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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 resubmission considered under the end of life / orphan medicine process
paclitaxel albumin (Abraxane®) is accepted for use within NHS Scotland.

Indication under review: in combination with gemcitabine for the first-line treatment of adult patients
with metastatic adenocarcinoma of the pancreas.

In a randomised, phase lll, open-label study paclitaxel aloumin plus gemcitabine treatment improved
median overall survival by 1.8 months compared with gemcitabine alone.

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

Overleaf is the detailed advice on this product.
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Indication

Paclitaxel albumin in combination with gemcitabine is indicated for the first-line treatment of adult
patients with metastatic adenocarcinoma of the pancreas.

Dosing Information

The recommended dose of paclitaxel albumin in combination with gemcitabine is 125mg/m?
administered intravenously over 30 minutes on days 1, 8 and 15 of each 28-day cycle. The
concurrent recommended dose of gemcitabine is 1000mg/m? administered intravenously over 30
minutes immediately after the completion of paclitaxel albumin administration on days 1, 8 and 15 of
each 28-day cycle.

Dose modifications are required for: neutropenia and / or thrombocytopenia at the start of a cycle or
within a cycle for patients with pancreatic adenocarcinoma; febrile neutropenia (grade 3 or 4);
peripheral neuropathy (grade 3 or 4); cutaneous toxicity (grade 2 or 3); and, gastrointestinal toxicity
(grade 3 mucositis or diarrhoea).

Paclitaxel albumin should only be administered under the supervision of a qualified oncologist in
units specialised in the administration of cytotoxic agents. It should not be substituted for or with
other paclitaxel formulations.

Product availability date

27 January 2014
Paclitaxel albumin meets SMC orphan and end of life criteria for this indication.

Summary of evidence on comparative efficacy

Paclitaxel albumin is a solvent-free nanoparticle albumin-bound paclitaxel powder for suspension for
infusion that eliminates solvent related toxicities associated with other formulations of paclitaxel.
Paclitaxel albumin was initially licensed for the treatment of metastatic breast cancer. The marketing
authorisation has subsequently been extended to include the combination treatment of patients with
pancreatic adenocarcinoma.

The submitting company requested that SMC considers paclitaxel albumin across two patient
populations: for the full marketing authorisation and also when positioned for use in the subgroup of
patients with a Karnofsky Performance Status (KPS) score of 70 to 80.

Evidence to support this licence extension comes from study CA046, a phase lll, international, open-
label study comparing the efficacy of paclitaxel albumin plus gemcitabine with gemcitabine alone in
patients with previously untreated metastatic pancreatic adenocarcinoma and a KPS 270.! Patients
were randomised in a 1:1 ratio and stratified by KPS score (70 to 80 versus 90 to 100), presence of
liver metastases (yes versus no), and geographic region (Australia versus Eastern Europe versus
Western Europe versus North America) to receive paclitaxel albumin plus gemcitabine (n=431) or
gemcitabine alone (n=430). Patients in the paclitaxel albumin plus gemcitabine group received
paclitaxel albumin 125mg/m? intravenously (IV) over 30 to 40 minutes followed by gemcitabine
1000mg/m? IV over 30 minutes on day 1, 8 and 15 of a 28-day cycle. Patients in the gemcitabine
group received gemcitabine 1000mg/m? 1V over 30 minutes on day 1 for seven of eight weeks in cycle
1 then on day 1, 8 and 15 of a 28-day cycle from cycle 2 onwards. Treatment was continued until
progressive disease or unacceptable toxicity.



The primary outcome, measured in the intention to treat population (ITT), which included all
randomised patients, was overall survival (OS) defined as time from the date of randomisation to the
date of death from all causes. A statistically significant improvement of 1.8 months (8.5 versus 6.7
months) in OS was shown for patients in the paclitaxel albumin plus gemcitabine group versus
gemcitabine alone (hazard ratio [HR] 0.72, 95% confidence interval [CI]: 0.62 to 0.83, p<0.001) at the
final analysis (data cut-off September 2012). In most subgroups, the treatment effect favoured the
paclitaxel albumin plus gemcitabine group, with the exception of patients =75 years of age and
patients with normal baseline carbohydrate antigen 19-9 (CA19-9) levels where there was no
significant difference between the groups.

The secondary outcome of median progression free survival (PFS) was prolonged by 1.8 months in
the paclitaxel albumin plus gemcitabine group compared with the gemcitabine group (5.5 versus 3.7
months respectively, HR 0.69 [95% CI: 0.58 to 0.82 p<0.001]). The treatment effect on PFS
consistently favoured the paclitaxel albumin plus gemcitabine group across most patient subgroups
except in patients 275 years of age, where PFS was equivalent between the two treatment groups.

Updated median efficacy data (data cut-off May 2013) showed median OS was 8.7 months in the
paclitaxel albumin plus gemcitabine group, and 6.6 months in the gemcitabine group (HR 0.72 [95%
Cl: 0.62 to 0.82, p<0.0001]), a difference of 2.1 months.?

A similar proportion of patients in each group received subsequent anticancer therapies, 38% in the
paclitaxel albumin plus gemcitabine group and 42% in the gemcitabine group. A sensitivity analysis,
censoring patients at the initiation of subsequent anticancer therapy, produced similar results to the
primary analysis, median overall survival was 9.4 months in the paclitaxel albumin plus gemcitabine
group and 6.8 months in the gemcitabine group (HR 0.68 [95% CI: 0.56 to 0.82], p<0.0001).”

In the pre-specified subgroup of patients with KPS 70 to 80, who made up around 40% of the ITT
population, patients randomised to paclitaxel albumin plus gemcitabine (n=179) had a median overall
survival of 7.6 months compared with 4.3 months for patients randomised to gemcitabine alone
(n=161); treatment difference 3.3 months, HR 0.61 (95% ClI: 0.48 to 0.78), p<0.0001.2

The study reported no formal Quality of Life assessments. However, the pattern of shift in KPS from
baseline score to worst post-baseline score was similar between the two treatment groups. There was
no indication of decrement in performance status in the paclitaxel albumin plus gemcitabine versus
gemcitabine groups.

Summary of evidence on comparative safety

In the pivotal CA046 study, paclitaxel albumin plus gemcitabine induced adverse events associated
with paclitaxel albumin or gemcitabine monotherapy but at higher frequencies. Safety data indicated
that the efficacy benefit of paclitaxel albumin plus gemcitabine was associated with increased toxicity,
in particular, myelotoxicity, sepsis, pneumonitis and peripheral neuropathy, compared with
gemcitabine monotherapy.’

Almost all patients treated in the CA046 study reported an adverse event. Treatment-related adverse
events 2grade 3 and reported with a 25% difference in the paclitaxel albumin plus gemcitabine group
compared with the gemcitabine group were neutropenia (33% versus 21%), fatigue (17% versus 7%),
leukopenia (9% versus 4%), peripheral sensory neuropathy (8% versus 0%), and peripheral
neuropathy (8% versus 0%). An adverse event led to death in 4% of patients in each treatment
group; sepsis and pneumonitis were a more common cause of death in the paclitaxel albumin plus
gemcitabine group.*



Summary of clinical effectiveness issues

Pancreatic cancer is the fifth leading cause of cancer-related death in men and women in Scotland.
Exocrine tumours are the most common type of pancreatic cancer, with adenocarcinoma representing
about 95% of cancers of the exocrine pancreas. The 5-year OS rate in Scotland for all stages of
pancreatic cancer combined is 3% and median OS remains less than 6 months in metastatic
pancreatic cancer patients. Paclitaxel albumin meets SMC orphan and end of life criteria for this
indication.

The submitting company has requested that SMC considers paclitaxel albumin across two patient
populations: for the full marketing authorisation and when positioned for use in patients with a KPS
score of 70 to 80.

Patients with pancreatic adenocarcinoma currently have limited treatment options. Single agent
gemcitabine is the standard first line chemotherapy. Very fit patients may be offered off-label treatment
with oxaliplatin, irinotecan, disodium folinate and fluorouracil (FOLFIRINOX). These options are
limited by efficacy (gemcitabine) and tolerability (FOLFIRINOX). Therefore there is an unmet need for
effective and tolerated chemotherapy treatments.

In the patients studied, who all had a KPS score 270, there was a statistically significant and clinically
relevant survival benefit of 1.8 months demonstrated in the paclitaxel albumin plus gemcitabine group
compared with the gemcitabine group in the CA046 study (median OS, 8.5 versus 6.7 months
respectively). In the subgroup of patients with a KPS score of 70 to 80, the median overall survival
benefit was greater with a treatment difference of 3.3 months compared with gemcitabine.® According
to clinical experts consulted by SMC, the five-point World Health Organisation scoring system is used
to measure performance status in clinical practice, making it difficult to identify patients who would fall
into the above subgroup.

The study was open label; this is considered standard practice in oncology. Blinded independent
review of statistical analysis and radiological review was performed so the open label nature of the
study should not have affected the efficacy outcomes; however, it could have affected the reporting of
adverse events. There were protocol violations by 17% and 12% of patients in the paclitaxel albumin
plus gemcitabine group and gemcitabine group respectively. The most common violation was the
inclusion of patients who did not meet all inclusion and exclusion criteria (7% in both groups), with the
remainder being dosing errors. The study was not conducted in the UK but it did include patients from
Western Europe.*

In the small subgroup of patients =75 years of age (n=41 and n=49 in the paclitaxel albumin plus
gemcitabine and gemcitabine groups respectively), tolerability was poorer and the HR for OS favoured
gemcitabine treatment. The administration of paclitaxel albumin to patients =75 years should be
carefully considered.® Subgroup analysis also suggests that the benefit of paclitaxel albumin plus
gemcitabine treatment in patients with normal CA19-9 levels prior to the start of treatment is uncertain
as the HR favoured gemcitabine alone.*



The higher frequency of adverse events experienced by patients receiving paclitaxel albumin plus
gemcitabine is of concern as the combination is being given in the last few months of life. Due to the
substantially increased toxicity associated with paclitaxel albumin plus gemcitabine, this treatment is
only feasible for patients with a good performance status. The adverse events due to paclitaxel
albumin plus gemcitabine were generally manageable with dose reductions, delays, treatment
discontinuation and / or supportive care.* Patients in the study had a higher performance status (KPS
score 270) than may be seen in clinical practice. No data were presented to support the use of
paclitaxel albumin in patients with lower performance scores. The study did not include a
measurement of patients’ Quality of Life.

A Mixed Treatment Comparison (MTC) was used to estimate the clinical efficacy of paclitaxel albumin
plus gemcitabine compared with gemcitabine plus capecitabine (GEMCAP) and FOLFIRINOX. The
company notes that these comparisons are not part of the base-case analysis and are included in the
economic section as secondary scenario analyses. Clinical experts consulted by SMC have advised
that gemcitabine is the most appropriate comparator.

Clinical experts consulted by SMC highlighted the survival benefit of paclitaxel albumin plus
gemcitabine over the current treatment, gemcitabine monotherapy. They considered that the place in
therapy of paclitaxel albumin plus gemcitabine would be in place of gemcitabine monotherapy, and for
patients with a high performance status with a contra-indication or intolerance to FOLFIRINOX.

Summary of patient and clinician engagement

A patient and clinician engagement (PACE) meeting with patient group representatives and clinical
specialists was held to consider the added value of paclitaxel albumin, as an orphan and end of life
medicine, in the context of treatments currently available in NHS Scotland.

The key points expressed by the group were:

e Pancreatic cancer has a devastating impact on patient and their families. It has the worst survival
rates of the 21 most common forms of cancer and is predicted to be the fourth leading cause of
cancer death by 2020.

o Paclitaxel albumin in combination with gemcitabine represents an additional treatment option for a
disease that has extremely poor prognostic outcomes and limited number of treatments.

e Paclitaxel albumin offers an improvement in overall survival described as being highly significant
in the context of limited remaining months. This additional time was particularly meaningful for
patients and their families.

o Paclitaxel albumin offers greater and longer disease stabilisation compared to gemcitabine
monotherapy and improved tolerability compared to the FOLFIRINOX regimen. Patients and
clinicians described emerging evidence of better symptom and pain control compared to existing
treatment options.

e Clinicians noted that there is an equity issue that can be distressing for patients and can impact
on NHS Scotland’s ability to participate in clinical research.




e The PACE group felt strongly that this medicine should be made available in NHS Scotland in-line
with the licensed indication for patients who would otherwise receive either gemcitabine
monotherapy or FOLFIRINOX.

Summary of comparative health economic evidence

The company submitted a cost-utility analysis comparing paclitaxel albumin plus gemcitabine with
gemcitabine monotherapy for the first line treatment of metastatic pancreatic adenocarcinoma. In this
resubmission, in addition to the whole indication analysis, the company provided a subgroup analysis
for patients with a KPS score of 70 to 80.

The economic model consisted of a Markov structure with health states for progression free on
treatment, progression free off treatment and disease progression. A lifetime time horizon was
adopted, which was 10 years. Patients in the disease progression state received either second line
chemotherapy (about 40% of patients) or palliative care. Patients in the last 4 weeks of life received
terminal palliative care. The clinical data source for the model was the patient level data from the
comparative CA046 study, with the KPS 70 to 80 data drawn from a pre-defined subgroup within the
CAO046 study.

Extrapolation of PFS, time on first line treatment, and OS was performed by fitting parametric
functions to the observed data from study CA046. The selection of best fitting and clinically plausible
functions appears to have been performed to accepted standards.

Utilities for the health states and adverse events were derived from published literature with the base
case values for the PFS health state estimated at 0.80. A 0.05 decrement was applied to the PFS
state resulting in a utility of 0.75 for the progressive disease health state based on a trial-based study
in advanced pancreatic cancer using the EQ-5D but with the US valuation tariff applied. These utilities
were applied in both the whole indication analysis and the subgroup analysis.

Costs covered drug acquisition and administration for first and second line treatments, monitoring,
adverse event management and palliative care. For estimation of the costs of drug administration for
the IV infusion of paclitaxel albumin and gemcitabine, a body surface area of 1.75m? was assumed,
and drug cost was calculated based on an estimate that 22% of vials are shared in clinical practice.

The base case results for the whole population was an incremental cost-effectiveness ratio (ICER) of
£52,885 per quality-adjusted life-year (QALY) gained for paclitaxel albumin plus gemcitabine vs
gemcitabine, based on an incremental cost of £8,232, incremental survival of 2.5 months, and
incremental QALYs of 0.156. The base case result for the KPS 70 to 80 sub group was an ICER of
£42,236 per QALY gained for paclitaxel albumin plus gemcitabine vs gemcitabine, based on an
incremental cost of £9,039, incremental survival of 3.3 months, and incremental QALYs of 0.214. The
key driver of the incremental costs is the additional drug acquisition cost of adding paclitaxel aloumin
to gemcitabine, with smaller additional administration, monitoring and adverse event treatment costs.

In sensitivity and scenario analysis, the ICER for the whole population was reasonably sensitive to
variation in the estimate of OS benefit from the parametric modelling, with an ICER range of
£45.7kIQALY to £87k/QALY when varying the paclitaxel albumin plus gemcitabine OS benefit
parameter by its 95% confidence intervals. Another area of uncertainty was the utility estimates for
PFS and progressive disease. In scenario analysis, lower utilities of 0.74 and 0.67 for PFS and
progressive disease were applied (based on pooled utilities from several studies and a 0.07
decrement for the estimation of the progressive disease state utility), representing an average of PFS
utilities from published EQ-5D studies in pancreatic cancer, resulting in an ICER of £58k per QALY
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gained. A scenario assuming no vial sharing and lower utilities increased the ICER to £59k/QALY. In
relation to the KPS 70 to 80 sub group, the use of lower utilities increased the ICER to £46k/IQALY
gained and a scenario assuming no vial sharing and lower utilities increased the ICER to £47k/QALY.

A further scenario analysis for the whole population was performed for secondary comparisons based
on a MTC with off-label regimens that are potentially used in metastatic pancreatic cancer patients
with good performance status. The result was an estimated ICER of £98k/QALY vs. gemcitabine plus
capecitabine, and lower QALYs but lower costs than FOLFIRINOX. However, the company argued
that these regimens are not important comparators being off-label and used only in the fittest patients,
and that clinicians, in practice, would only use paclitaxel aloumin plus gemcitabine in place of current
use of gemcitabine monotherapy in metastatic pancreatic cancer patients. It is likely that the
secondary comparators may not be important comparators for the KPS 70 to 80 sub group.

In additional to the high cost per QALY for the whole population and the subgroup, the main

weaknesses with the economic case are as follows:

e It is worth noting that there are no clinical data to support the economic case for a group of
patients within the licensed indication - patients with a KPS 50 to 60. However, SMC experts
indicated that patients with a KPS score of 50 to 60 are unlikely to receive chemotherapy.

e There are concerns that the utility values used within the analysis may lack face validity. Using
lower utility values has an upward pressure on the ICER which increases towards £60k and £50k
for the whole population and subgroup respectively. Furthermore, within the resubmission
sensitivity analysis, an increased decrement from PFS to progressive disease health state of 0.07
still appears to lack face validity. Therefore, further sensitivity analyses in which the utilities of
0.744 and 0.6 were assumed for the PFS and disease progressive state respectively were
requested. In this scenario, the ICER increased to £59k and £49k for the whole population and
subgroup respectively.

e Although there are concerns surrounding the robustness of the indirect comparison, this may not
impact the economic case as the indirect comparison was only used to assess the secondary
comparators that are not deemed to be the most important in the Scottish context. This is
particularly the case for the KPS 70 to 80 subgroup.

Based on the responses from SMC clinical experts, the Committee agreed that its decision should be
be based on the population covered by the licensed indication, and not the KPS score 70 to 80
subgroup.

As paclitaxel albumin meets the SMC criteria for an orphan medicine, SMC can accept greater
uncertainty in the economic case. The Committee considered the benefits of paclitaxel albumin in the
context of its decision modifiers that can be applied when encountering high cost-effectiveness ratios
or where there is increased uncertainty and concluded that the criterion for a substantial improvement
in survival was met.

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

Summary of patient and public involvement

The following information reflects the views of the specified Patient Groups.

e A joint submission was received from Pancreatic Cancer Scotland (PCS), Pancreatic Cancer
Action (PCA) and Pancreatic Cancer UK (PCUK), which are all registered charities.



e PCA and PCUK have received funding from several pharmaceutical companies in the past two
years, including from the submitting company. PCS has not received any pharmaceutical company
funding in the past two years.

e Pancreatic cancer is a life limiting disease and has the worst survival rate of the 21 most common
forms of cancer. The disease has extensive debilitating symptoms and has a huge emotional and
psychological impact on patients and carers.

e Current treatment options are limited. The current standard chemotherapy treatment has proven to
offer an extremely limited survival benefit and symptom control. Currently only approximately 10%
of patients will respond to this. Other treatment options are only suitable for patients with a very
high performance status due to the associated high levels of toxicity. Therefore very few patients
are able to tolerate treatment.

o Advantages of the new treatment include: the possibility of increased survival time; an additional
treatment option which is more tolerable than current best available treatment; better symptom and
pain control leading to more quality time for patients to spend with family and friends.

Additional information: guidelines and protocols

The European Society for Medical Oncology (ESMO) published the guideline “Pancreatic
adenocarcinoma: ESMO-ESDO Clinical Practice Guidelines for diagnosis, treatment and follow-up” in
June 2012.° This advises that gemcitabine is a reasonable treatment choice for patients with
metastatic (Stage IV) disease. Combinations of gemcitabine and 5-fluorouracil, capecitabine,
irinotecan, cisplatin or oxaliplatin do not confer a significant advantage in survival and should not be
used as standard first line treatment of metastatic pancreatic cancer. FOLFIRINOX (5- fluorouracil,
irinotecan and oxaliplatin) confers a significant improvement in the OS of patients with Stage IV
pancreatic cancer and can be considered a novel therapeutic option for those 75 years old or younger
with a good performance status (0 or 1) and bilirubin levels no more than 1.5 x the upper limit of
normal. Treatment with a combination of gemcitabine and erlotinib can be given, but should only be
continued past 8 weeks if patients develop a significant skin rash, as this appears to be the defining
feature of those who benefit from the combination. [Note: erlotinib is not currently recommended by
the SMC for the treatment of metastatic pancreatic cancery].

The National Comprehensive Cancer Network (NCCN) has published clinical practice guidelines in
Oncology for pancreatic adenocarcinoma in 2014.” The recommendations are categorised according
to evidence and consensus.* For patients with metastatic disease with good performance status,
suggested treatments include: a clinical study; FOLFIRINOX; pacliltaxel albumin plus gemcitabine;
gemcitabine plus erlotinib; gemcitabine-based combination therapy; gemcitabine monotherapy;
capecitabine. Salvage therapy in these patients would be: a clinical study; fluoropyrimidine-based
chemotherapy if previously treated with gemcitabine-based therapy; gemcitabine-based therapy if
previously treated with fluropyrimidine-based therapy; or radiotherapy for severe pain refractive to
narcotic therapy. In all cases this would be followed with palliative and best supportive care or a
clinical study as necessary. In patients with poor performance status, gemcitabine monotherapy or
best supportive care is recommended.

Note that paclitaxel albumin plus gemcitabine is a category 2B recommendation i.e. the
recommendation is based on lower-level evidence and there is non uniform NCCN consensus (but no
major disagreement).



*Category 1: the recommendation is based on high level evidence and there is uniform NCCN
consensus. Category 2A: the recommendation is based on lower-level evidence and there is uniform
NCCN consensus. Category 2B: the recommendation is based on lower-level evidence and there is
non uniform NCCN consensus (but no major disagreement); Category 3: the recommendation is
based on any level of evidence but reflects major disagreement].

Additional information: comparators

Gemcitabine is the standard chemotherapy for first line treatment of pancreatic adenocarcinoma. Very
fit patients may receive off-label treatment with FOLFIRINOX (folinic acid, 5-fluorouracil, irinotecan,
oxaliplatin). The combination of gemcitabine and erlotinib is licensed for the treatment of pancreatic
cancer but its use is not recommended by SMC.

Cost of relevant comparators

Drug Dose Regimen Cost per Cost per
cycle (£) | course (£)
Paclitaxel albumin 125mg/m? IV days 1, 8 and 15 of 3,084 18,504
plus each 28-day cycle
gemcitabine 1000mg/m? IV days 1, 8 and 15 of
each 28-day cycle
Oxaliplatin 85mg/m? IV on day 1 of a 14-day cycle 1,246 12,460
plus 180mg /m? IV on day 1 of a 14-day
irinotecan cycle
plus 400mg /m? IV on day 1 of a 14-day
disodium folinate cycle
plus 400mg/m? IV bolus followed by 2400
fluorouracil mg/m? as a 46-hour continuous
infusion every 14 days
(FOLFIRINOX)*
Gemcitabine Cycle 1: 1000mg/m? IV once weekly 2,030 for 3,770
for up to 7 weeks followed by a week cycle 1,
of rest (56-day cycle). 870 for
Subsequent cycles: 1000mg/m? on subsequent
day 1, 8 and 15 of a 28 day cycle cycles

Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis except
paclitaxel albumin and oxaliplatin from MIMS online and disodium folinate from BNF online, all accessed 8
September 2014. Doses calculated using 1.8m” body surface area. Costs per course assumes: six 28-day
cycles of paclitaxel albumin plus gemcitabine; ten 14-day cycles of FOLFIRINOX; one 56-day cycle plus two 28-
day cycles of gemcitabine. *Off-label use.

Additional information: budget impact

The submitting company estimated the population eligible for treatment to be 157 in year 1 and 136 in
year 5, with an estimated uptake rate of 30% in year 1 and 60% in year 5.

The gross impact on the medicines budget was estimated to be £389k in year 1 and £735k in year 5.
No other drugs were assumed to be displaced.
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*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
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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.

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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