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eliglustat 84mg hard capsules (Cerdelga®)           SMC No 1277/17 
Sanofi Genzyme Ltd. 
 
10 November 2017 
 
The Scottish Medicines Consortium has completed its assessment of the above product and advises 
NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in Scotland.  The advice 
is summarised as follows: 

 

ADVICE: following a full submission considered under the ultra-orphan process 
 
eliglustat (Cerdelga®) is accepted for use within NHS Scotland. 
 
Indication under review: for the long-term treatment of adult patients with Gaucher disease type 1 
(GD1) who are CYP2D6 poor metabolisers, intermediate metabolisers or extensive metabolisers. 
 
In a phase III, randomised, controlled study in patients with GD1 who were previously stabilised on 
enzyme replacement therapy (ERT), comparable proportions of patients treated with eliglustat versus 
ERT maintained stability of haemoglobin concentration, platelet count, spleen and liver volumes at a 
non-inferiority margin of 25% in the protocol-specified analysis.  
 
This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the 
cost-effectiveness of eliglustat. This advice is contingent upon the continuing availability of the PAS 
in NHS Scotland or a list price that is equivalent or lower. 

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

 
Overleaf is the detailed advice on this product. 
 
 
Chairman 
Scottish Medicines Consortium 
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Indication 
Eliglustat (Cerdelga®) is indicated for the long-term treatment of adult patients with Gaucher disease 
type 1 (GD1), who are cytochrome P450 2D6 enzyme (CYP2D6) poor metabolisers, intermediate 
metabolisers or extensive metabolisers.1 

 

Dosing Information 
The recommended dose is 84mg eliglustat twice daily in CYP2D6 intermediate metabolisers and 
extensive metabolisers and 84mg eliglustat once daily in CYP2D6 poor metabolisers.1  
 
Therapy with eliglustat should be initiated and supervised by a physician knowledgeable in the 
management of Gaucher disease (GD).1 
 

Product availability date 
July 2017 
Eliglustat meets SMC ultra-orphan criteria.  
 

 

Background 

 
Gaucher Disease (GD) is a rare, inherited, metabolic disorder caused by a deficiency of acid beta-
glucosidase, a lysosomal enzyme which breaks down glucosylceramide. Eliglustat is a specific 
inhibitor of glucosylceramide synthase and, by reducing the rate of synthesis of glucosylceramide to 
match its impaired rate of catabolism in patients with Gaucher disease Type 1 (GD1), it prevents 
glucosylceramide accumulation and alleviates clinical manifestations.1  
 
Eliglustat for use in this indication has been considered by SMC using its decision-making framework 
for the assessment of ultra-orphan medicines. 

 

Nature of condition 

 
Patients with GD1 may present with hepatosplenomegaly, anaemia, thrombocytopenia, and bone 
disease as a result of accumulation of glucosylceramide in macrophages. They may have abdominal 
distention, discomfort, pain, early satiety, fatigue, easy bruising/bleeding, splenic rupture, chronic bone 
pain and acute bone crises, osteonecrosis, marrow infarction and pathological fractures.2, 3 Some 
patients are diagnosed as young children and others remain undiagnosed until adulthood. GD1 often 
limits quality of life and patients may require psychological support.2 Treatment is lifelong and the 
current standard of care is fortnightly IV infusions of enzyme replacement therapy (ERT) (imiglucerase 
or velaglucerase alfa) which reverses the haematological and visceral complications of the disease; 
can prevent irreversible skeletal damage; and improves quality of life.4 Eliglustat is an oral substrate 
reduction therapy.1.Clinical experts consulted by SMC considered that there is unmet need in this 
therapeutic area, namely lack of a safe oral treatment.    Miglustat is an inhibitor of glucosylceramide 
synthase accepted for use within NHS Scotland for the treatment of mild to moderate GD1 in patients 
for whom ERT is unsuitable, but experts have advised that it is not used in Scotland. 
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A patient and clinician engagement (PACE) meeting was held to consider the added value of eliglustat 
in the context of treatments currently available in NHS Scotland. At the PACE meeting attention was 
drawn to the debilitating nature of GD1. Current treatment with fortnightly IV infusions of ERT is time-
consuming and has risks associated with home administration, including local infection. It places a 
heavy burden on patients and their families in terms of stress about safe administration of the infusion 
and correct storage of this expensive medication. It may result in taking time off school or work and 
greatly limits the freedom of patients and their families. 

 

Impact of new technology 

 
Summary of evidence on comparative efficacy 
The evidence supporting the marketing authorisation is from a phase III, randomised, open-label, non-
inferiority study, ENCORE, and a phase III randomised, double-blind, placebo-controlled study, 
ENGAGE.4 5 It should be noted that in the literature the dose of eliglustat usually refers to the tartrate 
salt: 84mg of eliglustat base is approximately equivalent to 100mg of eliglustat tartrate.3 In this 
document all doses of eliglustat refer to the base.  
 
The ENCORE study recruited adults with GD1 who had been receiving ERT for at least three years at 
a total monthly dose of 30 to 130 units/kg for at least six of the nine months immediately prior to 
randomisation. Patients were required to have haemoglobin concentration ≥110g/L in women or 
≥120g/L in men; platelet count ≥100×10⁹/L; spleen volume <10 multiples of normal (MN; calculated by 
comparison with normal spleen volume, 0.2% bodyweight) or splenectomy at least three years before 
randomisation; liver volume <1.5 MN (calculated by comparison with normal liver volume, 2.5% of 
bodyweight); and no bone crisis or symptomatic bone disease (bone pain attributable to osteonecrosis 
or pathological fractures) in the previous year.4 
 
Patients were centrally randomised, in a 2:1 ratio, to receive 12 months treatment with oral eliglustat 
every day (n=106) or intravenous (IV) infusions of imiglucerase every two weeks (n=54). 
Randomisation was stratified by prior ERT dose level (<35 units/kg or ≥35 units/kg).  The initial 
eliglustat dose was 42mg twice daily for four weeks, then 42mg or 84mg twice daily for a further four 
weeks, thereafter the dose was individualised based on plasma concentrations of eliglustat and could 
be 42mg, 84mg or 126mg twice daily. It should be noted that the licensed dose is 84mg once daily 
(CYP2D6 poor metabolisers) or twice daily (CYP2D6 intermediate or extensive metabolisers).1 At the 
end of the titration period the proportions of patients receiving twice daily doses of 42mg, 84mg and 
126mg were 20% (21/106), 32% (34/106) and 48% (51/106), respectively.3 Patients randomised to the 
imiglucerase group received the dose that they had been stabilised on prior to inclusion in the study.4 
After the 12-month study all patients could receive eliglustat in an extension study.4  
 
The composite primary outcome was the proportion of patients in whom all the following clinical 
criteria remained stable after 12 months compared with baseline: haemoglobin (any decrease was 
≤15g/L); platelet count (any decrease was ≤25%); spleen volume (MN did not increase >25%); liver 
volume (MN did not increase >20%). Imaging data were analysed centrally by readers blinded to 
treatment and an independent, blinded adjudication board reviewed all instances of failure to achieve 
the primary outcome.4 The primary analysis was in the per protocol population (all randomised 
patients with ≥80% treatment compliance, no major protocol deviations and no haematological decline 
from disorders other than GD1). The primary outcome was achieved by 85% (84/99) of patients in the 
eliglustat group compared with 94% (44/47) of patients in the imiglucerase group; between-group 
difference: -8.8% (95% confidence interval [CI]: –18 to 4.2). The lower bound of the 95% CI was within 
the pre-specified non-inferiority margin of -25%.4 The Committee for Medicinal Products for Human 
Use (CHMP) requested additional analysis using various recognised statistical methods and a 20% 
non-inferiority margin. They considered that non-inferiority (of the licensed dose regimen) had not 
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been demonstrated  as the lower bound of the 95% CI did not exclude -20% for all methods that may 
have been considered a reasonable choice for the primary analysis method, at the time of planning 
the study.3 
 
A post hoc subgroup analysis was conducted on 30 patients who were stabilised on velaglucerase alfa 
before entering the study and were subsequently randomised to receive eliglustat (n=22) or 
imiglucerase (n=8). Efficacy and safety outcomes were consistent with the full ENCORE study 
population; 90% of patients switched to eliglustat and 88% of patients switched to imiglucerase met 
the primary outcome.6  
 
The study population had a low baseline burden of disease and there were no large differences from 
baseline or between treatment groups in quality-of-life assessments (Brief Pain Inventory, fatigue 
severity scale [FSS], and 36-item short form [SF] health survey) or in GD severity score.4 A 
questionnaire (at screening and at week 52 if randomised to eliglustat)) exploring treatment preference 
between oral or intravenous administration showed that 94% of patients in the eliglustat group and 
94% in the imiglucerase group had a preference for oral treatment at screening. After 12 months of 
treatment, all 93 patients who had switched from ERT to eliglustat said they preferred oral therapy, 
with 81% stating that this was because of the convenience it offered.4  
 
Data on maintenance of stability of haemoglobin concentration, platelet count, and spleen and liver 
volumes are available from 148, 139, 115 and 46 patients who completed one, two, three and four 
years of treatment with eliglustat in an open-label extension. Year to year, all four measures remained 
collectively stable (composite outcome relative to baseline values) in ≥85% of patients as well as 
individually in ≥92%. Also mean bone mineral density Z scores (lumbar spine and femur) remained 
stable and were maintained in the healthy reference range.7 8 Quality of life was stable for up to four 
years of treatment with eliglustat.9       
 
The ENGAGE study recruited patients with GD1 who were ≥16 years old, were Tanner Stage (defines 
pubertal development) ≥4;10 with haemoglobin 80 to 110g/L (females) or 80 to 120g/L (males) and/or 
platelet count 50 to 130 × 109/L; splenomegaly with spleen volumes 6 MN to 30 MN; and, if 
hepatomegaly was present, liver volume <2.5 MN. Patients could not have received substrate 
reduction therapy within six months or ERT within nine months before entering the study.5  
 
Patients were randomised, stratified by spleen volume (≤ or >20 MN), in a 1:1 ratio to receive double-
blind treatment with eliglustat or placebo for nine months. For the first four weeks patients in the 
eliglustat group received 42mg twice daily (once daily on Day 1). The dose from Week 5 onwards 
depended on eliglustat pharmacokinetic results performed at Week 2 at a central laboratory. A total of 
15% (3/20) of patients with a trough concentration ≥5 nanograms/mL continued to receive 42mg twice 
daily; whereas 85% (17/20) of patients had their dose increased to 84mg twice daily because the 
trough concentration was <5 nanograms/mL.3, 5  
 
The primary outcome assessed (by magnetic resonance imaging) change in spleen volume from 
baseline to nine months in the eliglustat group compared with the placebo group and was analysed in 
the intention to treat population (all randomised patients).5 In the eliglustat group least squares mean 
spleen volume decreased by 28% compared with an increase in the placebo group of 2.3%; the 
treatment difference was significant, −30% (95% CI: −37 to −23, p<0.001).5 The percentage reduction 
in spleen volume with eliglustat therapy was not correlated with a patient's baseline spleen volume. 
Overall, 15 of 20 patients in the eliglustat treatment group showed a clinically meaningful response for 
spleen volume, defined as >20% reduction from baseline to Week 39, compared with 1 of 20 placebo 
patients who met this definition of a responder.3 
 
Secondary outcomes demonstrated significant improvements in patients receiving eliglustat compared 
with placebo; change from baseline to month nine for  haemoglobin: +6.9g/L versus -5.4g/L(treatment 



5 

 

difference 12g/L [95% CI: 0.57 to 1.88, p<0.001]); platelet count: +32% versus -9.1% (treatment 
difference 41% [95% CI: 23.95 to 58.17, p<0.001]); liver volume: -5.2% versus +1.4%  (treatment 
difference -6.6% [95% CI: −11.37 to −1.91, p<0.007]). 
 
At baseline, patients had mean total bone marrow burden (BMB) scores in the marked-to-severe 
marrow infiltration range. After nine months, patients in the eliglustat group demonstrated a 1.1-point 
decrease in total BMB score, with similar decreases from the femur and spine BMB sub-scores; and 
26% (5/19) patients in the eliglustat group with data had at least a 2-point decrease in total BMB 
score. In comparison, in the placebo group there was no change in mean total BMB score (treatment 
difference p-value=0.0021).3 There was no significant improvement for eliglustat over placebo in GD 
assessments (mobility, bone crisis, and bone pain) or in quality of life assessed using the Brief Pain 
Inventory or FSS.5 Most patients had unrestricted mobility and minimal or no bone pain throughout the 
study, and only one patient (placebo group) reported a bone crisis.3  
 
All 39 patients who completed the double-blind phase of ENGAGE entered an open-label extension 
phase, in which they all received eliglustat. Out of 33 patients who were treated for at least 2.5 years, 
most met all four goals (spleen and liver volumes; haemoglobin and platelet levels); and 91% met at 
least three of these goals and mean spine T-score increased by 21%.11  

 
Summary of evidence on comparative safety 
In the ENCORE study, there was a higher rate of adverse events for eliglustat than imiglucerase (92% 
[97/106] versus 79% [42/53]) and treatment-related adverse events (38% [40/106] versus 11% [6/53]). 
Serious adverse events were reported in 10% (11/106) of patients receiving eliglustat compared with 
no patients receiving imiglucerase; however none were considered to be treatment-related.  Two 
(1.9%) patients in the eliglustat group and one (1.9%) patient in the imiglucerase group withdrew due 
to adverse events: palpitations without clinically relevant electrocardiogram findings, deemed possibly 
treatment-related (eliglustat patient); myocardial infarction, deemed unrelated to treatment (eliglustat 
patient); and psychotic disorder, deemed unrelated to treatment (imiglucerase patient). The most 
common eliglustat-related adverse events were diarrhoea (4.7% [n=5]), arthralgia (3.8% [n=4]), fatigue 
(3.8% [n=4]) and headache (3.8% [n=4]).4 The higher rate of adverse events and treatment-related 
adverse events for eliglustat than imiglucerase may be due to initiation within an open-label study of a 
new treatment, eliglustat, compared with stabilised treatment, imiglucerase.  Most adverse events 
related to imiglucerase would have been expected to occur during the first few months of treatment.3 
 
Important drug interactions are detailed in the summary of product characteristics (SPC).1 
 
Eliglustat should be avoided in patients with cardiac disease, long QT syndrome, and in combination 
with certain antiarrhythmic drugs.1 It is contra-indicated in patients with galactose intolerance, Lapp 
lactase deficiency or glucose-galactose malabsorption.1 
 
The overall safety database is small (n=393) and there are limited long-term safety data.3 
 

Summary of clinical effectiveness issues 
In the ENCORE study, daily oral treatment with eliglustat demonstrated comparable efficacy in most 
patients versus fortnightly IV infusions of imiglucerase in maintaining stability of haemoglobin, platelet 
count, spleen and liver volumes in patients with GD1 who were previously stabilised on ERT in 
protocol-specified analysis.4 However, the CHMP was concerned about the higher failure rate with 
eliglustat compared with imiglucerase (15% versus 6.4%), the large (25%) non-inferiority margin and 
an inflated type 1 error. It considered that non-inferiority had not been comprehensively demonstrated 
using statistical techniques recognised in major journals and software packages and 20% non-
inferiority margin recommended by the European Medicines Agency (EMA). However, the CHMP 
noted the positive benefit-risk of eliglustat in treatment-experienced patients and agreed that eliglustat 
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can be considered as an alternative for imiglucerase in stabilised patients when needed, because the 
clinical results in over 80% of patients were comparable, irrespective of treatment.3 Eliglustat generally 
maintained stability of the four primary outcome treatment goals for four years.8 The study population 
had a low baseline burden of disease and no difference in quality of life was observed between 
treatment groups.4 Stability of quality of life was maintained for up to four years of treatment with 
eliglustat.9 There is no comparative evidence of improvement in skeletal outcomes with eliglustat. The 
study was too short to observe changes in bone mineral density, especially in patients with 
comparatively mild bone loss at baseline.  
 
The ENGAGE study, which mainly included treatment-naïve patients, demonstrated a significant 
reduction in spleen volume for eliglustat over placebo.5 Three quarters of patients had a meaningful 
response (≥20% reduction in spleen volume) after nine months treatment with eliglustat. The EMA 
concluded in the European Public Assessment Report (EPAR) that available data from the clinical trial 
programme demonstrate an improvement in bone marrow infiltration and BMB with eliglustat treatment 
in treatment-naïve patients, particularly those with more severe bone disease at baseline, and 
maintenance of stable bone disease in patients switched from ERT to eliglustat.3 
 
There is no evidence relative to an active comparator in treatment-naïve patients or in patients who 
could not tolerate ERT treatment. There is also no direct study evidence versus velaglucerase alfa. 
The SMC submission for velaglucerase alfa, published in 2012, noted evidence that it was non-inferior 
to imiglucerase in patients with GD1. (SMC number 681/11). 
 
The ENCORE study was open-label, although this is considered to be acceptable as the components 
of the primary composite endpoint were objective measurements and organ volumes were assessed 
centrally by an independent organisation blinded to treatment and the primary outcome was 
independently adjudicated by a blinded committee.3 Almost half (48%) of eliglustat patients received 
126mg twice daily, which is higher than the licensed dose, 84mg twice daily. The EPAR noted that 
concern about potential reduced efficacy with licensed doses in practice was addressed for the 
majority of patients by pharmacokinetic analysis and clinical data that showed a clinically negligible 
difference in efficacy between the 126mg twice daily dose and the licensed 84mg twice daily dose in 
patients who are CYP2D6 extensive metabolisers. However the EPAR also noted that the results of 
this pharmacokinetic model did not apply to a considerable portion (15%) of patients, therefore 
patients should be monitored closely and in case of deterioration other treatment options should be 
considered.3  Patients with evidence of neurologic or pulmonary involvement were excluded from the 
studies which limits application of results to these patient groups and there is no evidence of treatment 
effect on these aspects of the disease.4, 12 
 
Clinical experts consulted by SMC considered that eliglustat is a therapeutic advancement because it 
is administered orally and that its place in therapy is as a treatment option that avoids the 
inconvenience and risks associated with fortnightly IV infusions of imiglucerase or velaglucerase alfa. 
 
Genotyping for CYP2D6 metaboliser status is required prior to treatment initiation, to determine 
eligibility for treatment and dose.1 In the clinical studies, doses were based on plasma levels of 
eliglustat. The licensed doses in terms of metaboliser status are based on a population 
pharmacokinetic analysis of these data.3  SMC has been advised that genotyping in order to ascertain 
the suitability of patients for treatment is not generally carried out at present in Scotland. The 
submitting company has stated that it will fund these tests. Treatment naïve patients should be 
monitored for clinical response and an alternative treatment should be considered if response is sub-
optimal. Patients switching from ERT should have disease domains monitored after six months (and 
regularly thereafter) to assess disease stability and an alternative treatment considered if response is 
sub-optimal. 1 
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Eliglustat is licensed for adults only, whereas ERT (imiglucerase and velaglucerase alfa) is licensed 
for use in adults and children.1, 13, 14 Eliglustat is also not licensed for patients who are CYP2D6 ultra-
rapid metabolisers or whose metaboliser status cannot be determined.1  
 
At the PACE meeting, the advantage was noted of orally administered eliglustat compared with IV 
infusions of ERT and its associated risks, especially when administered by non-professionals. 
Clinicians reported that the treatment effect of ERT may decline before the next dose is due and some 
patients experience fatigue in the days prior to a dose. Daily treatment with eliglustat is expected to 
provide a more sustained treatment effect. Patients who have had experience of taking eliglustat 
reported a psychological benefit of an oral capsule rather than an IV infusion because they feel in 
control of their medication; are less dependent on other people; and their illness seems less of a 
burden. 

 

Patient and clinician engagement 

 
A PACE meeting with patient group representatives and clinical specialists was held to consider the 
added value of eliglustat, as an ultra-orphan, in the context of treatments currently available in NHS 
Scotland. 
 
The key points expressed by the group were: 
 

 GD1 is a rare inherited lysosomal storage disorder which is debilitating and if untreated has a 
significant impact on quality of life due to a range of symptoms including excessive fatigue, 
spontaneous bleeding and bruising, abdominal and bone pain. 

 Current treatment involves the time consuming burden of ongoing fortnightly intravenous 
infusions with ERT. 

 Based on the results of clinical studies, PACE participants considered that eliglustat provides a 
safe, effective, well-tolerated alternative oral treatment for this debilitating chronic disease. 

 Clinicians anticipate that daily treatment with eliglustat may produce a more sustained 
treatment effect than the peaks and troughs associated with fortnightly ERT infusions, resulting 
in improved control of symptoms, especially fatigue. 

 Access to an oral treatment and consequent removal of the risks, stress and inconvenience 
associated with home administered IV infusions, may increase the quality of life of patients and 
their families. This was felt to be particularly beneficial for patients who have issues with IV 
administration of ERT, such as problems gaining venous access, needle phobia, and 
development of neutralising antibodies or infusion reactions. 

 PACE participants also highlighted that NHS clinical nurse specialists would no longer need to 
spend time educating patients on the preparation and administration of IV infusions or 
resolving issues associated with the ERT homecare service. 

 
Additional Patient and Carer Involvement 
We received a patient group submission from the UK Gauchers Association, which is a registered 
charity. The UK Gauchers Association has received 41% pharmaceutical company funding in the past 
two years, including from the submitting company. A representative from the charity participated in the 
PACE meeting. The key points of their submission have been included in the full PACE statement. 
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Value for money 

 
The company submitted a cost-utility analysis comparing eliglustat to alternative IV administered ERT: 
imiglucerase or velaglucerase alfa in adults with GD1 who are CYP2D6 poor metabolisers (PMs), 
intermediate metabolisers (IMs) or extensive metabolisers (EMs). The economic model consisted of a 
semi-Markov model with 9 health states based on disease severity, and a death health state. The 
comparators considered were appropriate based on SMC clinical expert feedback. A lifetime time 
horizon of 70 years was adopted with a one year model cycle length.  
 
For each comparison four subgroups were considered: patients who were ERT stable with IM/EM 
status or ERT stable and PM status, and patients who were treatment naïve and IM/EM status, or PM 
status. Of these the subgroup ERT stable with IM/EM status represents the largest patient numbers in 
clinical practice.  
 
Short term (year 1) transition probabilities between health states for ERT stable patients were based 
on individual patient data from the ENCORE clinical study for the comparison of eliglustat versus 
imiglucerase. Due to the lack of direct evidence, an assumption of equivalent efficacy between 
imiglucerase and velaglucerase alfa was made based on available evidence, and the same short term 
transition probabilities used for both treatments.  The ENCORE extension study data were used for 
the transition probabilities for years 1 to 4 for eliglustat, and data for patients receiving active ERT 
treatment from a real world GD study (the GD--DS3 score study15) were used to estimate transition 
probabilities for the comparators.  Beyond this no treatment differences were assumed and the same 
transition probabilities were applied for eliglustat and the comparator ERTs. In the treatment naïve 
patient population, an assumption of equivalent efficacy among all three treatments was made based 
on available published evidence and post hoc analysis of GD registry data in patients treated with an 
ERT.  For this analysis, the short term transition probabilities for all treatments were based on the 
eliglustat arm data of the placebo-controlled ENGAGE study, and longer term probabilities derived for 
all treatments using the GD-DS3 score study data. Adverse event rates were derived from the 
eliglustat clinical studies in each ERT stable and naïve subgroup, and from published sources for the 
comparators. An annual discontinuation rate of 1.89% derived from the ENCORE study was applied 
for eliglustat and the comparators in the treatment naïve subgroup, and for eliglustat only in the ERT 
stable subgroup (but zero percent for the ERT comparators in this subgroup) and assumed to apply 
for three years.  Beyond this time, no discontinuations could occur based on the assumption that 
treatment after this has stabilised.  On discontinuation, patients were assumed to switch to an 
alternative ERT (either imiglucerase or velaglucerase alfa).   
 
Health related quality of life (HRQL) data with the short form (SF)-36 instrument were collected in the 
eliglustat clinical studies, and the GD-DS3 score study, and converted to utilities for application to the 
model health states based on regression analysis and a published algorithm for mapping SF-36 to the 
Euroqol five dimension (EQ-5D)-3L. An additional utility of 0.05 was applied for the estimated HRQL 
benefits associated with eliglustat oral administration compared to the comparator ERTs IV 
administration. This was based on a time trade-off (TTO) study to value health state descriptions for 
oral versus IV administration in 100 members of the general public. Adverse event disutilities were 
sourced using published literature.  
 
Costs for drug acquisition, administration, treatment provision, resource use (medical services, 
specialist centre based care and hospital-based care, social service use) were included in the model. 
The dosing of eliglustat assumed for PM status patients was 84mg once daily, and for IM/EM status 
patients was 84mg twice daily in line with the eliglustat SPC. This influenced the relative cost for 
eliglustat in the IM/EM versus PM subgroups, but no difference in efficacy was assumed by 
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metaboliser status, so quality adjusted life year (QALY) outcomes were not affected.  Eliglustat was 
assumed to be self-administered at home with administration costs consisting of a pharmacy 
dispensary cost, and delivery costs. The comparator medicines fortnightly IV administration consisted 
of a weighted average of home administration (48% of patients - zero cost), nurse supported home 
administration (48% of patients), and hospital day unit administration (4% of patients).  Differential 
monitoring and management costs were applied to each health state, broadly increasing with severity 
of disease.  
 
A Patient Access Scheme (PAS) was submitted by the company and accepted by the Patient Access 
Scheme Assessment Group (PASAG) as acceptable for implementation in NHS Scotland. A PAS 
discount is in place for velaglucerase alfa and these were included in the results used for decision-
making by SMC by using estimates of the comparator PAS prices. The base case results and key 
sensitivity analyses are presented in tables 1 and 2 below; as the IM/EM patient population represents 
the largest group of patients (very few PM patients are expected in clinical practice based on company 
estimates, representing only 4% of GD patients) the key results are summarised for these patients in 
the ERT stable and treatment naïve subgroups in table 1 and 2.  
 
The main result in the ERT stable subgroup for the comparisons of eliglustat with PAS versus 
imiglucerase was that eliglustat was estimated to be associated with cost savings, and incremental 
QALYs, hence was dominant in terms of cost-effectiveness (table 1). The largest cost savings were 
associated with the PM status subgroup. For the treatment naïve subgroup eliglustat with PAS applied 
was also associated with cost savings and QALY gains compared to imiglucerase.  
 
The cost savings were driven by the lower medicine costs for eliglustat with PAS applied compared to 
imiglucerase, and the QALY gains were almost entirely driven by the lifetime utility benefits associated 
with eliglustat oral administration whilst on treatment. No overall differences in QALY outcomes 
between treatments associated with efficacy were estimated from the model in either ERT stable or 
treatment naïve subgroups. There is a small QALY benefit estimated associated with a lower 
frequency of adverse events for eliglustat compared to velaglucerase alfa. Sensitivity and scenario 
analysis adopting a shorter time horizon, assuming a lower real-world based dose for the 
comparators, increasing and/or allowing a longer duration for discontinuations to occur reduced either 
the incremental savings and/or QALYs gained, but did not change the finding of dominance for 
eliglustat vs imiglucerase.  
 
Table 1: Results for eliglustat vs imiglucerase 

Analysis  
Subgroup and metaboliser 
status 

ICER  PAS price of 
eliglustat 

Base case (with eliglustat PAS) 
ERT stable + IM/EM Dominant 

Treatment naïve + IM/EM Dominant 

1. 1 year time horizon 
ERT stable + IM/EM Dominant 

Treatment naïve + IM/EM Dominant 

2. 30 year time horizon 
ERT stable + IM/EM Dominant 

Treatment naïve + IM/EM Dominant 

3. Comparator ERT dose of 25 units/kg 
ERT stable + IM/EM Dominant 

Treatment naïve + IM/EM Dominant 
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Table 2: Results for eliglustat versus velaglucerase alfa 

Analysis  
Subgroup and metaboliser 
status 

ICER at list prices 

List price for eliglustat and velaglucerase 

alfa 

ERT stable + IM/EM Dominant 

Treatment naïve + IM/EM Dominant 

1. 1 year time horizon 
ERT stable + IM/EM Dominant 

Treatment naïve + IM/EM Dominant 

2. 30 year time horizon 
ERT stable + IM/EM Dominant 

Treatment naïve + IM/EM  Dominant 

3. Comparator ERT dose of 25 units/kg 
ERT stable + IM/EM £1,336,968 

Treatment naïve + IM/EM £1,351,660 

 
The results presented for the comparison with velaglucerase alfa in table 2 do not take account of the 
PAS for eliglustat or the PAS for velaglucerase alfa but these were considered in the results used for 
decision-making at SMC. SMC is unable to present the results provided by the company which used 
an estimate of the PAS price for eliglustat and velaglucerase alfa due to commercial confidentiality 
and competition law issues.  
 
The main weaknesses in the economic analyses are as follows: 
 

 There are limitations in the clinical evidence for assessing the relative efficacy and safety of 
eliglustat and the comparators in both ERT stable and treatment naïve patient populations. 
There are no comparative data for eliglustat compared to velaglucerase alfa (and an indirect 
treatment comparison performed by the company was limited and not used in the economic 
analysis) so the assumptions and estimates concerning relative efficacy and safety, and QALY 
outcomes associated with this comparison are uncertain.  Despite the availability of a 
comparative study with imiglucerase there were limitations in this study, as noted above. There 
was a lack of data to fully support an assumption of equivalent efficacy for eliglustat and the 
comparator ERTs in treatment naïve patients. In addition, the assumption of no difference in 
efficacy between IM/EM and PM status patients is uncertain. 

 The major driver of QALY gain in the subgroup analyses is the utility benefit associated with 
the oral administration of eliglustat.  This is based on a bespoke vignette based TTO study, but 
there are concerns about the validity of a +0.05 utility benefit for oral versus IV administration 
based on this study. This is applied for the duration of time on treatment in the model, which 
due to low estimated treatment discontinuation rates is the reason for the large QALY gain 
associated with this benefit. In practice, the overall patient benefit associated with oral 
administration over a long time horizon is uncertain and may not be as large as estimated from 
the model. 

 In essence if an assumption of equivalent efficacy and safety for eliglustat and the comparator 
ERTs were considered acceptable, then a much simpler base case analysis based on a 1 year 
time horizon could have been adopted. This was included as a scenario analysis in the 
company submission (see Tables 1 and 2).  

 
Other data were also assessed but remain commercially confidential.* 

 

Impact beyond direct health benefits and on specialist services 

 
Treatment with eliglustat would remove the need for family members to be responsible for 
administering regular, time-consuming IV infusions and would avoid the associated stress. Except for 
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initial CYP2D6 genetic testing and vigilance about drug interactions, the clinical monitoring for 
eliglustat would be the same as for ERT. The use of eliglustat instead of ERT would reduce demands 
of the homecare service on NHS clinical nurse specialists.  
 
The submitting company did not estimate any wider costs or benefits outside of the NHS. 

 

Costs to NHS and Personal Social Services  

 
The submitting company estimated there would be 16 patients eligible for treatment with eliglustat in 
year 1 rising to 19 patients 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.  
 
 Other data were also assessed but remain commercially confidential.* 
 

Conclusion 

 
The Committee considered the benefits of eliglustat in the context of the SMC decision modifiers that 
can be applied when encountering high cost-effectiveness ratios and agreed that, as eliglustat is an 
orphan, 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 SMC modifiers, the Committee accepted eliglustat for use in NHS Scotland. 

 

Additional information: comparators 

 
The comparators are imiglucerase and velaglucerase alfa.  
 

Cost of relevant comparators 

 
Medicine Dose Regimen Cost per year 

(£) 

Eliglustat  84mg orally once or twice daily 124,572 to 
249,144 

Velaglucerase alfa 15 to 60 units/kg intravenous infusion every two weeks 109,996 to 
403,317 

Imiglucerase  15 to 60 units/kg intravenous infusion every two weeks 83,561 to 
292,462 

Doses are for general comparison and do not imply therapeutic equivalence. Costs from Dictionary of Medicines 
and Devices browser on 26 July 2017. Costs of imiglucerase and velaglucerase alfa based on 70kg body weight. 
Costs calculated using the full cost of vials/ampoules assuming wastage. Costs do not take any patient access 
schemes into consideration.   
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Advice context: 
 
No part of this advice may be used without the whole of the advice being quoted in full.  
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