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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and,
following review by the SMC executive, advises NHS Boards and Area Drug and Therapeutic
Committees (ADTCs) on its use in NHSScotland. The advice is summarised as follows:

ADVICE: following a full submission
ozanimod (Zeposia®) is accepted for restricted use within NHSScotland.

Indication under review: treatment of adult patients with relapsing remitting multiple
sclerosis (RRMS) with active disease as defined by clinical or imaging features.

SMC restriction: suitable for or requesting an oral treatment.

In two phase Il studies, ozanimod demonstrated a significantly greater reduction in
annualised relapse rate compared with another disease-modifying treatment in patients
with relapsing forms of multiple sclerosis.

This advice applies only in the context of an approved NHSScotland Patient Access Scheme
(PAS) arrangement delivering the cost-effectiveness results upon which the decision was
based, or a PAS/ list price that is equivalent or lower.
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Indication
Treatment of adult patients with relapsing remitting multiple sclerosis (RRMS) with active
disease as defined by clinical or imaging features.!

Dosing Information
The recommended dose of ozanimod is 0.92mg once daily taken orally with or without food.

An initial dose escalation regimen of ozanimod from day 1 to day 7 is required. Following the
7-day dose escalation, the maintenance dose is 0.92mg once daily, starting on day 8.

Treatment should be initiated under the supervision of a physician experienced in the
management of multiple sclerosis (MS).

See the Summary of product characteristics (SPC) for further information.?

Product availability date
October 2020

Summary of evidence on comparative efficacy

Ozanimod is a selective sphingosine 1-phophate (S1P) receptor modulator with a high affinity for
S1P subtypes S1P1 and S1Ps. Binding of ozanimod to S1P1 causes down modulation of cell surface
S1P; expression, which results in lymphocyte retention in lymphoid tissue and therefore a
reduction in peripheral lymphocyte counts.! 2

The submitting company has requested that SMC considers ozanimod when positioned for use in
adult patients with RRMS with active disease as defined by clinical or imaging features, suitable for
or requesting an oral treatment.

The evidence to support the use of ozanimod comes from RADIANCE Part B and SUNBEAM. These
multicentre, randomised, double-blind, double-dummy phase Ill studies compared the efficacy
and safety of ozanimod with interferon beta-1a in patients with relapsing MS. In both studies
eligible patients were aged 18 to 55 years with a documented diagnosis of MS in accordance with
the revised 2010 McDonald criteria and a baseline Expanded Disability Status Scale (EDSS) score of
0 to 5. They exhibited a relapsing clinical course (relapsing remitting, progressive relapsing or
secondary progressive) and brain magnetic resonance imaging (MRI) lesions consistent with MS.
Eligible patients must also have experienced at least one relapse within 12 months prior to
screening or at least one relapse within 24 months prior to screening and at least one gadolinium-
enhancing (GdE) lesion on brain MRI within the 12 months prior to randomisation.?*



Patients in both RADIANCE Part B and SUNBEAM were randomised equally to receive oral
ozanimod 0.46mg or 0.92mg once daily or intramuscular interferon beta-1a 30micrograms once
weekly. Patients in the ozanimod groups received an initial 7-day dose escalation; 0.23mg on days
1to 4 and 0.46mg on days 5 to 7, the assigned treatment dose was started from day 8 onwards.
Matching placebos were administered throughout. Treatment continued for 24 months in
RADIANCE part B and until the last active patient had received 12 months of treatment in
SUNBEAM. Randomisation was stratified according to baseline EDSS score (<3.5 or >3.5) and
country in both studies.>*

The primary outcome of RADIANCE part B and SUNBEAM was the annualised relapse rate (ARR)
during the treatment period. Relapses were defined as new or worsening neurological symptoms
persisting for more than 24 hours not attributable to confounding factors, and preceded by a
relatively stable or improving neurological state for at least 30 days. Relapses were confirmed
when accompanied by objective neurological worsening (EDSS increase 20.5 on overall score, 2
points on one functional system scale score, or 1 point on two or more functional system scale
scores). EDSS scores were determined by an independent, blinded evaluator. Efficacy analyses
were performed in the modified intention-to-treat (mITT) population, which included all patients
who received at least one dose of their assigned study medicine. A hierarchical testing strategy
was applied to the primary and three key secondary outcomes (number of new or enlarging
hyperintense T2-weighted brain MRI lesions over the treatment period, number of GdE brain MRI
lesions over the treatment period and time to onset of disability progression confirmed after 3
months and after 6 months. Disability progression outcomes were analysed using pooled data
from RADIANCE Part B and SUNBEAM).%*

Results have been reported for ozanimod 0.92mg as this is the licensed dose relevant to the
indication for this submission. In RADIANCE Part B and SUNBEAM, after a treatment period of 24
months and 12 months respectively, a statistically significant reduction in ARR was demonstrated
in the ozanimod 0.92mg group compared with the interferon beta-1a group. Key secondary MRI
outcomes were consistent with the primary outcome in both studies. There was no significant
between group differences observed for disability progression. The results are presented in Table
1 and Table 2 below.?*

Table 1: Primary and key secondary MRI outcomes of RADIANCE part B (at 24 months) and
SUNBEAM (at 12 months) in mITT population.2*

RADIANCE Part B SUNBEAM
Ozanimod INF beta-1a Ozanimod INF beta-1a
0.92mg (n=441) 0.92mg (n=4438)
(n=433) (n=447)
Primary outcome
Adjusted ARR 0.17 0.28 0.18 0.35
Rate ratio (95% Cl) 0.62 (0.62t0 0.77) 0.52 (0.41 to 0.66)
p<0.001 p<0.001




Key secondary MRI outcomes
Number of new | Adjusted 1.84 3.18 1.47 2.84
or enlarging mean per
hyperintense scan
T2-weighted Rate ratio 0.58 0.52
. (95% CI) (0.47 t0 0.71) (0.43 t0 0.63)
brain MRI p<0.001 p<0.001
lesions
Number of GdE | Adjusted 0.18 0.37 0.16 0.43
brain MRI mean
lesions Rate ratio 0.47 0.37
(95% CI) (0.31t0 0.73) (0.26 to 0.54)
p<0.001 p<0.001

ARR=annualised relapse rate; Cl=confidence interval; GdE=gadolinium-enhancing; INF=interferon;
mITT=modified intention-to-treat; MRI=magnetic resonance imaging.

Table 2: Key secondary outcomes from pre-specified pooled analyses from RADIANCE Part B and
SUNBEAM in mITT population.?3

Ozanimod 0.92mg INF beta-1a (n=889)
(n=880)
3-month CDP Patients with event, 67 (7.6%) 69 (7.8%)
n (%)
HR (95% Cl) 0.95
(0.68 to 1.33)
p=0.770
6-month CDP Patients with event, 51 (5.8%) 36 (4.0%)
n (%)
HR (95% Cl) 1.41
(0.92 t0 2.17)
p=0.113

CDP=confirmed disability progression; Cl=confidence interval; HR=hazard ratio; INF=interferon.

Health Related Quality of Life (HRQoL) was assessed as a secondary outcome using MS quality of
life (MSQOL)-54 questionnaires. This is a multidimensional questionnaire which generates 12
subscales along with two summary scores. The subscales are: physical function, physical role
limitations, emotional role limitations, pain, emotional well-being, energy, health perceptions,
social function, cognitive function, health distress, overall quality of life, and sexual function. The
two summary scores are the physical health composite summary and the mental health composite
summary. There is no established minimally clinically important difference for MSQOL-54 specific
to MS.2 The physical health composite summary score demonstrated a numerical improvement in
favour of ozanimod 0.92mg when compared with interferon beta-1a in RADIANCE Part B
(difference in means: 1.35 [95% Cl: -0.25 to 2.94]) and a numerical improvement in SUNBEAM
(difference in means: 1.64 [95% Cl:0.10 to 3.18]). No apparent differences were observed for the
mental health composite score between interferon beta-1a and ozanimod in either study.?

Subgroup analyses using pooled data from RADIANCE Part B and SUNBEAM for ARR were generally
consistent with the primary analyses when comparing ozanimod 0.92mg with interferon beta-1a

although some groups were small and had wide confidence intervals.* > The favourable treatment
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effects of ozanimod 0.92mg were observed in patients with high disease activity (n=399) (rate
ratio [RR] 0.51, 95% Cl: 0.38 to 0.68) and without high disease activity (n=1,370) (RR 0.60, 95% Cl:
0.50 to 0.72). High disease activity at entry was defined as >2 relapses in the prior 12 months and
>1 baseline GdE lesion, and/or having received >1 year of disease-modifying therapy in the prior 2
years, having the most recent relapse in the previous 12 months while on that disease-modifying
treatment. Additional subgroup analyses also demonstrated a treatment benefit with ozanimod in
patients with and without prior interferon beta-1a treatment.?

Patients who completed RADIANCE Part B and SUNBEAM were eligible to enrol in DAYBREAK, an
ongoing open-label extension study which also includes patients from two additional parent
studies RPC01-1001° and RADIANCE Part A’. RPC01-1001 (n=22) was a phase | study evaluating
the pharmacokinetics and pharmacodynamics of ozanimod 0.46mg and 0.92mg, RADIANCE Part A
(n=258) was a phase Il study evaluating the efficacy and safety of ozanimod 0.46mg and 0.92mg
compared with matching placebo. Both studies recruited patients with relapsing multiple sclerosis
(RMS). All patients received ozanimod 0.92mg during DAYBREAK regardless of treatment group in
the parent study. DAYBREAK is scheduled to continue for approximately seven years and is
expected to be completed in November 2022. An interim analysis (data cut-off 30 June 2018) was
performed after a mean treatment period of 19 months and included 2,494 patients in the ITT. For
patients previously treated with ozanimod 0.92mg the adjusted ARR was 0.13 in DAYBREAK
compared with 0.15 in the parent studies. A greater reduction in adjusted ARR was demonstrated
in those who switched from interferon beta-1a to ozanimod 0.92mg (from 0.25 in parent studies
to 0.126 in DAYBREAK ) or from ozanimod 0.46mg to ozanimod 0.92mg (from 0.18 in parent
studies to 0.13 in DAYBREAK) .>8

The submitting company presented Bayesian network meta-analyses (NMAs) of 12 studies
comparing ozanimod with dimethyl fumarate and teriflunomide in adult patients with relapsing
forms of MS. Outcomes included ARR, 6-month CDP, discontinuations, AEs and serious AEs. No
evidence of a difference between ozanomiod and dimethyl fumarate or teriflunomide was
observed for any of the selected outcomes. On request the submitting company presented results
for fingolimod from a global NMA of 47 studies comparing ozanimod to a range of oral and
injectable disease-modifying treatments for the same set of outcomes. Similarly, no evidence of a
difference was observed between ozanimod and fingolimod.

Summary of evidence on comparative safety

The European Medicines Agency (EMA) noted that the safety profile of ozanimod in the RMS
population did not present any unexpected findings compared to other S1P receptor modulators.
A pooled safety analysis was conducted for RADIANCE Part B and SUNBEAM. A treatment-
emergent adverse event (AE) was reported by 67% (592/882) in the ozanimod 0.92mg group and
79% (701/885) of patients in the interferon beta-1a group. In the ozanimod and interferon beta-1a
groups respectively, the proportion of patients with a reported serious AE were 4.6% and 4.4%,
and patients discontinuing therapy due to an AE was 2.9% and 3.8%. 2



The most frequently reported treatment-emergent AEs of any grade with an incidence 25%, in the
ozanimod 0.92mg group versus the interferon beta-1a group were: nasopharyngitis (11%versus
9.5%), headache (8.8% versus 8.8%), upper respiratory tract infection (5.9%versus 6.9%), elevated
alanine aminotransferase (5.3%versus 3.2%), influenza like illness (5%versus 50%) and pyrexia
(1.8%versus 6.3%).2

Bradycardia is a known AE associated with S1P receptor modulators and therefore an initial 7 day
dose escalation is recommended when starting treatment with ozanimod. In the pooled safety
analysis, during the initial 6 hours of monitoring on day 1, a reduction in heart rate of 1.2 beats per
minute (bpm) was observed in those randomised to ozanimod. First dose monitoring is required
for patients with underlying cardiac disease or those taking concomitant medication affecting
heart rhythm and or conduction. More patients in the ozanimod group also had AEs previously
associated with S1P receptor modulation compared with interferon beta-1a such as hypertension
(a mean increase of 1.6mmHg in ozanimod 0.92mg group compared to interferon beta-1a),
elevated hepatic enzymes (ALT > x3 upper normal limit occurred in 5.5% versus 3.1%) and
lymphopenia (lymphocyte count <0.2x10°%/L occurred in by 3.3% versus 0%). The rate of infections
was similar between groups (35%) but herpes zoster infection (0.6% versus 0.2%) was slightly
higher in the ozanimod 0.92mg group compared with interferon beta-1a. Macular oedema was
reported by one patient in the ozanimod 0.92mg group and no patients in the interferon beta-1a
group. In DAYBREAK, an additional three cases were confirmed. See SPC for further information on
selected adverse reactions.'?

Summary of clinical effectiveness issues

MS is a chronic immune-mediated and neurodegenerative disease of the central nervous system
which causes inflammation and demyelination resulting in irreversible deficits in physical and
cognitive functions that impair quality of life. Most patients present with RRMS (approximately
85%) which is characterised by variable periods of disease activity interspersed with relative
disease stability. Approximately half of patients with RRMS will go on to develop secondary
progressive MS within 20 years after diagnosis, which is associated with worsening disability
independently of the presence or absence of relapses.? The aim of treatment is to reduce
inflammation which leads to neurodegeneration. The Association of British Neurologists (ABN)
guidelines split treatments into two categories: Category 1, drugs of moderate efficacy (beta-
interferons, glatiramer acetate, teriflunomide, dimethyl fumarate and fingolimod) and Category 2,
drugs of high efficacy (alemtuzumab and natalizumab). This guideline pre-dates the availability of
ocrelizumab and cladribine. Patients with ‘active’ disease in RRMS are defined as those who have
experienced two or more clinical relapses in the previous two years and the guideline states that
this warrants consideration of disease-modifying treatments. Patients may be classified as having
more active MS by frequent clinical relapses and/or MRI activity either when untreated or while
on a Category 1 treatment, although definitions of highly active MS may vary. Choice of disease-
modifying therapy is based on risk and benefits discussed between the patient and clinician.?



The submitting company has requested that SMC considers the use of ozanimod in adult patients
with RRMS with active disease as defined by clinical or imaging features, suitable for or requesting
an oral treatment. Dimethyl fumarate (SMC 886/13) and teriflunomide (SMC 940/14) are oral
treatments approved by SMC for the treatment of active RRMS. Clinical experts consulted by SMC
considered that fingolimod may also be a relevant comparator. Fingolimod (SMC 1038/15, SMC
992/14 and SMC2154) has been approved as a single disease-modifying therapy in highly active
RRMS for the following groups of patients aged 10 and above: patients with highly active disease
despite a full and adequate course of treatment with at least one disease-modifying therapy or
patients with rapidly evolving severe RRMS.

In RADIANCE Part B and SUNBEAM, when compared with interferon beta-1a, a modest but
statistically significant reduction in ARR was demonstrated with ozanimod. Key secondary MRI
outcomes also significantly favoured ozanimod and included the number of new or enlarging
hyperintense T2-weighted brain MRI lesions and the number of GdE brain MRI lesions. The
magnitude of effect for the primary and key secondary MRI outcomes was considered clinically
relevant by the EMA. Results for the primary outcome were supported by pre-specified sensitivity
analyses, including confirmed and unconfirmed relapses and analyses using a negative binomial
distribution. Subgroup analyses were consistent with the primary analyses including patients with
and without highly active disease.?* Ozanimod is positioned for use in patients with active RRMS
(not highly active RRMS), and therefore the subgroup of patients without high disease activity may
represent the relevant patient population. The phase Il studies were not powered to detect a
statistical difference between subgroups. This subgroup is not identical to the company
positioning as they propose ozanimod will be used in patients suitable for or requesting oral
treatment and patients recruited to RADIANCE Part B and SUNBEAM were suitable for
intramuscular treatment with interferon beta-1a.2*

There were some limitations in the evidence. Ozanimod did not demonstrate superiority
compared with interferon beta-1a for disability progression. Patients in both RADIANCE Part B and
SUNBEAM generally had low baseline disease activity (mean number of relapses in previous year
was 1.3). As disability generally accumulates following an incomplete recovery from a severe
relapse, patients in the study may have been less likely to demonstrate a disability progression
event.?

The duration of RADIANCE part B was 24 months and SUNBEAM was at least 12 months (mean
duration of study drug exposure: 13.6 months for each ozanimod group and 13.5 months for
interferon beta-1a), which is relatively short to determine the long-term effect on disability
progression. This may have had a significant impact on endpoints strongly related to time such as
3 month and 6 month CDP. The EMA recommends that as the course of MS with respect to
disability is slow, a follow-up of up to 5 years or longer may be required.® This should be addressed
by the DAYBREAK open-label extension study, which will provide results when all patients have
been exposed to treatment for a minimum of 5 years. Interim results from DAYBREAK appear to
indicate a maintenance in effect with regard to relapses.?



Flu-like symptoms are a common adverse event associated with interferon beta-1a and may have
led to unblinding of the treating physician. A principal strata analysis demonstrated different
effect sizes for subjects with flu-like symptoms as compared to those without. However, the
potential bias of this was considered by the EMA to be limited due to the dual assessor study
design and reassurance is provided by key MRI secondary outcomes which were generally
consistent with the ARR results and these were assessed by blinded readers separated from other
treating or efficacy investigators.?

Patients recruited to RADIANCE part B and SUNBEAM were under 55 years of age, this could
reduce generalisability of results to an older patient population. The majority of patients (86% and
93% in the respective studies) were from Eastern Europe.> 4

Similar to other S1P receptor modulators, there are safety concerns regarding long-term use
including increased infection risk, elevation of liver enzymes and increased risk of malignancies.
Therefore, long-term follow up is necessary, especially as carcinogenicity commonly takes longer
than two years to express. Long-term safety will be addressed in DAYBREAK and in a real-world
post marketing study.?

In both phase Il studies ozanimod was compared with interferon beta-1a. The EMA note that
interferon beta-1a is probably less efficacious than other disease-modifying treatments, however,
it has been used as an active comparator in most RMS studies of late and so was deemed
acceptable.? There is no direct evidence against other active comparators and based on the
proposed positioning the submitting company presented the results of NMAs as indirect evidence.
The NMAs had a number of limitations affecting their validity. There was heterogeneity across
included studies with respect to baseline characteristics, this included EDSS score, disease
duration and previous disease-modifying treatments. There was variation in the number of
patients included and duration of studies which would have had an impact on time dependent
outcomes such as CDP. There were differences in the primary outcome of the included studies and
the time at which this was measured. There were also differences in the definition of relapse and
progression. The company also did not examine any MRI or quality of life outcomes. In the case
where 6 month-CDP data were unavailable, 3-month data were used, analysis conducted by the
company confirmed base-case results and hazard ratios of 3 month- and 6 month-CDP of
ozanimod compared to other treatments were largely similar. The NMAs presented had been part
of a larger global NMA and removal of other regimens from the network increases uncertainty due
to the removal of data, therefore widening the credible intervals and increasing uncertainty.
Overall, despite these limitations, the results of the NMA suggest ozanimod is likely to be similar
to the relevant comparators for the reported efficacy and safety outcomes (ARR, CDP-6 months,
AEs, serious adverse events (SAEs) and discontinuations).

Clinical experts consulted by SMC suggested that the introduction of ozanimod would provide
patients with active RRMS an additional disease-modifying treatment option. The introduction of
this medicine may be advantageous for patients who would prefer treatment with an oral route of
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administration. The majority of patients will not require first dose observation apart from those
with pre-existing heart conditions which is advantageous for clinical resource allocation and
patients.

Summary of comparative health economic evidence

The submitting company provided a cost-minimisation analysis comparing ozanimod to
teriflunomide and dimethyl fumarate separately positioned for the treatment of adult patients
with relapsing-remitting multiple sclerosis (RRMS) who have active disease and are suitable for or
requesting an oral treatment. Active disease was defined as patients with at least one relapse
within the prior year or one relapse within the prior two years with evidence of at least a
gadolinium-enhancing lesion in the prior year. Based on SMC expert responses, fingolimod
appears to be the comparator most likely to be displaced in Scotland although teriflunomide and
dimethyl fumarate were also mentioned in these responses. Results including fingolimod as a
comparator were therefore requested from the submitting company. The time horizon used in the
analysis was 1 year and differences in costs were explored for the year during which treatment
was initiated as well as treatment during subsequent years given small differences in monitoring
requirements between the initiation year and subsequent treatment years.

The clinical data used to underpin the assumptions of comparable efficacy and safety between
treatments were taken from a NMA for the original comparators and a larger global NMA for
fingolimod as described above. Both NMAs found no evidence of a difference between treatments
in terms of ARR, 6 month-CDP, discontinuation, adverse events or serious adverse events.

Medicine acquisition and monitoring costs were included in the analysis. No costs were included
for adverse events, non-compliance or subsequent treatment of ‘drop-outs’ for any treatment,
which was consistent with the assumption of comparable efficacy and safety profiles across
treatments. The summary of product characteristics (SPC) for ozanimod states than an
electrocardiogram (ECG) should be obtained prior to treatment initiation to determine whether
the patient has any pre-existing conduction abnormalities present. While resource use associated
with an ECG was included in the company’s analysis, the average cost of an ECG across all
specialties was used rather than a neurology specific cost. Furthermore, while the licensed
indication for ozanimod mentions use of imaging features to determine active disease, no
resource use associated with a MRI scan was included in the base-case results. Neurology specific
ECG costs and additional MRI scans were tested in a scenario analysis on request.

A Patient Access Scheme (PAS) was proposed by the submitting company and was assessed by the
Patient Access Scheme Assessment Group (PASAG) as acceptable for implementation in NHS
Scotland. Under the PAS, a discount was offered on the list price. PAS discounts are in place for
teriflunomide, dimethyl fumarate, and fingolimod, and were included in the results used for
decision-making by using estimates of the comparator PAS prices.



The base case and scenario analysis results using list prices for all medicines are presented in
tables 3 and 4 respectively. The results presented do not take account of the PAS for
teriflunomide, dimethyl fumarate and fingolimod or the PAS for ozanimod but these were
considered in the results used for decision-making. SMC is unable to present the results provided
by the company which used an estimate of the PAS price for teriflunomide, dimethyl fumarate and
fingolimod due to commercial confidentiality and competition law issues.

Table 3: Base-case results using list prices for all medicines

Treatment Total costs Incremental costs/savings
Year 1

Ozanimod £18,320 -
Teriflunomide £13,841 £4,479
Dimethyl fumarate £18,309 £11
Fingolimod £20,425 -£2,106
Year 2

Ozanimod £18,176 -
Teriflunomide £13,810 £4,366
Dimethyl fumarate £18,155 £21
Fingolimod £19,560 -£1,384

A negative figure denotes savings

Table 4: Scenario analyses results using list prices for all medicines
(neurology specific ECG cost and MRI prior to treatment initiation for ozanimod)

Treatment Total costs Incremental costs/savings
Year 1

Ozanimod £18,785 -
Teriflunomide £13,841 £4,945
Dimethyl fumarate £18,309 £477
Fingolimod £20,770 -£1,985
Year 2

Ozanimod £18,176 -
Teriflunomide £13,810 £4,366
Dimethyl fumarate £18,155 £21
Fingolimod £19,560 -£1,384

A negative figure denotes savings
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There were a number of limitations with the analysis which include the following:

There is no direct evidence comparing ozanimod against the comparators included in the
analysis and therefore the company presented NMAs to underpin the assumption of
comparable efficacy and safety across treatments required to validate the use of a cost-
minimisation analysis. There was a high degree of uncertainty surrounding the results of
the NMAs as indicated by the width of the credible intervals. However, overall ozanimod
was considered to have comparable efficacy and safety relative to comparators.

There was uncertainty surrounding the true cost of an ECG for patients with RRMS and
whether an MRI scan prior to treatment initiation with ozanimod would be required.
However, a scenario analysis provided by the company suggests the impact of accounting
for this to be minimal as shown in table 4.

The SPC for each medicine suggested further resource use depending on a patient’s
existing co-morbidities that was different across treatments however this has not been
included in the analysis. The impact on results of including differential monitoring
requirements for particular co-morbidities is not expected to significantly impact results.

Despite these uncertainties the economic case has been demonstrated.

Other data were also assessed but remain confidential. *

Summary of patient and carer involvement

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

We received patient group submissions from The MS Society Scotland and The MS Trust,
which are both registered charities.

The MS Society has received 0.5% pharmaceutical company funding in the past two years,
with none from the submitting company. The MS Trust has received 10.4% pharmaceutical
company funding in the past two years, with none from the submitting company.

MS is the most common cause of neurological disability in young adults. Four out of five
people have relapsing remitting multiple sclerosis (RRMS) when diagnosed. MS is
unpredictable and can cause a wide range of symptoms including mobility issues, fatigue,
sexual issues, vision problems and cognitive problems. Progression occurs at varying rates
and can lead to cognitive damage and permanent loss of sight and mobility.

The ability to stay in work is significantly affected. There is a considerable financial and
psychological burden, both on people with MS and family or carers. The care burden may
also increase as disability progresses.

There are a number of treatments available for people living with RRMS. As each treatment
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carries with it different levels of risk and efficacy, and a variety of factors affect individual’s
preferences for treatment, choice is highly valued by the MS community.

e Asan oral therapy, ozanimod offers many advantages over injectable therapies and would
expand oral treatment options. As it may slow disease progression and reduce relapse
rates it could also increase independence and improve patient’s and carers’ quality of life.
Expanding the range of disease-modifying drugs gives greater scope for personalised
treatments.

Additional information: guidelines and protocols

The Association of British Neurologists (ABN) guideline disease-modifying treatments for MS was
updated in 2015.1° This guidance states that “patients with relapsing—remitting MS who have had
two or more clinical relapses in the previous two years are considered to have ‘active’ disease that
warrants consideration of disease-modifying treatments. Increasingly, clinicians are starting
treatments in people whose disease is judged ‘active’ because of a single recent relapse and/or on
radiological grounds, including both patients newly diagnosed according to the 2010 ‘MacDonald
criteria’, and those with longer established disease who develop new MRI lesions without clinical
relapse.” The ABN guidance separates currently licensed disease-modifying treatments into two
categories: Category 1, medicines of moderate efficacy (beta-interferons [including ‘pegylated’
beta-interferon], glatiramer acetate, teriflunomide, dimethyl fumarate, and fingolimod); Category
2, drugs of high efficacy (alemtuzumab and natalizumab). This guideline predates the availability of
ocrelizumab and cladribine. The guideline states that some people with active disease will prefer,
together with their neurologist, to start dimethyl fumarate or, if ‘highly active’, fingolimod in this
group. (In some, one of the Category 2 drugs may be appropriate). Beta-interferon, teriflunomide
and glatiramer acetate, which appear broadly to be equally effective, are probably a little less
effective than dimethyl fumarate or fingolimod. However, the beta-interferons and glatiramer
acetate have been used extensively for decades in MS, and there is a wealth of clinical experience
confirming their general safety. Individuals with relatively quiescent disease and/or who are more
risk-averse might therefore be more likely to choose one of the beta-interferons or glatiramer
acetate. Individuals with needle phobia may choose teriflunomide, dimethyl fumarate or, if
eligible, fingolimod.

The European Academy of Neurology (EAN) and European Committee for Treatment and Research
in Multiple Sclerosis (ECTRIMS) published a guideline on the pharmacological treatment of people
with multiple sclerosis in 2018.1! This guideline makes the following relevant recommendation: For
active relapsing-remitting MS, choosing between the wide range of available drugs (interferon
beta-1b, interferon beta-1a subcutaneously, intramuscularly, peginterferon beta-1a, glatiramer
acetate, teriflunomide, dimethyl fumarate, cladribine, fingolimod, daclizumab, natalizumab,
ocrelizumab and alemtuzumab) from the modestly effective to the highly efficacious will depend
on the following factors, in discussion with the patient:

e Patient characteristics and comorbidities

e Disease severity/activity
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e Drug safety profile
e Accessibility of the drug

The National Institute for Health and Care Excellence (NICE) published Multiple sclerosis in adults:
management (Clinical guideline 186) in October 2014 and was updated in November 2019.%? This
guidance does not makes any recommendations regarding the use of disease-modifying
treatments for MS and instead references the published NICE technology appraisals that have
been conducted.

Additional information: comparators

Dimethyl fumarate, fingolimod and teriflunomide

Additional information: list price of medicine under review

Medicine Dose Regimen Cost per year (£)

Ozanimod Year 1 17,849
Days 1 to 4: 0.23mg orally once daily.
Days 5 to 7: 0.46mg orally once daily.
Day 8 onwards: 0.92mg orally once daily

Year 2 onwards 17,849
0.92mg orally once daily

Costs from MIMS online on 11 January 2021. Costs do not take patient access schemes into
consideration.

Additional information: budget impact

The submitting company estimated there would be 1,042 patients eligible for treatment with
ozanimod in year 1, rising to 1,156 in year 5 to which confidential estimates of treatment uptake
were applied.

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. This template does not incorporate any PAS discounts
associated with comparator medicines or PAS associated with medicines used in a combination
regimen.

Other data were also assessed but remain confidential. *
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*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

14


https://www.ema.europa.eu/en/documents/product-information/zeposia-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/zeposia-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/assessment-report/zeposia-epar-public-assessment-report_en.pdf
https://www.ema.europa.eu/en/documents/assessment-report/zeposia-epar-public-assessment-report_en.pdf
https://clinicaltrials.gov/ct2/show/NCT02797015
https://www.ema.europa.eu/en/clinical-investigation-medicinal-products-treatment-multiple-sclerosis
https://www.ema.europa.eu/en/clinical-investigation-medicinal-products-treatment-multiple-sclerosis
https://www.nice.org.uk/
http://www.scottishmedicines.org.uk/About_SMC/Policy

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

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

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

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