration).®

Summary of clinical effectiveness issues

Worldwide, kidney cancer accounts for approximately 3% of all cancers. Patients with advanced RCC
have a poor prognosis and approximately 30% of patients present with metastatic disease. In addition,
a significant proportion of patients with localised disease, initially treated with curative nephrectomy,
subsequently develops metastatic disease. Clear cell RCC is the most frequent pathological subtype of
sporadic RCC in adults (70% to 85%); other subtypes include papillary, chromophobe, translocation,
and collecting duct tumours.

In Scotland, patients are treated in the first-line setting with pazopanib or sunitinib. Both axitinib and
everolimus have been accepted for use by SMC as later lines of therapy. Although the licensed
indication for axitinib is after failure of prior treatment with sunitinib or a cytokine, axitinib is also used,
off-label, after failure with pazopanib and clinical experts indicated that this is the predominant second-
line treatment. Nivolumab has recently been licensed for a similar indication; however is not considered
a relevant comparator due to the timing of SMC advice for this medicine. Clinical experts consulted by
SMC considered there was unmet need in terms of effective treatments for metastatic or advanced RCC
in second-line and later lines of treatment. Cabozantinib meets SMC end of life criteria.

In the pivotal study, a statistically significant and clinically meaningful increase in median PFS of 3.6
months was demonstrated for cabozantinib over everolimus and was observed across subgroups. This
was supported by the latest overall survival analysis which also found a significant benefit of 4.9 months.
This is based on an unplanned second interim analysis and confirmation from the final overall analysis
is expected to be published later this year. The current and awaited final overall survival results will be
confounded by subsequent anticancer treatments which at the latest cut-off date (December 2015) had
been received by 50% of cabozantinib and 55% of everolimus patients.®> Subgroup analyses indicated
that the treatment effect on PFS and overall survival was consistent across predefined subgroups
including patients with bone and visceral metastases.

Although there were some differences between cabozantinib and everolimus in FKSI-19 scores during
the study, the European Medicines Agency (EMA) did not consider these to be clinically significant and
that differences in individual measures probably reflect the safety profiles.

The study was of open-label design but the primary outcome of PFS was assessed by an independent
radiology review committee minimising potential bias.



Some small differences between the treatment groups in several of the baseline characteristics
suggested that everolimus patients may have had a slightly worse prognosis than cabozantinib patients,
thereby slightly overestimating the treatment benefit of cabozantinib. However, the size of the treatment
effect on PFS and overall survival was such that the EMA noted that even a smaller benefit would still
be clinically relevant and that subgroup analyses also found that overall survival benefit was observed
across all subgroups.?

The study population was generally reflective of patients who would receive cabozantinib in clinical
practice; 71% had received one and 29% had received two prior VEGFR tyrosine kinase inhibitors for
advanced RCC; including sunitinib (63%), pazopanib (43%) and axitinib (16%).2

There are no efficacy data in patients with brain metastases or cranial epidural disease unless
adequately treated and stable for at least three months, and medical conditions requiring systemic
corticosteroids or other immunosuppression and those with non-clear cell histology. Study patients had
good performance status with a Karnofsky score of at least 70% and this may affect the generalisability
of study results to patients with poorer performance status.? 3

There are no direct comparative data versus axitinib or best supportive care (BSC). Therefore, the
company presented a network meta-analysis (NMA) using Bayesian methods, based on parametric
survival models. This compared cabozantinib with axitinib and BSC using two efficacy outcomes (overall
survival and PFS) and included five studies. Results were presented for median PFS and overall survival
estimates for each treatment and suggested a numerically longer overall survival for everolimus than
axitinib, raising concerns over the face validity of the NMA. The company provided HRs of relative
treatment effects on request which suggested that cabozantinib was better than axitinib, everolimus and
BSC in terms of PFS and better than everolimus and BSC in terms of overall survival. There was no
evidence of difference between axitinib and everolimus. Limitations of the NMA include a lack of clarity
in the methods used and results presented, as well as differences between study populations in terms
of number and type of previous treatment and baseline prognostic scores. There was also variability in
the methods used to adjust for crossover and concern over an underestimated treatment effect for
axitinib from the pivotal axitinib study (AXIS).> A weighted-adjusted indirect comparison of everolimus
versus axitinib has provided some evidence of similar efficacy in terms of PFS.®

The introduction of cabozantinib would offer an alternative treatment option for patients with advanced
RCC who have progressed after at least one previous VEGFR tyrosine kinase inhibitor. Clinical experts
consulted by SMC considered that cabozantinib is a therapeutic advancement due to the survival benefit
and supported use after VEGFR tyrosine kinase inhibitors, and noted activity in patients with bone
metastases.

A separate cabozantinib preparation (Cometriq®) is indicated for the treatment of adult patients with
progressive, unresectable locally advanced or metastatic medullary thyroid carcinoma. It is available as
20mg and 80mg capsules but these are not bioequivalent and should not be used interchangeably with
cabozantinib (Cabometyx®). !

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 cabozantinib, as an end of life medicine, in the
context of treatments currently available in NHS Scotland.

The key points expressed by the group were:




¢ Advanced RCC is incurable and is a devastating diagnosis for patients and their families. About 40%
of RCC patients are diagnosed with late stage disease and it is estimated that only 10% of patients
will survive for at least five years.

e The symptoms of disease, which include extreme fatigue; pain (particularly bone pain); weight loss
and anaemia, make dalily living difficult and have a considerable impact on quality of life. This is in
addition to the psychological distress associated with dealing with an incurable cancer.

e There is an unmet need for second-line treatments in advanced RCC which offer survival benefits.

e Cabozantinib is an effective therapy which improves both progression free and overall survival. It
has the potential to improve symptom control and increase quality of life, thus allowing patients to
return to a period of relatively normal daily functioning and family life.

¢ It has demonstrated benefit across all subgroups of patients including those with bone and visceral
metastases. PACE patrticipants noted that other available treatments may be less effective in this
subgroup and that cabozantinib may allow reduction in use of bisphosphonates and radiotherapy to
manage skeletal related events.

e Although there are side-effects associated with cabozantinib, clinicians indicated these are similar
to those experienced with other VEGF-targeted therapy which are predictable and can be
successfully managed with dose reduction and/or interruption.

e Cabozantinib is administered orally which has the advantage of allowing patients to be treated at
home minimising disruption to daily life of patients, their families and carers.

e It provides a welcome further treatment option to extend choice for patients with advanced RCC
whose disease progresses on VEGF-targeted agents.

Additional Patient and Carer Involvement

We received patient group submissions from Kidney Research UK, Kidney Cancer Scotland and Kidney
Cancer Support Network (KCSN), all three are registered charities. Kidney Cancer Scotland and Kidney
Research UK have received 22% and 7.95% pharmaceutical company funding respectively in the past
two years, but neither received funding from the submitting company. KCSN has received 44%
pharmaceutical company funding in the past year (its first financial year), with none from the submitting
company. Representatives from all three charities participated in the PACE meeting. The key points of
their submissions have been included in the full PACE statement.

Summary of comparative health economic evidence

The company presented a cost-utility analysis which compared cabozantinib against axitinib, everolimus
and BSC in adult patients with advanced RCC following prior VEGFR-targeted therapy. The company
considered axitinib to be the primary comparator in the analysis.

A partitioned survival model was used to assess the cost-effectiveness of cabozantinib versus the
comparators using a lifetime time horizon, which equated to 30 years. In terms of model structure the
model consisted of three health states: progression free, progressed disease and death. The model
assumed that patients entered the model in the progression free health state, having progressed on a
previous VEGFR treatment for advanced RCC. Patients could remain in the progression free health
state until disease progression or death. Once patients entered the progressed disease state they
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remained in the health state until death. Treatment duration for cabozantinib and everolimus was
modelled through estimating time to treatment discontinuation (TTD), while treatment duration for
axitinib was assumed to reflect PFS. The analysis assumed no medicine costs were included in the BSC
comparator.

The sources of the clinical data included the NMA and the METEOR study. 2 The company used different
approaches to the longer term extrapolation of the available data depending on the data source. When
using the outputs from the NMA for comparisons between cabozantinib, axitinib everolimus and BSC,
the lognormal function was used to estimated OS and PFS over the longer term in the analysis. When
using the METEOR study data for a comparison between cabozantinib and everolimus, the company
used the log-logistic curve in order to estimate PFS and OS beyond the pivotal study period. The log-
normal curve was used to extrapolate the TTD data from the pivotal study for both cabozantinib and
everolimus.

Utility estimates were derived from EQ-5D data which were collected as part of the METEOR study. The
analysis also included a disutility for adverse events.

Medicine costs were included in the analysis as were the costs of subsequent treatments, disease
management and adverse events. Resource use estimates were based on clinical expert opinion.

A Patient Access Scheme (PAS) was proposed by the submitting company and assessed by the Patient
Access Scheme Assessment Group (PASAG) as acceptable for implementation in NHS Scotland.
Under the PAS a simple discount was offered on the price of the medicine. PAS discounts are in place
for everolimus and axitinib and these were included in the results used for decision-making by SMC by
using estimates of the comparator PAS prices.

Unfortunately, owing to commercial confidentiality, SMC is unable to publish any cost-effectiveness
results in relation to any of the comparisons presented by the company.

The main weaknesses were:

e The company reported that axitinib was the primary comparator in the economic evaluation.
However, axitinib is most likely to be used as a second line treatment option and therefore the
economic case versus axitinib may only reflect part of the treatment pathway. In addition, the
economic model was also considered generalisable to all lines of therapy and therefore analyses
versus everolimus and BSC may also be relevant to the assessment as these medicines may be
used after axitinib. However following discussions at the New Drugs Committee (NDC) axitinib was
considered the key comparator for the economic evaluation.

e The company has provided an NMA which generated parametric OS and PFS functions to enable
comparisons with axitinib and BSC in the economic evaluation. However, the analysis modelled
axitinib as less effective than everolimus whereas related health technology assessments and a
published indirect comparison® have concluded the two medicines may be similar. The company
has subsequently provided a sensitivity analysis which used data for everolimus from the METEOR
study to proxy PFS and OS for axitinib. In addition, the company has provided further sensitivity
analysis which combines the assumption of equivalent outcomes for everolimus and axitinib with
other changes to the economic model. Following discussions at the NDC, the analyses which used
data for everolimus to proxy PFS and OS for axitinib were considered more appropriate than the
base case analyses and sensitivity analyses initially provided by the company.

e The utility values were high when compared against similar health technology assessments and
the results were sensitive to using alternative utility values.



The Committee also considered the benefits of cabozantinib in the context of the SMC decision modifiers
that can be applied when encountering high cost-effectiveness ratios and agreed that the criterion for a
substantial improvement in life expectancy was satisfied.

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

Other data were also assessed but remain commercially confidential.*

Additional information: guidelines and protocols

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

The European Association of Urology (EAU) published updated EAU guidelines for clear-cell renal
cancer patients who fail VEGF targeted therapy, in 2016.8 The guideline recommends use of nivolumab
or cabozantinib in second-line VEGF-refractory setting. They also consider that these drugs should be
used in sequence in the second- and third-line setting.

The European Association of Urology (EAU) guidelines on renal cell carcinoma were published in 2015.°
In patients with predominantly clear-cell histology advanced/metastatic renal cell carcinoma, first-line
treatments include sunitinib, bevacizumab (plus interferon alpha) or pazopanib. Options in patients who
have progressed on cytokines include; sorafenib, axitinib and pazopanib.

The National Institute for Health and Care Excellence (NICE) published multiple technology appraisal
178; bevacizumab (first-line), sorafenib (first- and second-line), sunitinib (second-line) and temsirolimus
(first-line) for the treatment of advanced and/or metastatic renal cell carcinoma, in August 2009.1° The
advice is as follows:
e Bevacizumab, sorafenib and temsirolimus are not recommended as first-line treatment options
for people with advanced and/or metastatic renal cell carcinoma.
e Sorafenib and sunitinib are not recommended as second-line treatment options for people with
advanced and/or metastatic renal cell carcinoma.

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

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

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



Additional information: comparators

Depending on the line of therapy, key comparators include axitinib, everolimus and supportive care.
Nivolumab has recently been licensed for a similar indication and is included in the table below for
completeness.

Cost of relevant comparators

Drug Dose Regimen Cost per 28 days (£)
Cabozantinib 60mg orally once daily continuously 4,800
Nivolumab 3mg/kg IV infusion every two weeks 5,266
Axitinib 5mg orally twice daily continuously 3,617
Everolimus 10mg orally once daily continuously 2,495

Doses are for general comparison and do not imply therapeutic equivalence. Costs for cabozantinib and axitinib
from eVadis on 3 February 2017. Costs for everolimus from DM&D on 7 February 2017. The median duration of
treatment with cabozantinib in the METEOR study was 8.3 months. Costs do not take any patient access schemes
into consideration.

Additional information: budget impact

The submitting company estimated there would be 222 patients eligible for treatment with cabozantinib
in year 1 rising to 408 patients in year 5. The estimated uptake rate was 14% in year 1 (30 patients)
rising to 63% in year 5 (255 patients).

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A budget
impact template is provided in confidence to NHS health boards to enable them to estimate the predicted
budget with the PAS.

Other data were also assessed but remain commercially confidential.*
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*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
quidelines 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
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feasible by PASAG, a set of guidance notes on the operation of the scheme will be circulated to Area
Drug and Therapeutics Committees and NHS Boards prior to publication of SMC advice.

Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at after careful
consideration and evaluation of the available evidence. It is provided to inform the considerations of
Area Drug & Therapeutics Committees and NHS Boards in Scotland in determining medicines for local
use or local formulary inclusion. This advice does not override the individual responsibility of health
professionals to make decisions in the exercise of their clinical judgement in the circumstances of the
individual patient, in consultation with the patient and/or guardian or carer.
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