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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

Duloxetine (Cymbaltao) is accepted for restricted use within NHS Scotland for the treatment
of major depressive episodes in accordance with existing guidelines (i.e. in patients who have
not responded to or are unable to tolerate initial treatment options).

On the basis of the limited comparative data available, duloxetine appears to offer similar
efficacy to other antidepressants in this treatment position at a similar cost.

Overleaf is the detailed advice on this product.

Vice Chairman
Scottish Medicines Consortium




duloxetine 30mg, 60mg
capsules (Cymbalta®)

Licensed indication under review Treatment of major depressive episodes.

Dosing information under review The starting and recommended maintenance
dose is 60mg once daily, with or without food. There is an option to increase the dose to
120mg daily given in divided doses. However, there is no clinical evidence suggesting that
patients not responding to the initial recommended dose may benefit from uptitration of dose.

Treatment should continue for several months. The 30mg tablet is used for tapering of dose
during discontinuation.

UK launch date January 2005

Comparator medications

The Management of Depression in Primary and Secondary Care (clinical guideline 23) was
published by the National Institute for Health and Clinical Excellence (NICE) in December
2004. It recommends the use of selective serotonin re-uptake inhibitors (SSRISs) for the first
line treatment of moderate to severe depression in primary care. Second line choices, in
patients where there has been a limited response to initial treatment including a gradual
increase in dose, are adifferent SSRI or mirtazapine. Alternatives include moclobemide,
reboxetine, tricyclic antidepressants (except dosulepin), and venlafaxine, which may be
considered in patients who have failed two adequate trials of alternative antidepressants.

Cost per treatment period and relevant comparators

Drug Dose range per day Cost perday | Cost per year
(E)* (E)*
Duloxetine (Cymbalta®) | 60-120mg 0.99-1.98 361-723
Venlafaxine (Efexor®) 75-375mg 0.84-3.48 305-1272
Venlafaxine (Efexor XL®) | 75-225mg 0.84-2.23 305-814
Sertraline (Lustral®) 50-200mg 0.64-2.08 232-760
Citalopram 20-60mg 0.54-1.43 196-523
Paroxetine 20-50mg 0.45-1.41 163-515
Mirtazapine 15-45mg 0.42-1.27 154-463
Reboxetine (Edronax®) 8-12mg 0.63-0.95 230-345
Fluoxetine 20-60mg 0.04-0.12 15-43

* Costs from eVadis drug dictionary, accessed on 6" June 2005




Summary of evidence on comparative efficacy

Duloxetine is a serotonin and noradrenaline reuptake inhibitor. Two double-blind randomised
controlled trials have compared duloxetine 60-120mg per day with venlafaxine 150-225mg per
day. One trial recruited European and Australian patients and the other was conducted in
North America. Although the majority of these data are commercial in confidence, some
findings have been published in a poster for the New Clinical Drug Evaluation Unit (NCDEU)
meeting, a scientific conference sponsored by the National Institute of Mental Health. The
primary outcome measure tested the hypothesis that duloxetine is statistically superior to
venlafaxine modified release after 6 weeks of treatment using the global benefit-risk (GBR)
assessment and using pooled data. With the GBR assessment, benefit is defined as
remission at endpoint (Hamilton depression rating scale total score (HAM-D-17) = 7). Risk is
defined by four categories: no Association for Methodology and Documentation in Psychiatry
collected adverse event (AMDPEA), mild or moderate AMDPEA, severe AMDPEA, and
discontinuation with a reason of “patient-reported adverse event’. A pre-specified weight
function was applied to the 2 by 4 matrix to compute a linear GBR score. When the score is
positive, the benefit outweighs the risk. Secondary objectives included the superiority of
duloxetine over venlafaxine modified release on the GBR at 12 weeks and mean change from
baseline to endpoint on the HAM-D-17 total score at 6 weeks and 12 weeks, both using
pooled data.

Patients were treated with duloxetine 60mg once daily or venlafaxine 150mg modified release
(75mg daily for the first two weeks) for six weeks. This was followed by a further six weeks of
flexible dosing of duloxetine 60-120mg or venlafaxine modified release 150-225 mg.

There were no significant differences between duloxetine and venlafaxine groups in terms of
the primary outcome measure; negative GBR scores were obtained for both duloxetine and
venlafaxine. In addition, there were no significant differences for the secondary outcome
measure of superiority of duloxetine and venlafaxine on the GBR at 12 weeks.

Two dose finding trials have compared duloxetine 20mg bd and 40mg bd with placebo and
paroxetine 20mg od and two further dose finding trials compared duloxetine 40mg bd and
60mg bd with placebo and paroxetine 20mg od for 8 weeks. In all four trials the primary
endpoint was the mean baseline to endpoint change on the HAM-D-17 total score and the
secondary endpoints included HAM-D-17 subscales, Montgomery and Asberg depression
rating scale (MADRS), Hamilton Anxiety rating scale (HAMA), Visual Analogue Scale (VAS)
for pain, Clinical-Global Impression d Severity (CGI-S) and Patient's Global Impression of
Improvement (PGI-I). The studies alone were not powered to detect a difference between
duloxetine and paroxetine. Patients were included if they were =18 years, met the criteria for
major depressive disorder (MDD) as defined by the Diagnostic and Statistical Manual of
Mental Disorders, Fourth Edition (DSM-IV), had a CGI-S rating = 4 and a clinician rated HAM-
D-17 total score = 15 upon entry and 1 week later. Exclusion criteria included another primary
psychiatric disorder or anxiety disorder within previous year, history of substance abuse or
dependence within the past year, positive urine drug screen and history of failure to respond
to at least two adequate courses of antidepressant therapy.

In the first of the lower dose duloxetine studies 86, 91, 89 and 87 patients were randomised to
duloxetine 20mg bd, 40mg bd, placebo and paroxetine respectively. The mean treatment
group difference (active-placebo) in HAM-D-17 total score (baseline to observation at week 8)
was -2.43 (p=0.034), -3.62 (p=0.002) and -1.23 (p=0.285) for the duloxetine 20mg bd, 40mg
bd and paroxetine groups, respectively. The second lower dose study recruited 91, 84, 90
and 89 patients to the duloxetine 20mg bd, 40mg bd, placebo and paroxetine groups




respectively. This study is unpublished and limited data are included in the scientific
discussion of the European Public Assessment Report (EPAR) for duloxetine. There were no
statistically significant differences between duloxetine 20mg bd and placebo and duloxetine
40mg bd and placebo for the primary efficacy measure.

In the first of the higher dose duloxetine studies the numbers of patients recruited to
duloxetine 40mg bd, 60mg bd, placebo and paroxetine groups were 95, 93, 93 and 86
respectively. The change in the HAM-D-17 score from baseline to week 8 was -11.0, -12.1,
and -11.7 for the duloxetine 40mg bd, 60mg bd, and paroxetine 20mg od groups (p<0.001 for
all versus placebo). The second higher dose study which recruited 93, 103, 99 and 97
patients to the duloxetine 40mg bd, 60mg bd, placebo and paroxetine groups, did not find
statistically significant differences between either of the duloxetine groups and placebo. This
study is unpublished, with limited data included in the scientific discussion of the EPAR for
duloxetine.

Pooled data from six randomised double-blind placebo-controlled 8-week clinical trials
comparing duloxetine with an SSRI were published as a poster and presented to the
American Psychiatric Association in 2003. The data comprised the four trials discussed
above and two trials comparing duloxetine 120mg daily with fluoxetine 20mg once daily. The
proportion of patients with remission, defined as a HAM-D-17 total score = 7 at endpoint, was
43%, 38% and 28% for the duloxetine, SSRI and placebo groups respectively. When a sub-
group of patients with a baseline HAM-D-17 total score = 19 were analysed the remission
rates were 38%, 29% and 18% for the duloxetine, SSRI and placebo groups respectively with
a significant difference between the duloxetine and SSRI groups (p=0.013).

Summary of evidence on comparative safety

Pooled data from studies comparing duloxetine with venlafaxine show that early
discontinuation due to adverse events was significantly more common in patients receiving
duloxetine than in those receiving venlafaxine over the 6 and 12 week study periods. During
the 6 week study period treatment-emergent adverse effects which were significantly more
common in the duloxetine group than in the venlafaxine group were nausea and dizziness.
During the 6 week study period significantly more patients in the venlafaxine group had raised
systolic blood pressure (defined as supine systolic blood pressure = 140mm Hg and an
increase from baseline of = 10mm Hg for three consecutive visits).

In the published trial which compared duloxetine at lower doses with placebo and paroxetine,
treatment-emergent adverse effects experienced by at kast 5% of patients on duloxetine
40mg bd and statistically different from placebo were nausea, insomnia, dizziness, dry
mouth, sweating, anorexia, somnolence, rhinitis and constipation. Insomnia was the only
adverse effect reported by significantly more patients treated with duloxetine compared with
paroxetine (p=0.031). Discontinuation-emergent adverse events (defined as those that first
occurred or worsened after discontinuation of blinded treatment) of dizziness, nausea and
paraesthesia were reported significantly more frequently by patients treated with duloxetine
40mg bd than by placebo treated patients. There were no significant differences in the
duloxetine 20mg bd group compared with placebo. A similar range of treatment-emergent
adverse effects was reported in the published study using higher doses of duloxetine versus
placebo and paroxetine. In this study no adverse effect occurred at a significantly different rate
in either duloxetine group from the paroxetine group. The discontinuation-emergent adverse
event reported in significantly more patients in both duloxetine groups than in the placebo
group was dizziness.




A pooled analysis of eight double-blind, randomised placebo and active comparator
(paroxetine or fluoxetine) controlled trials in patients with MDD was completed to assess the
incidence, severity, onset and duration of nausea in patients treated with duloxetine. In
patients treated with duloxetine the median time to onset of nausea was 1 day and the median
duration of a first episode of rausea was 7 days. The incidence of treatment-emergent
nausea in patients receiving duloxetine did not differ significantly from paroxetine and
fluoxetine. Cardiovascular safety, including heart rate, blood pressure and
electrocardiograms, was also analysed using this pooled population. There were significant
differences for duloxetine compared with placebo for increases in heart rate and systolic
blood pressure, and compared with fluoxetine and paroxetine for increase in heart rate. The
authors concluded that duloxetine appears to be comparable with fluoxetine and paroxetine in
terms of cardiovascular effects.

Summary of clinical effectiveness issues

All phase 3 trials excluded patients who had failed to respond to two or more adequate
courses of antidepressants. Therefore the use of duloxetine as third line therapy has not been
tested.

There are limited published clinical trial data available at present which compare duloxetine, at
its licensed dose for the treatment of depression, with other antidepressants.

The length of treatment for patients with a moderate or severe depressive episode
recommended in the NICE clinical guideline 23 on the management of depression in primary
and secondary care is at least 6 months after remission. Only one late phase Il and two
dose-finding early phase lll trials have been conducted using a duration of treatment longer
than two months.

Summary of comparative health economic evidence

A cost utility analysis was presented within a Markov model of six eight-week cycles.
Moderately depressed patients (HAM-D-173 19) were treated in primary care, while the more
severely depressed (HAM-D-173 25) patients were treated as outpatients in secondary care.
The model addressed treatment with duloxetine using venlafaxine as the main comparator,
but also encompassed treatment with SSRIs and mirtazapine. Patients were able to enter
remission, respond, not respond or drop out within each cycle. Relapse was possible in
subsequent cycles, as was being in remission and ceasing treatment. Patients not faring
well under one treatment could switch to another treatment in a subsequent cycle of the
model.

The main economic result of the model was that duloxetine resulted in marginally greater
health gain than venlafaxine: over the six cycles, 0.002 and 0.006 QALYs in primary and
secondary care respectively. The model increased the importance of the clinical
effectiveness in the second six weeks of the two trials and reduced the importance of the
clinical effectiveness in the first six weeks.

Quality of life was differentiated by response status but not by treatment and was based on
estimates from European Quality of Life Measure (EQ-5D) responses among the subset of
European patients within one duloxetine vs venlofaxine trial. Whilst the central estimates
differed between treatments, these differences were not statistically significant. Quality of life
measured in the American trial was not considered relevant to the analysis. Of note,




estimates of clinical effectiveness were principally based upon a pooled analysis including all
patients within these two trials.

The modelling of the central case was based on data from the first eight weeks and the last
six weeks of 12 week trials. Sensitivity analysis demonstrated that applying the 12 week trial
efficacy data resulted in duloxetine being less effective than venlafaxine in the primary care
setting in terms of patient quality of life. Similarly, data on the cohort flow within the base case
modelling demonstrated that patient benefits of duloxetine arose only in the later cycles of the
model, these benefits being projected rather than observed.

The concerns as to quality of life values and the application of overlapping clinical
effectiveness estimates over a number of modelling cycles give rise to uncertainty as to the
likely patient benefit from treatment with duloxetine relative to venlafaxine.

Despite these weaknesses in the economic case submitted duloxetine appears, on balance,
to have acceptable cost effectiveness compared to venlafaxine, mirtazipine and SSRIs. In
line with prevailing guidelines, the higher acquisition cost of duloxetine compared to generic
SSRIs restricts its cost-effective use to patients in whom generic SSRIs have not been
tolerated or have proved ineffective.

Patient and Public Involvement

Patient Interest Group Submission: Depression Alliance Scotland

Budget impact

The manufacturer estimated a budget impact based on CMR data, expert opinion on
proportion of patients treated and a predicted market share of 0.7% in the first year, rising to
4.8% in the fifth year. This equates to 700 patients in the first year, rising to 5,500 patients in
the fifth year. On the basis of an average treatment duration of 181 days, the direct drug costs
of duloxetine are projected as £134,000 in the first year rising to £1M in the fifth year. The
treatment duration may be longer which would result in a greater budget impact.

The budget impact section notes that if this usage displaces venlafaxine, there will be a small
overall net saving in direct drug costs.

Guidelines and protocols

NICE issued clinical guideline 23-Depression: management of depression in primary and
secondary care in December 2004. This guideline predates the availability of duloxetine.

Additional information

The following Scottish Medicines Consortium (SMC) guidance has previously been issued. In
March 2003, following a re-submission, escitalopram was recommended for use in NHS
Scotland for the treatment of major depressive episodes. In October 2003 following an
abbreviated submission, mirtazepine orodispersible tablet was accepted for use in NHS
Scotland. In October 2004 duloxetine 20mg, 40mg capsules (YentreveO) were accepted for
restricted use within NHS Scotland for the treatment of moderate to severe stress urinary
incontinence (SUI).




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.

This assessment is based on data submitted by the applicant company up to and including
15 July 2005.

Drug prices are those available at the time the papers were issued to SMC for consideration.

The undernoted references were supplied with the submission. Those shaded grey are
additional to those supplied with the submission.
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