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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 NHSScotland.
The advice is summarised as follows:

ADVICE: following a full submission
ospemifene (Senshio®) accepted for use within NHSScotland.

Indication under review: Treatment of moderate to severe symptomatic vulvar and vaginal
atrophy (VVA) in post-menopausal women who are not candidates for local vaginal
oestrogen therapy.

Ospemifene was associated with significant improvements in physiological parameters
(including vaginal maturation index and vaginal pH), and generally associated with improved
patient reported symptom scores for vaginal dryness and dyspareunia compared with
placebo in patients with VVA.
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Indication

Ospemifene is indicated for the treatment of moderate to severe symptomatic vulvar and
vaginal atrophy (VVA) in post-menopausal women who are not candidates for local vaginal
oestrogen therapy.!

Dosing Information
The recommended dose of ospemifene is 60mg once daily.

Ospemifene should only be commenced for symptoms that adversely impact on quality of
life, such as dyspareunia (pain associated with sexual activity) and vaginal dryness. Treatment

should be continued for as long as the benefit outweighs the risk.

For more information, see the Summary of Product Characteristics (SPC).*

Product availability date
November 2018

Summary of evidence on comparative efficacy

Ospemifene is a selective oestrogen receptor modulator (SERM) that binds to oestrogen receptors
resulting in activation of some oestrogenic pathways and blockade of others. Along with its active
metabolite, ospemifene has an oestrogen like effect in the vagina, increasing cellular maturation
and mucification of the vaginal epithelium.?

The evidence supporting the efficacy and safety of ospemifene in post-menopausal women with
VVA comes from three similarly designed studies; Study 15-50310, Study 15-50821 and Study 15-
1710231. All three studies were multicentre, randomised, double-blind, placebo-controlled, phase
Il studies. Patients aged between 40 to 80 years old were required to be postmenopausal with a
diagnosis of VVA, defined as having <5% superficial cells on the vaginal smear (maturation index),
vaginal pH >5.0, and at least one moderate or severe symptom of VVA (either vaginal dryness or
dyspareunia) as defined by the U.S. Food and Drug Administration (FDA).3-®

In Study 15-50310, patients were randomised 1:1:1 to receive ospemifene 30mg orally once daily
(n=282), ospemifene 60mg orally once daily (n=276), or placebo (n=268) for 12 weeks. Women
enrolled in the study were provided with non-hormonal lubricant which could be used as
necessary throughout the treatment period. Weekly lubricant use was recorded by participants in
personal diaries.> Randomisation was stratified to ensure equal distribution in women with or
without a uterus.*

Study 15-50821 was divided into two strata: 605 patients with dyspareunia and 314 patients with
vaginal dryness. Patients in the dyspareunia stratum were randomised equally to receive
ospemifene 60mg orally once daily (n=303) or placebo (n=302) for 12 weeks. Patients in the



vaginal dryness stratum were randomised equally to receive ospemifene 60mg orally once daily
(n=160) or placebo (n=154) for 12 weeks. Women enrolled in the study were provided with non-
hormonal lubricant which could be used as necessary throughout the treatment period. Daily
lubricant use was recorded by participants in personal diaries.> Randomisation was stratified
according to MBS (dyspareunia or vaginal dryness).?

Study 15-1710231 was a confirmatory study performed post-marketing. Patients were randomised
equally to receive ospemifene 60mg orally once daily (n=316), or placebo (n=315) for 12 weeks.
Women enrolled in the study were provided with non-hormonal lubricant which could be used as
necessary throughout the treatment period. Daily lubricant use was recorded by participants in
personal diaries.® Randomisation was stratified according to vaginal dryness (moderate or severe)
and uterus status (with or without).®

The studies had four coprimary outcomes which were measured at baseline and week 12. The
primary outcomes were the differences in percentage of superficial cells on the vaginal smear,
percentage of parabasal cells on the vaginal smear, vaginal pH, and self-assessed most
bothersome symptom (MBS) of vaginal dryness or dyspareunia (assessed by a Likert scale; 0=
none; 1= mild; 2= moderate; 3= severe). Study 15-1710231 only measured MBS vaginal dryness.>”’
These four coprimary outcomes were assessed in the intention-to-treat (ITT) population, which
included all patients who received at least one dose of study treatment. The two strata in Study
15-50821 (vaginal dryness and dyspareunia) were analysed as two separate experiments.

At week 12, and across the three key studies, ospemifene 60mg was associated with a statistically
significant benefit versus placebo for all three physiological primary outcomes in reducing the
percentage of parabasal cells, increasing levels of superficial cells and decreasing vaginal pH.

Following a 12 week treatment period, ospemifene also significantly decreased symptom score for
patients who had dyspareunia as their MBS in the two studies in which this was assessed. In terms
of vaginal dryness, a statistically significant improvement in symptom score was observed in Study
15-50310 but not in Study 15-50821. However the confirmatory study 15-1710231 also
demonstrated evidence of significant improvement in vaginal dryness. The percentage of women
who reported vaginal lubricant use decreased slightly more in the 60mg ospemifene group
compared with placebo over the 12 week study duration.® Table 1 below presents the main
findings for this patient reported primary outcome.



Table 1. Results for the primary outcome: change in severity of MBS (vaginal dryness or

dyspareunia) in the ITT populations of Study 15-50310, Study 15-50821, and Study 15-1710231.%
3,5,7

Baseline Change from baseline to week 12
Mean (co-primary efficacy outcome)
(n=) Mean
MBS vaginal dryness
Ospemifene 2.42 -1.26
60 mg (n=118) (p=0.021)
S 2.38
8 Placebo _ -0.84
R (n=104)
ﬂ MBS dyspareunia
>
o] 2.61
2 Ospemifene -1.19
b (n=120)
60 mg (p=0.023)
2.66
Placebo -0.89
(n=122)
MBS vaginal dryness
Ospemifene 2.5 -1.3
- 60 mg (n=160) (p=0.080)
g 2.5
= Placebo -1.1
o (n=154)
-
% MBS dyspareunia
= Ospemifene 2.7
b P -1.5
60 mg (n=303)
2.7
Placebo -1.2
(n=302)
MBS vaginal dryness
Ospemifene 2.53
- -1.29°
o 60 mg (n=313)
)
= 2.54
Z Placebo -0.91
h (n=314)
-
> MBS d i
_g yspareunia
» Ospemifene ) )
60 mg
Placebo - -

SD= standard deviation; A= p-value <0.001 for comparison with placebo.

The four co-primary outcomes were also evaluated at Week 4 as secondary outcomes and the
results from the three studies were consistent with the results of the primary analyses at Week 12.
Another secondary outcome measure used in the studies was the percentage of patients who
were “responders”. To be considered a responder to treatment, patients had to have an
improvement in maturation value by 10, a vaginal pH decrease of 0.5, and a decrease in MBS



symptom score of 1. More patients in the ospemifene group responded compared with placebo.

See Table 2 for more information.?

Table 2. Secondary outcome for Study 15-50310, Study 15-50821, and Study 15-1710231.

Number of responders.>®

Percentage of subjects who are responders (Week 12)

Ospemifene 60mg Placebo
Study 15-50310 34% 3.4%
Study 15-50821 40% 5.5%
Study 15-1710231 32% 6.0%

|II

Exploratory analysis that evaluated “substantial” improvement, defined as improvement from
baseline in MBS symptom scores of 2 or 3 points on a 4 point Likert scale, were performed by
investigators of Study 15-50310 and Study 15-50821. Across both studies, and for both MBS
dyspareunia and MBS vaginal dryness, ospemifene had higher numbers of patients with
substantial improvement; 42% versus 27% (Study 15-50310; vaginal dryness), 41% versus 30%
(Study 15-50310; dyspareunia), 46% versus 34% (Study 15-50821; vaginal dryness), 53% versus

39% (Study 15-50821; dyspareunia).?

The longer term efficacy of ospemifene was assessed in Study 15-50718, a randomized, double-
blind, placebo controlled, phase Ill study. This primarily evaluated the safety of longer term
ospemifene but efficacy was a secondary outcome. Patients aged 40 to 80 were eligible for the
study who had a diagnosis of VVA, defined as having proportion of superficial cells <5% in the
vaginal smear and a vaginal pH >5. Patients had to have an intact uterus and were not recruited
based on symptoms. Eligible patients were randomised to ospemifene 60mg daily (n=363) or
placebo (n=63) for 52 weeks and patients were not allowed to use lubricants during the first 12
weeks of this study. Outcomes measured were changes from baseline in superficial cells, parabasal
cells, and vaginal pH. Ospemifene 60mg was associated with benefits over placebo for all three
physiological outcomes at all specified time points (weeks 12, 26 and 52). However these analyses
were not statistically powered and used the LOCF approach for imputing missing data.

Summary of evidence on comparative safety

The evidence to support the safety of ospemifene comes from three efficacy phase Il studies
(Study 15-50310/Study 15-50821/Study 15-1710231), two safety extension studies (Study 15-
50310X and Study 15-50312), and a 52 week randomized, double-blind, placebo controlled, phase
[l study that evaluated the safety and efficacy of ospemifene in postmenopausal women with VVA
(Study 15-50718). Results from Study 15-50718 are reflective of the wider body of evidence, and
will be discussed in more detail below. Overall the EMA felt that the safety profile of ospemifene
was acceptable, but given some uncertainties in the evidence, such as limited data beyond the one
year period, further post marketing research was required.?




In Study 15-50718, 81% (294/363) of the ospemifene 60mg group and 87% of the placebo group
(55/63) completed the 1 year study. Any treatment-related adverse event (AE) was reported by
42% of patients in the ospemifene group and 36% in the placebo group. Out of 308 treatment
emergent AEs observed in the ospemifene group, 88% were considered to be mild or moderate. In
the ospemifene and placebo groups respectively, patients with a reported serious AE were 4.9%
versus 6.5%, and patients discontinuing therapy due to an AE was 13% versus 10%.8

The most frequently reported treatment emergent AEs of any grade with a incidence >5% in the
ospemifene group versus the placebo group were: urinary tract infection (17% versus 24%), hot
flush (13% versus 6.5%), nasopharyngitis (10% versus 6.5%), vaginal candidiasis/vulvovaginal
mycotic infection (9.6% versus 3.2%), headache (9.1% versus 9.7%), muscle spasms (8.5% versus
6.5%), back pain (6.6% versus 3.2%), hyperhidrosis (6.0% versus 8.1%), vaginal discharge (5.5%
versus 0%), insomnia (5.2% versus 0%), and cystitis 5.2% versus 0%).2

Pooled analysis by the EMA suggested a two-fold increase in incidence of vasomotor symptoms
(such as hot flushes) with ospemifene compared with placebo (11% versus 5.0%). However, the
number of discontinuations due to vasomotor AEs was relatively low (1.3%)./8

Summary of clinical effectiveness issues

VVA is a common, chronic condition that commonly affects post-menopausal women. A decline in
oestrogen causes a decrease in vaginal lubrication, which can lead to a variety of symptoms such
as burning, dyspareunia (pain associated with sexual activity), leukorrhea, vulvar pruritus, and a
feeling of pressure and bleeding (particularly associated with sexual activity). In addition, VVA is
also associated with urinary symptoms including urethral discomfort, frequency, haematuria,
urinary tract infection, dysuria, and stress incontinence. Treatment is given to alleviate symptoms,
reverse or reduce the physiological changes, and to improve patient quality of life. Two broad
categories of treatment are currently used: local, hormonal treatments such as oestrogen
containing vaginal tablets, and non-hormonal preparations such as over-the-counter (OTC) vaginal
moisturisers and lubricants.? ® Treatment with vaginal oestrogen may not be an option for all
women because of contra-indications or personal choice.

Ospemifene was associated with a statistically significant advantage over placebo, both in
physiological outcomes and in MBS vaginal dryness and dyspareunia scores for postmenopausal
women with VVA. The benefit was consistent across all phase Ill studies with the exception of
improvements in vaginal dryness symptoms in Study15-50821. The primary outcomes were
developed in accordance with FDA guidance, and were deemed appropriate by the EMA.
However, there are some limitations with MBS of vaginal dryness and/or dyspareunia. MBS forces
patients to select one symptom as their most bothersome, but in clinical practice patients may
have several troubling symptoms. Furthermore, a patient’s MBS may change over time. Therefore,
MBS vaginal dryness or dyspareunia may not fully capture the clinical benefits of novel treatments
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for VVA. Results of the four primary outcomes achieved statistical significance inall but one study.
Although the treatment effect was considered modest, a sizeable number of patients gained large
enough benefit in symptom scores to be considered a clinically meaningful treatment effect.? 3 >7

Study 15-50310, Study 15-50821, and Study 15-1710231 all had a 12 week treatment period which
was considered appropriate by the EMA for the evaluation of symptoms related to oestrogen
deficiency.? Study 15-50718 provided longer efficacy data until 52 weeks as secondary outcomes,
but only evaluated physiological outcomes.® Longer term efficacy of ospemifene is not known.
Given that VVA is a chronic condition with patients requiring treatment potentially for several
years, longer efficacy data would be informative.

In the key studies, patients were eligible for local oestrogen therapy, unlike the licensed indication.
The EMA noted that ospemifene 60mg/day would be the first oral product for VVA with possibly
similar efficacy to vaginal oestrogens, increasing the treatment choices for women in the
indication of VVA. SERMs are known to increase the risk of venous thromboembolism (VTE),
similar to systemic HRT with oral oestrogens. Ospemifene may therefore also have an increased
risk of VTE, although so far this has not been reported. Although the VTE risk of local oestrogens is
also unknown, and cannot be excluded, this risk is expected to be low due to the low systemic
exposure. The EMA therefore restricted the licence for ospemifene as second-line treatment for
women who are not candidates for local vaginal oestrogen therapy.

There are no direct comparative data for ospemifene and the company did not perform an indirect
comparison. The EPAR includes brief results of an indirect comparison with local oestrogens which
suggested that the efficacy of ospemifene versus placebo is comparable to the efficacy of local
estrogens versus placebo.

The exclusion of patients with MBS that is not vaginal dryness or dyspareunia may not fully
capture the treatment effect of ospemifene on VVA. The studies also excluded patients with a
history or suspicion of any malignancy within 10 years, hepatic or renal impairment, and of women
who consume more than 14 drinks containing alcohol per week. There are no comparative data
for ospemifene with the most relevant comparator in Scottish practice, namely OTC non-hormonal
vaginal moisturisers and lubricants. Lubricants were permitted in addition to study treatments
throughout the studies and the submitting company consider that ospemifene would likely be
used after these treatments have failed. As per the SPC, ospemifene should only be initiated for
symptoms that adversely affect quality of life e.g. dyspareunia and vaginal dryness, and the risks
and benefits of treatment should be carefully considered on a regular basis.!

In addition to an active or past history of VTEs, contra-indications to ospemifene include breast
cancer (suspected or undergoing active treatment) and sex-hormone dependent cancer
(suspected or active). The introduction of ospemifene may have benefits for patients in a few
select scenarios. As an oral treatment, it may be advantageous over locally administered
treatment options for patients with physical limitations or reservations over using local vaginal



treatment options. Experts consulted by SMC consider that a small number of patients may be
eligible for treatment with ospemifene.

Summary of comparative health economic evidence

The company submitted a cost utility analysis comparing ospemifene plus standard of care (SoC)
versus SoC alone for the treatment of moderate to severe symptomatic VVA in post-menopausal
women who are not candidates for local vaginal oestrogen therapy. SoC was assumed to consist of
moisturisers and lubricants.

The company submitted a lifetime Markov model which consisted of four health states, defined by
self-reported dyspareunia symptom severity which included: no symptoms, mild symptoms,
moderate symptoms and severe symptoms. The clinical data used in the economic model were
taken from the weighted 12 week data for dyspareunia symptom severity from the pooled 15-
50310 and 15-50821 studies.>*> Treatment- specific transition probabilities were applied to the
first cycle only. Thereafter, patients could stop ospemifene treatment subject to no response, or
remain on treatment, subject to discontinuation assumptions. For ospemifene, a discontinuation
rate of 12.1% was applied for the first 12 weeks. Post 12 weeks, the model applied a 10.2%
discontinuation rate. The stopping rule was applied after the first cycle (12 weeks) in the model.
The company assumed that 75% of patients who have not responded with ospemifene by this
time point (that is, remained in the moderate or severe health states) would stop treatment and
move to SoC. SMC clinical experts noted some concerns with this assumption, as women may be
more likely to stop treatment if they were not benefiting from treatment that the company’s
stopping rule assumed.

Utility values were taken from a published study which included post-menopausal women from
the US and Western Europe.!! The study aimed to capture the association between VVA
symptoms and health related quality of life. As values within the study were presented separately
for each country, UK- specific values were used in the base case. These were derived from online
respondents using the EQ-5D-3L questionnaire. The values for moderate and severe symptoms
were 0.76 and 0.68 respectively.

Medicine acquisition costs and patient management costs were included in the base case. Patient
management costs included GP and gynaecologist visits for both ospemifene and SoC. In the first
treatment cycle, ospemifene was assumed to require 2 gynaecologist visits, while one visit was
assumed for those in the SoC arm. In subsequent years, 2 GP visits were assumed annually for
patients in both treatment arms. Adverse event costs were captured in the base case analysis and
included urinary tract infection, hot flushes and vaginal mycotic infection.



The base case and key sensitivity analyses results are presented below.

Table 4: Base case results

Treatment | Total costs | Total QALYs | Incremental costs | Incremental QALYs ICER

Ospemifene | £6,766 12.05 £847 -

SoC

£5,918 11.99 - 0.06 £14,138

QALY = quality-adjusted life-year, ICER = incremental cost-effectiveness ratio

Table 5: Scenario analyses

Scenario ICER

1. | Scenario analysis which combines the following assumptions £24,610

e 50% reduction in utility gain (between moderate and severe

health states)

e Removal of SoC costs and SoC resource use (year 1 onwards)

e 100% stopping rule for ospemifene

e Assuming 10% waning effect
2. 10% waning of treatment effect for patients on ospemifene £18,903
3. | 50% reduction in utility gain between moderate and severe health states £18,479
4. | 25% reduction in the efficacy of ospemifene £18,079
5. | 25% of patients assumed to stop treatment at 12 weeks if still in moderate or | £17,035

severe health states

6. | Reduce health state utilities by 10% £15,593
7. | Removal of SoC costs and resource use £15,337
8. | Time horizon reduced to 10 years £14,167
9. | Patients with no/mild symptoms are redistributed to moderate and severe | £14,184

health states

There were a number of weaknesses with the analysis including the following;

For patients who remained on ospemifene after 12 weeks, the company assumes a
continuation of the treatment effect over the duration of the model. However, given that
there is a lack of long term data supporting this assumption, this may not be appropriate.
Scenario 1 in Table 5 above, is considered helpful as it introduces a waning in treatment
effect by applying a 10% reduction in efficacy; it assumes a 10% reduction in the number of
patients who transition from moderate or severe states into the mild or none states.

Given the subjective nature of self-reported symptom assessment and the desire for patients
to continue receiving ospemifene, there is potential that the effectiveness of treatment
could have been overstated. As noted in Table 5 above, the company has provided a scenario
analysis which reduces the efficacy of ospemifene by 25%.

Based on SMC expert responses, the majority of moisturisers and lubricants are given to
patients over the counter (OTC). Therefore the cost of these treatments are likely to be
borne by patients and not the NHS. As noted in scenario 7 above the company has provided
an analysis which removes the cost of SoC from both treatment arms. This did not have a
major impact on the ICER.



e Base case utility values, which were derived from a published study, appear to have been
elicited from online respondents. As this introduces some uncertainty the company was
asked to provide a scenario analysis which reduces the utility difference/gain between the
moderate and severe health state by 50%. Scenario 3 above indicates that the base case ICER
is sensitive to a variation in utility assumptions.

Despite the uncertainties outlined above, the economic case has been demonstrated.

Summary of patient and carer involvement

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

e We received patient group submissions from Menopause Support and the British
Menopause Society (BMS)/Woman’s Health Concern (WHC). The British Menopause
Society is a registered charity and Menopause Support is a social enterprise.

e BMS/WHC has received 1.7% pharmaceutical company funding in the past two years,
including from the submitting company. Menopause Support has not received any
pharmaceutical company funding in the past two years.

e VVA during the menopause is a common, under reported and poorly treated condition.
Living with vaginal atrophy is physically & mentally exhausting. It can cause associated
urinary problems, has a negative impact on sexual pleasure, and can even create issues
around exercise and clothing. Patients can feel stigmatized and embarrassed. VVA can
therefore have a large impact on a patient’s quality of life and personal wellbeing and on
personal relationships.

e There are a few options currently available for treatment. However, these options are not
always successful in adequately treating the condition and are not available to all women.
Many affected women are still unable to have sex despite using currently available
therapies.

e Ospemifene would provide another treatment option that may allow some patients to
have a better quality of life, a better sex life, reduced irritation and restored feelings of
confidence and self-esteem.

Additional information: guidelines and protocols

The National Institute for Health and Care Excellence (NICE) published guideline NG23,
Menopause: diagnosis and management in November 2015.12 The guidance recommends that
local oestrogen therapy can be offered to women with VVA with or without concomitant HRT,
provided no contraindications exist. Vaginal moisturisers and lubricants may be used
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concomitantly with local oestrogen therapy, or as a standalone treatment. This guidance predates
the availability of ospemifene for the treatment of moderate to severe symptomatic VVA in post-
menopausal women who are not candidates for local vaginal oestrogen therapy.

Additional information: comparators

At present, the most relevant comparators are OTC non-hormonal vaginal moisturisers and
lubricants. Ospemifene in clinical practice however, may potentially be given concomitantly with
OTC non-hormonal vaginal moisturisers and lubricants. A considerable number of patients buy
these products themselves at no cost to the NHS.

Cost of relevant comparators

Dose Regimen Cost per year (£)
Ospemifene 60mg orally once daily £514
ReplensMD Pre-filled 1 application intravaginally £151
Applicators three times weekly in the

morning.
YES VM vaginal moisturiser | 1 application intravaginally £104 to £312
Pre-filled Applicators every 2 to 3 days or every 1 to

2 days in severe cases.

Doses are for general comparison and do not imply therapeutic equivalence. Costs from MIMS
online on 10 June 2019. Treatments are for illustrative purposes only; not all treatments have been
included.

Additional information: budget impact

The company assumed there would be 7,374 patients eligible for treatment in all years. The gross
impact on the medicines budget was estimated to be £374k in year 1 rising to £935k in year 5. As
no other medicines were assumed to be displaced the net budget impact remained the same as
the gross budget impact. Clinical expert opinion indicates this may be an overestimate.
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This assessment is based on data submitted by the applicant company up to and including
12 July 2019.

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
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therefore asked to consider contract pricing when reviewing advice on medicines accepted by
SMC.

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

This advice represents the view of the Scottish Medicines Consortium and was arrived at after
careful consideration and evaluation of the available evidence. It is provided to inform the
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in

determining medicines for local use or local formulary inclusion. This advice does not override the

individual responsibility of health professionals to make decisions in the exercise of their clinical
judgement in the circumstances of the individual patient, in consultation with the patient and/or
guardian or carer.
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