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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 NHS
Scotland. The advice is summarised as follows:

ADVICE: following a full submission considered under the orphan process
riociguat (Adempas®) is accepted for restricted use within NHS Scotland.

Indication under review: Pulmonary arterial hypertension (PAH): as monotherapy or in combination
with endothelin receptor antagonists, for the treatment of adult patients with PAH with World Health
Organisation Functional Class (WHO FC) Il to Ill to improve exercise capacity. Efficacy has been
shown in a PAH population including aetiologies of idiopathic or heritable PAH or PAH associated
with connective tissue disease.

SMC restriction: for use as a PAH-specific monotherapy as an alternative treatment option to
endothelin receptor antagonist (ERA) monotherapy in adult patients with PAH of WHO FC Il to lll. It
is restricted to initiation and prescribing by specialists in the Scottish Pulmonary Vascular Unit or by
similar specialists.

Riociguat demonstrated significant improvement compared with placebo in exercise capacity, in
terms of six-minute walking distance, in patients with symptomatic PAH in a phase Il study.

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

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

Overleaf is the detailed advice on this product.

Chairman,
Scottish Medicines Consortium

Published 13 July 2015



Indication

Pulmonary arterial hypertension (PAH): as monotherapy or in combination with endothelin receptor
antagonists, for the treatment of adult patients with PAH with World Health Organisation Functional
Class (WHO FC) Il to lll to improve exercise capacity.

Efficacy has been shown in a PAH population including aetiologies of idiopathic or heritable PAH or
PAH associated with connective tissue disease.

Dosing Information

The recommended starting dose is 1mg three times daily for two weeks. Tablets should be taken
three times daily approximately six to eight hours apart. The dose should be increased by 0.5mg
three times daily every two weeks to a maximum of 2.5mg three times daily, if systolic blood pressure
is 295mmHg and the patient has no signs or symptoms of hypotension. In some PAH patients, an
adequate response on the six-minute walk distance (6MWD) may be reached at a dose of 1.5mg
three times a day. If systolic blood pressure falls below 95mmHg, the dose should be maintained
provided the patient does not show any signs or symptoms of hypotension. If at any time during the
up-titration phase systolic blood pressure decreases below 95mmHg and the patient shows signs or
symptoms of hypotension the current dose should be decreased by 0.5mg three times daily.

Tablets can generally be taken with or without food. For patients prone to hypotension, as a
precautionary measure, switches between fed and fasted riociguat intake are not recommended
because of increased peak plasma levels of riociguat in the fasting compared to the fed state.

Treatment should only be initiated and monitored by a physician experienced in the treatment of
chronic thromboembolic pulmonary hypertension (CTEPH) or PAH.

Product availability date
7 April 2014. Riociguat meets SMC criteria for orphan status.

Summary of evidence on comparative efficacy

Pulmonary arterial hypertension (PAH) is characterised by a progressive increase in pulmonary
vascular resistance leading to right ventricular failure and premature death. PAH has been associated
with impaired nitric oxide-soluble guanylate cyclase-cyclic guanosine monophosphate (NO-sGC-
cGMP) signalling in the vascular endothelium and consequent reduction of cGMP concentrations in
the pulmonary vascular smooth muscle.! Riociguat has two distinct mechanisms of action: it directly
stimulates sGC independently of NO and it increases the sensitivity of sGC to NO.?

The submitting company has requested that SMC considers riociguat when positioned for use as a
PAH-specific monotherapy as an alternative treatment option to endothelin receptor antagonist (ERA)
monotherapy in adult patients with PAH of WHO FC Il to Ill.

The evidence to support the marketing authorisation comes from PATENT-1, a phase Il multicentre,
randomised, double-blind, placebo-controlled study in 443 patients with symptomatic PAH (idiopathic,
familial or associated with connective tissue disease, congenital heart disease, portal hypertension
with liver cirrhosis or anorexigen or amphetamine use).® Patients were required to have a pulmonary
vascular resistance greater than 300 dyn-second-cm™, a mean pulmonary-artery pressure of at least
25mmHg and a six minute walking distance (6MWD) of 150m to 450m. Patients were randomised in a
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4:2:1 ratio, stratified according to previous treatment, then allocated to the riociguat 2.5mg maximum
group (n=254), the placebo group (n=126) or the riociguat 1.5mg maximum group (n=63). The starting
dose of riociguat was 1mg orally three times a day with the dose individually adjusted every two weeks
according to the patient’'s systolic systemic arterial blood pressure and signs or symptoms of
hypotension. In the riociguat 2.5mg maximum group, the final dose range was 0.5mg to 2.5mg three
times a day, and in the riociguat 1.5mg maximum dose group, the final dose range was 0.5mg to
1.5mg three times a day. Doses were adjusted according to protocol until week 8, then patients
continued to take that dose until week 12. The riociguat 1.5mg maximum group was for exploratory
purposes and this group was not included in the efficacy analyses.®

At week 12, in the mITT population (all patients who underwent randomisation and received at least
one dose of study drug) with missing values imputed, the 6MWD increased by a mean of 30m in the
riociguat 2.5mg maximum group (baseline =361m) and decreased by a mean of 6m in the placebo
group (baseline =368m), least-squares mean difference 36m (95% Cl: 20 to 52, p<0.001).?

In the treatment naive subgroup (monotherapy, n=189), 6MWD increased from a baseline of 370m by
a mean of 32m in the riociguat 2.5mg maximum group (n=123) and decreased in the placebo group
(n=66) from a baseline of 360m by a mean of 6m (least-squares mean difference 38m, 95% CI 16 to
60).3

Time to clinical worsening was a composite endpoint defined as the occurrence of one of the
following: death, heart/lung transplantation, atrial septostomy, hospitalisation due to persistent
worsening of PAH, start of new specific PAH medication or modification of previous treatment due to
worsening, persistent decrease of >15% from baseline or >30% compared with the last study related
measurement in 6MWD due to worsening PAH, persistent worsening of WHO FC. There was a
statistically significant difference in the time to clinical worsening for patients in the riociguat 2.5mg
maximum group compared with the placebo group; 2.3% versus 5.7%, p=0.0046."° The mean
changes from baseline at the end of week 12 for the other secondary endpoints are presented in table
1.

Table 1: PATENT-1 secondary endpoints. Mean change from baseline at the end of week 12.

Placebo group | Riociguat 2.5mg | Least-squares P value
(xstandard maximum group | mean difference
deviation) (xstandard (95% Cl)
deviation)
Pulmonary -9 (£317) -223 (+260) -226 <0.001
vascular (-281t0 -170)
resistance
(dyn-second-cm™)
NT-proBNP 232 (x1011) -198( £1721) -432 <0.001
(picograms/mL) (-782 to -82)
WHO FC 14% moved to 21% moved to - 0.003
lower class lower class
(improvement) (improvement)
71% stayed in 76% stayed in
the same class same class
14% moved to 4% moved to
higher class higher class
Borg dyspnoea 0.1 (x2.1) -0.4 (+1.7) - 0.002
score

NT-proBNP: N-terminal pro-brain natriuretic episode




Quality of life was measured using the EuroQol Group 5-Dimension Self-Report Questionnaire (EQ-
5D) and the Living with Pulmonary Hypertension (LPH) questionnaire. The EQ-5D score was not
statistically significantly different between the groups. The LPH scores favoured riociguat; however,
this was considered exploratory due to the hierarchical testing procedure.®

Patients who did not experience any serious adverse events in PATENT-1 were eligible to enrol in
PATENT-2, the long-term extension study. The primary outcome of PATENT-2 was to assess the
safety and tolerability of riociguat; 6BMWD and WHO FC were assessed as secondary endpoints. Most
patients (98%, 396/405) who completed PATENT-1 enrolled in PATENT-2. Patients underwent an
eight-week double blind dose adjustment phase before commencing long term open-label riociguat,
dose adjusted up to a maximum of 2.5mg three times a day. Two-year results (the final analysis
before most patients were switched to commercial drug) were presented at the European Respiratory
Society International Congress in September 2014. Improvements in secondary efficacy outcomes,
6MWD, NT-proBNP and WHO FC, were associated with a reduction in clinical worsening.’

Other data were also assessed but remain commercially confidential.*

Summary of evidence on comparative safety

Most patients in PATENT-1 reported an adverse event: 89% (227/254) of the riociguat 2.5mg
maximum group and 86% (108/126) of the placebo group. The most frequently occurring serious
adverse events (reported in the riociguat 2.5mg maximum group versus the placebo group) were
syncope (1% versus 4%), worsening pulmonary hypertension (<1% versus 2%), chest pain (1% in
both groups) and right ventricular failure (1% in both groups).®

Adverse events reported in at least 10% of patients in the riociguat 2.5mg maximum group (versus the
placebo group) were headache (27% versus 20%), dyspepsia (19% versus 8%), peripheral oedema
(17% versus 11%), nausea (16% versus 13%), dizziness (16% versus 12%), diarrhoea (14% versus
10%%, vomiting (10% versus 9%), nasopharyngitis (10% versus 11%) and hypotension (10% versus
2%).

Discontinuation of treatment due to adverse events was low (3% in the riociguat 2.5mg maximum
group and 7% in the placebo group).®

The adverse event profile of riociguat in PATENT-2 (n=396) was similar to that observed in PATENT-
1. Respiratory tract bleeding-related adverse events were observed, 51 events were reported,
including haemoptysis and five pulmonary haemorrhage events, suggesting a potential increased risk
in patients taking riociguat.®

No comparative safety data are available. Refer to the summary of product characteristics for details.

Summary of clinical effectiveness issues

PAH in Scotland is managed through a central unit, the Scottish Pulmonary Vascular Unit. SMC has
previously accepted the three endothelin receptor antagonists (macitentan, bosentan and
ambrisentan), the two phosphodiesterase-5 inhibitors (sildenafil and tadalafil) and nebulised iloprost
for use restricted to initiation by specialists in this unit or by similar specialists. The introduction of 1V
epoprostenol for PAH pre-dates SMC. It should be noted that the marketing authorisations for each of
these medicines are all slightly different. Similar to other medicines for PAH, riociguat has an orphan
designation for this indication. The submitting company has requested that SMC considers riociguat
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when positioned for use as a PAH-specific monotherapy as an alternative treatment option to ERA
monotherapy in adult patients with PAH of WHO FC Il to lll. The treatment naive subgroup in the
PATENT-1 study provides evidence to support the use of riociguat as monotherapy. Clinical experts
consulted by SMC suggest that phosphodiesterase-5 inhibitors may be used first line in this group of
patients. No information has been provided about efficacy or safety of riociguat in patients who have
previously received a phosphodiesterase-5 inhibitor.

Riociguat demonstrated significant improvement compared with placebo in exercise capacity, in terms
of BMWD, in patients with symptomatic PAH in the pivotal study. The primary outcome 6MWD is a
surrogate outcome. Although 6MWD is still considered a valid endpoint, there is a lack of correlation
with clinical outcomes and there are other clinical outcomes that may be more relevant, e.g. time to
clinical worsening.! An increase in BMWD is of less relevance to patients who have a relatively long
baseline 6BMWD, in particular patients with baseline WHO FC 1.2 Deteriorations of clinical status that
lasted less than 48 hours were not included in time to clinical worsening events in the studies, even if
patients required hospitalisation, as they were not considered persistent.' The pivotal study was only
of 12 weeks duration, but the extension study provides non-comparative data supporting the use of
riociguat for up to two years.>® The usefulness of the riociguat 1.5mg maximum treatment group was
questioned by the European Medicines Agency (EMA) as it was not possible to perform robust
analysis of the results at different dosing levels." The riociguat summary of product characteristics
states that an adequate response on the 6MWD may be reached at a dose of 1.5 mg three times a
day for some patients with PAH.?

The design of the study was considered adequate at the time; however, a comparative study would
have been preferred, particularly for treatment naive patients who have several medicines currently
available for use."

Separate Bucher indirect comparisons were undertaken to compare riociguat with bosentan,
ambrisentan and macitentan for the monotherapy treatment of PAH. The key riociguat study
(PATENT-1), six studies of bosentan, one study of macitentan and two studies of ambrisentan were
identified from a systematic review. A number of efficacy and safety endpoints were analysed for
each comparison, depending on the availability of data from the studies. There were no significant
differences between riociguat and comparators for 6BMWD, any serious adverse event, all cause
withdrawals and withdrawals due to an adverse event. For the comparison versus bosentan there
were no significant differences for all other efficacy outcomes, including pulmonary vascular
resistance, WHO FC worsening, WHO FC improvement, BORG CR 10 and clinical worsening except
for WHO FC remaining stable, which favoured riociguat. For the comparison versus ambrisentan,
there were no significant differences for the other efficacy outcomes analysed of WHO FC worsening,
BORG CR 10 and clinical worsening. No other efficacy outcomes were analysed for the comparison
versus macitentan due to lack of data, which is a limitation. There were also limitations with the
indirect comparisons in terms of heterogeneity between studies. For the indirect comparison versus
bosentan, study design (study duration, size of study population and lower age of patients recruited)
and patient characteristics (PAH aetiology) varied. Study durations and lower age of patients recruited
also varied for the indirect comparison versus macitentan. Two sensitivity analyses for the riociguat
versus bosentan comparison provided some reassurance regarding heterogeneity in terms of study
durations and PAH aetiology. Another limitation is variation across the studies for some outcomes in
the placebo arms. Finally, a network meta-analysis (NMA) may have provided a more robust
comparison; three studies were excluded from the indirect comparison due to the lack of a common
comparator reducing the evidence base. The submitting company subsequently provided a NMA that
included an additional two studies which compared bosentan to sildenafil and some additional data
from a previously included study. Results of the NMA were similar to those reported for the Bucher
indirect comparisons providing reassurance that riociguat has similar efficacy and safety to bosentan,
ambrisentan and macitentan for the outcomes assessed.



Dose titration of riociguat is required to improve tolerability' therefore patients may be required to
attend clinic visits for dose titration more frequently than for other PAH treatments. Monitoring of full
blood count and liver function tests are required when ERAs are prescribed; this is not required with
riociguat.?®°

Summary of patient and clinician engagement

A patient and clinician engagement (PACE) meeting with a patient group representative and a clinical
specialist was held to consider the added value of riociguat, as an orphan medicine, in the context of
treatments currently available in NHS Scotland for adults with pulmonary arterial hypertension (PAH)
with WHO Functional Class Il to Ill, limited to use as a PAH-specific monotherapy, as an alternative
treatment option to endothelin receptor antagonists.

The key points expressed by the group were:

e PAH is a debilitating and progressive disease, which can occur at any age. Patients are often
diagnosed in their 40-50s and likely to have a key role as carers of children and/or
breadwinners.

e Symptoms include severe breathlessness that can make simple tasks of day to day living such
as walking more than a few steps or getting out of bed very difficult. This makes it difficult for
patients to self-care and family members may have to give up work to care for patients adding
to the financial burden.

¢ Riociguat has been shown to improve exercise tolerance and reduce shortness of breath. The
increased ability to self care results in greater independence with a positive impact on the
quality of life of patients and their families.

e |t would only be made available through the National Pulmonary Vascular Unit where there are
established stopping rules in place if patients fail to respond to treatment after 3 months.

e There are plans underway to develop local specialist centres to monitor stable patients with
PAH and consequentially patients would only need to travel to the national centre for an annual
review. As riociguat provides another option to stabilise symptoms, more patient care could be
shared with local centres increasing convenience for patients and their families.

e [tis an oral preparation which is easier for patients and their families to manage compared to
alternative intravenous treatment options.

e Side effects are relatively minor and easy to manage e.g. headaches. Dose titration to the
established dose is straightforward and patients do not require intensive monitoring unlike the
need for monthly liver function tests for patients taking ERAs.



Summary of comparative health economic evidence

The submitting company presented a cost-minimisation analysis which compared riociguat against
bosentan, ambrisentan and macitentan. The company positioned riociguat as a PAH-specific
monotherapy as an alternative treatment to ERA monotherapy in adult patients with PAH of WHO FC
[I'to III.

The time horizon for the analysis was two years to reflect an initiation period in year 1 and a
maintenance period in year 2. The analysis was performed from a Scottish NHS perspective.

Data to support the comparable efficacy of riociguat, bosentan, ambrisentan and macitentan were
derived from the Bucher indirect comparison. The results of the analysis reported that riociguat was of
comparable efficacy and tolerability to the ERA comparators for the outcomes assessed.

The cost-minimisation analysis focused on medicine, initiation and titration costs in the first year of the
analysis. The second year of the analysis focused on medicines costs only.

The base case result estimated that the cost of riociguat in the first and second year of the analysis
was £26,458.60 and £26,002.60 respectively.

A Patient Access Scheme (PAS) was submitted by the company and was assessed by the Patient
Access Scheme Assessment Group (PASAG) as acceptable for implementation in NHS Scotland.
Under the PAS, a simple discount was given on the price of the medicine.

With the PAS, riociguat became a cost-effective treatment option compared to bosentan, ambrisentan
and macitentan. A Patient Access Scheme (PAS) is in place for macitentan and this was included in
the analysis by using an estimate of the relevant price of macitentan.

While the results with the PAS indicated that riociguat was cost-effective, there were key weaknesses
in terms of the indirect comparison underpinning the economic analysis as described in the clinical
effectiveness section above. Following discussion at the New Drugs Committee the indirect
comparison was not considered to be sufficiently robust and the comparable efficacy and safety of the
treatments were not demonstrated and it was felt that a NMA may have been more appropriate. The
submitting company subsequently provided a NMA (as described above). As this analysis indicated
similar conclusions to the Bucher indirect comparison, it provided some reassurance regarding the
robustness of the findings.

The Committee considered the benefits of riociguat in the context of its decision modifiers that can be
applied when encountering high cost-effectiveness ratios and agreed that, as riociguat is an orphan
medicine, SMC can accept greater uncertainty in the economic case.

After considering all the available evidence, the output from the PACE process, and after application
of the appropriate modifier, the Committee was able to accept riociguat for restricted use in NHS
Scotland.

Other data were also assessed but remain commercially confidential.*




Summary of patient and public involvement

The following information reflects the views of the specified Patient Group.
e A submission was received from ‘Lifeblood: The Thrombosis Charity’, which is a registered charity.

e Lifeblood has received pharmaceutical company funding in the past two years, including from the
submitting company.

e Patients who have developed pulmonary arterial hypertension (PAH) secondary to pulmonary
embolism are often acutely disabled by it and it has a seriously detrimental impact on their lives.
This can have a profound effect on the day to day lives of patients and carers from both physical
and psychological perspectives.

e There are limited pharmacological treatment options for this condition and surgical intervention is
not always possible or successful. Riociguat is a novel new therapy and offers another option to
the limited treatments available.

Additional information: guidelines and protocols

The treatment algorithm for PAH was updated in 2013 by clinical experts in this field at the 5" World
Symposium on Pulmonary Hypertension (WSPH).® The treatment algorithm provides guidance on
three areas i) general measures, ii) initial therapy and iii) clinical response and role of combination
therapy. The updated information states that for WHO FC Il the following drugs are recommended as
options for initial therapy for PAH; ambrisentan, bosentan, macitentan, riociguat, sildenafil or tadalafil
(evidence level IA/B). For WHO FC llI initial treatment with the following drugs is recommended
ambrisentan, bosentan, epoprostenol i.v., iloprost inhaled, macitentan, riociguat, sildenafil, tadalafil or
treprostinil** s.c./inhaled (evidence level IA/B); and iloprost i.v. or treprostinil** i.v. (evidence level IIC);
beraprost** (evidence level 1IB); initial combination therapy (evidence level IIC).

The algorithm states that following initial therapy, if the clinical response is not appropriate then
sequential combination therapy should be considered with patients encouraged to be treated within
clinical studies when possible. In cases of inadequate clinical response with double combination
therapy, patients should be considered for triple combination therapy.

The Consensus statement on the management of pulmonary hypertension in clinical practice in the
UK (2008) provides an algorithm for treatment of idiopathic PAH, familial PAH or anorexigen-
associated PAH.” Treatment options included either sildenafil or sitaxentan* for the management of
WHO FC Il PAH, and bosentan as first line choice for patients with WHO FC IIl PAH (and sildenafil,
prostanoids or sitaxentan as second line options). A separate algorithm is given for PAH associated
with connective tissue disease in which bosentan is the first line choice in patients with scleroderma
(and sildenafil is listed as one of three alternative second-line options).

*Sitaxentan was withdrawn from the world market in December 2010; **Treprostinil and beraprost not
licensed in the UK (EU application for treprostinil withdrawn by company in 2010).



Additional information: comparators

Sildenafil, tadalafil, bosentan, ambrisentan, macitentan, iloprost, and epoprostenol are licensed for the
treatment of PAH in the UK. Epoprostenol, administered by continuous intravenous infusion, has not
been included in the cost table as the mean dose in the only historical study found was higher than the
licensed doses.

Cost of relevant comparators

Drug Usual Dose Regimen Cost per year (£)
Riociguat Orally, after initial titration, 1.5 to 25,931
2.5mg three times daily
lloprost By inhalation of nebuliser solution, 2.5 29,134
to 5 micrograms six to nine times daily to
43,701
Macitentan Orally, 10mg once daily 27,979
Bosentan Orally, 62.5mg twice daily for four 19,633
weeks, then 125mg twice daily
Ambrisentan Orally, 5mg once daily 19,633
Tadalafil Orally, 40mg once daily 6,386
Sildenafil Orally, 20mg three times daily 5,415

Doses are for general comparison and do not imply therapeutic equivalence. Costs do not take any patient
access schemes into consideration. Costs from eMIMS (February 2015).

Additional information: budget impact

The submitting company estimated there to be 13 patients eligible for treatment with riociguat in year
1, rising to 22 patients in year 5. Treatment uptake was estimated at 50% in year 1 and year 5
respectively. This resulted in 7 patients assumed to be treated in year 1, rising to 11 patients in year 5.

Without PAS

The company estimated the gross medicines budget impact to be £171k in year 1, rising to £289k in
year 5. As medicines were assumed to be displaced, the net medicines budget impact was estimated
to be £41k in year 1, rising to £70K in year 5.

Other data were also assessed but remain commercially confidential.*




References
The undernoted references were supplied with the submission.

1. The European Medicines Agency (EMA) European Public Assessment Report. Riociguat
(Adempas®), EMEA/H/C/002737/0000 www.ema.europa.eu

2. Riociguat 2.5mg film-coated tablets (Adempas®) Summary of Product Characteristics Bayer plc.
Electronic Medicines Compendium www.medicines.org.uk Last updated 21 October 2014

3.  Ghofrani HA, Galie N, Grimminger F, Grunig E, Humbert M, Jing ZC, et al. Riociguat for the
treatment of pulmonary arterial hypertension (including supplementary appendix). New Engl J
Med 2013;369(4):330-40

4.  *Commercial In Confidence

5. Rubin LJ, Galie N, Grimminger F, et al. Riociguat for the treatment of pulmonary arterial
hypertension: 2-year results from the PATENT-2 long-term extension (poster). 2014.

6. Galie N, Corris PA, Frost A, Girgis RE, Granton J, Jing ZC, et al. Updated treatment algorithm of
pulmonary arterial hypertension. J Am Coll Cardiol 2013;62(25 (Suppl D)):60-72

7. National Pulmonary Hypertension Centres of the UK and Ireland. Consensus statement on the
management of pulmonary hypertension in clinical practice in the UK and Ireland. Thorax
2008;63(Suppl Il):ii1-41

8. Bosentan 125mg film-coated tablets (Tracleer®) Summary of Product Characteristics Actelion
Pharmaceuticals UK Ltd. Electronic Medicines Compendium www.medicines.org.uk Last
Updated 13 February 2015

9.  Ambrisentan (Volibris®) Summary of Product Characteristics GlaxoSmithKline UK. Electronic
Medicines Compendium www.medicines.org.uk Last updated 07 October 2014

10. Macitentan 10 mg (Opsumit®) Summary of Product Characteristics Actelion Pharmaceuticals UK
Ltd Electronic Medicines Compendium www.medicines.org.uk Last updated 29 January 2015

This assessment is based on data submitted by the applicant company up to and including 16 April
2015.

*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: htto.//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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