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Definitions:

Consultees — Organisations that accept an invitation to participate in the appraisal including the companies, national professional
organisations, national patient organisations, the Department of Health and the Welsh Government and relevant NHS organisations
in England. Consultees can make a submission and participate in the consultation on the appraisal consultation document (ACD; if
produced). All non-company consultees can nominate clinical experts and/or patient experts to verbally present their personal
views to the Appraisal Committee. Company consultees can also nominate clinical experts. Representatives from NHS England
and clinical commissioning groups invited to participate in the appraisal may also attend the Appraisal Committee as NHS
commissioning experts. All consultees have the opportunity to consider an appeal against the final recommendations, or report any
factual errors, within the final appraisal determination (FAD).

Clinical and patient experts and NHS commissioning experts — The Chair of the Appraisal Committee and the NICE project
team select clinical experts and patient experts from nominations by consultees and commentators. They attend the Appraisal
Committee meeting as individuals to answer questions to help clarify issues about the submitted evidence and to provide their
views and experiences of the technology and/or condition. Before they attend the meeting, all experts must either submit a written
statement (using a template) or indicate they agree with the submission made by their nominating organisation.

Commentators — Commentators can participate in the consultation on the ACD (if produced), but NICE does not ask them to make
any submission for the appraisal. Non-company commentator organisations can hominate clinical experts and patient experts to
verbally present their personal views to the Appraisal Committee. Commentator organisations representing relevant comparator
technology companies can also nominate clinical experts. These organisations receive the FAD and have opportunity to report any
factual errors. These organisations include comparator technology companies, Healthcare Improvement Scotland any relevant
National Collaborating Centre (a group commissioned by NICE to develop clinical guidelines), other related research groups where
appropriate (for example, the Medical Research Council and National Cancer Research Institute); other groups such as the NHS
Confederation, the NHS Commercial Medicines Unit, the Scottish Medicines Consortium, the Medicines and Healthcare Products
Regulatory Agency, the Department of Health, Social Services and Public Safety for Northern Ireland).

Public — Members of the public have the opportunity to comment on the ACD when it is posted on the Institute’s web site 5 days
after it is sent to consultees and commentators. These comments are usually presented to the appraisal committee in full, but NICE
reserves the right to summarise and edit comments received during consultations, or not to publish them at all, where in the
reasonable opinion of NICE, the comments are voluminous, publication would be unlawful or publication would be otherwise
inappropriate.
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Please note: Comments received in the course of consultations carried out by NICE are published in the interests of openness and
transparency, and to promote understanding of how recommendations are developed. Comments are pasted in verbatim and
represent the views of consultees and commentators. The comments are published as a record of the submissions that NICE has
received, and are not endorsed by NICE, its officers or advisory committees.

Comments received from consultees

Consultee

Comment (sic)

Response

Allergan

Has all of the relevant evidence been taken into account?

Allergan considers that all evidence deemed relevant at the time of submission was
presented and has been taken into account by the Evidence Review Group (ERG)
and the Committee.

Further to specific points raised at the appraisal committee meeting and that were
subsequently highlighted in the ACD, we recognise that additional relevant evidence
could be helpful to allow the Committee to more robustly assess dexamethasone in
the population of patients with a natural lens who either do not respond to, or are not
suitable for, non-corticosteroid therapies. We would therefore like to draw your
attention to a new, highly relevant, analysis presented in the Appendix of this
document, which we believe is likely to affect the preliminary recommendations in
the ACD because it will reduce the uncertainty around the ICER in this specific
subgroup and give the Committee enhanced confidence that the ICER for this
population may be within the range normally considered to be a cost-effective use of
NHS resources (up to £20,000—£30,000 per QALY gained). This new analysis
results in an ICER of £14,978 and incorporates the following in addition to changes
recommended by the ERG and the Committee:

e A new analysis of the MEAD trial data which aims to better approximate
visual outcomes for the high proportion of patients who were censored or
who discontinued from the studies in both the sham and the DEX700
treatment arms, which the Committee noted had likely contributed to the
overestimation of the reported ICER when the observed MEAD data alone
was considered in pairwise analysis (section 4.19 of the ACD).

e The incorporation of alternative and highly relevant utility values from the
literature. These are based on Czoski-Murray et al. which provides a wider
range of utility values than those observed in the MEAD studies, noted by
the Committee as an additional possible contribution to the overestimation
of the reported ICER (section 4.19 of the ACD). This is consistent with the

Comments noted. Details of the Committee’s
consideration of the company’s new evidence are
given in sections 4.21-4.25 of the FAD.
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Consultee

Comment (sic)

Response

approach taken in the assessment of other technologies for this condition,
recognising the complexities surrounding direct utility elicitation in this
population. For completeness utility values from Brown® and Brown et al.?
have also been included in additional analyses.

e The incorporation of a clinical continuation rule for DEX700, whereby
patients are assumed not to receive further treatment with DEX700 if they
do not achieve a gain of at least 5 letters between baseline and Month 6,
following their first injection of DEX700.

Allergan

Are the summaries of clinical and cost-effectiveness reasonable
interpretations of the evidence?

Allergan believes that, in general, the summaries of clinical and cost effectiveness
included within the ACD are a reasonable interpretation of the evidence; however,
we would like the Committee to consider some points of clarification regarding the
interpretations of the evidence.

In section 3.24 of the ACD it is stated that:

“The company also noted that the 95% credible intervals were wide, denoting
uncertainty around the true amount of heterogeneity”.

We would like to challenge this interpretation of the submitted evidence. The
statement should read:

“The company also noted that the 95% credible intervals around the estimated
amount of heterogeneity were wide, denoting uncertainty around the true amount of
heterogeneity”.

Comment noted. Section 3.24 of the FAD has been
amended to state that the 95% credible intervals
around the estimated amount of heterogeneity were
wide.

Allergan

Section 3.27 of the ACD discusses the comparison of results from the pairwise
meta-analysis of MEAD-010 and MEAD-011 with the results from the network meta-

analysis. The discussion states that this comparison:

“showed that the relative risk from the pairwise meta-analysis of losing 10 or more
letters was 0.72 (95% Crl 0.35 to 1.25) which is different to the relative risk from the
network meta-analysis of 0.71 (95% Crl 0.41 to 1.08). The relative risk for gaining at
least 10 letters at 12 months from the pairwise meta-analysis is 1.35 (95% Crl 0.77
to 2.21) which differs from the relative risk from the network meta-analysis of 1.40
(95% Crl 0.92 to 2.14)".

Comment noted. Section 3.27 of the FAD has been
amended.
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Consultee

Comment (sic)

Response

Allergan would like to query the conclusion that the estimates of the relative risk of
losing 10 or more letters and the relative risk of gaining at least 10 letters were
different between the pairwise meta-analysis and the network meta-analysis. We
believe that the presented results (0.72 vs 0.71 for the relative risk of losing 10 or
more letters and 1.35 vs 1.40 for the relative risk of gaining at least 10 letters from
the pairwise vs network meta-analysis) are comparable. Further, in both analyses
the 95% credible intervals shows no statistically significant difference, and hence the
conclusions of the two analyses are the same. However, there is some additional
uncertainty in the pairwise meta-analysis, which is expected due to only the MEAD
trials being included in the pairwise analysis (whereas additional trials are included
in the network meta-analysis alongside the MEAD trials) and the uncertainty is
driven by the number of trials included in the analysis, their size and their quality.

Allergan

In section 3.58 of the ACD it is stated that:

“The ERG agreed that the use of the MEAD sham data is likely to have
overestimated the true efficacy of watch—and—wait; however, they highlighted that
the MEAD trials were the only ones in the network meta-analysis that provide
relative effects for dexamethasone intravitreal implant compared with sham, and so
these relative effects are also present in the results from the network meta-analysis”.

Allergan believes that there has been some confusion regarding the interpretation of
relative risks from the network meta-analysis.

The statement above would be correct if the results of the network meta-analysis
were presented in terms of relative treatment effects. However, the outputs
presented in the submission were relative risks, constructed using the absolute
probabilities of being in each category of vision and influenced by all four trials,
including a sham treatment arm (i.e. the MEAD studies®, ETDRS" and OIk®).

The probability for sham was calculated by fitting a baseline model to the sham
arms of the lowest category of the ordered categorical model (i.e. losing at least 10
letters) from all trials that include a sham treatment arm (i.e. the MEAD studies,*
ETDRS”® and OIk®). The treatment effect model estimated relative treatment effects
and applied these to this probability for sham (calculated from the baseline model) to
yield probabilities of all other treatments being in each category of vision. These
probabilities were used to calculate the relative risks (e.g. probability of
treatment/probability of sham) which were reported in the network meta-analysis
section of the submission and used in the economic modelling.

Comment noted. The ERG acknowledged the
company’s comment but considered the statement
in section 3.58 of the ACD to be factually correct.
No change made to the FAD.

Allergan

In section 3.64 of the ACD it is stated that:
“The ERG noted that the company did not present data for fluocinolone acetonide

Comment noted. The ERG acknowledged the
company’s comment but considered the statement
in section 3.64 of the ACD to be factually correct.
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Consultee

Comment (sic)

Response

intravitreal implant in combination with laser photocoagulation or data for
bevacizumab in combination with laser photocoagulation”.

Allergan would like to clarify that it attempted to identify evidence for fluocinolone
acetonide intravitreal implant in combination with laser and for bevacizumab in
combination with laser as part of the systematic review of the clinical evidence base
of randomised controlled trials described in Section 6.1 and 6.2 of the
manufacturer’s submission; however, no relevant evidence was identified for these
two treatment strategies.

No change made to the FAD.

Allergan

In section 3.68 of the ACD it is stated that:

“the poor fit of the models to the datasets (as indicated by the between study
standard deviation)”

This was later described as a reason why the ERG were concerned about the
validity of the results of the network meta-analyses. Allergan does not agree with
this interpretation for the following reasons:

Model fit is not assessed by between-study standard deviation, but instead by using
goodness-of-fit measures, such as the deviance information criterion — which allows
a comparison of goodness-of-fit between different models — or the total residual
deviance — which assesses the overall fit of a particular model. Between-study
standard deviation measures how much statistical heterogeneity there is amongst
the evidence. This value is independent of model fit.

When model fit was assessed using total residual deviance, even though this value
was higher than the number of individual data points included in the model, the
model was considered a sufficient fit to the data using the Chi-squared statistical
test, as noted in the manufacturer’s submission Section 6.6.7.

Comment noted. Section 3.75 of the FAD has been
amended to read “the poor fit of the models to the
datasets (as indicated by the residual deviance)”.

Allergan

In sections 4.2, 4.16 and 4.17 of the ACD it is noted that the Committee considered
there to be populations of DMO patients with a pseudophakic lens who would be
eligible for treatment with DEX700 which are further defined by a central retinal
thickness (CRT) cut-off of at least 400 micrometres or less than 400 micrometres.
Whilst Allergan understands that this distinction (which has important implications
for comparators) has been made in light of the guidance from technology appraisal
2747, Allergan does not feel that this was made clear in the ACD. Allergan is
concerned that the reader could incorrectly believe that conditions based on CRT
form part of the licence for DEX700 and would therefore appreciate the Committee
appropriately reconsidering their wording around these sub-populations.

Comment noted. Section 4.2 of the FAD has been
amended to include a cross-reference to the
marketing authorisation for dexamethasone
intravitreal implant. It has also been clarified that
the populations have been defined according to
comparators as well as the marketing authorisation
for dexamethasone intravitreal implant.

Allergan

In section 4.8 of the ACD, the Committee noted that:
“the company had provided subgroup analyses for people with a pseudophakic lens,

Comment noted. No change to the FAD requested
or required.
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Consultee

Comment (sic)

Response

but not for people whose condition did not respond to non-corticosteroid treatment,
or for whom it was not suitable”.

As discussed in section 7.2.1 of the submission dossier, Allergan would like to
highlight that there is no specific evidence available for DEX700 or sham in the
population of patients for whom non-corticosteroid treatment was not suitable.
Therefore, in the absence of these data, the assumption was made that there is no
differential efficacy of DEX700 or sham in this population compared with the total
population of the MEAD studies.

Further, there is limited evidence available for DEX700 or sham in the population of
patients whose condition did not respond to non-corticosteroid treatment; however,
available evidence does not suggest that there is a differential efficacy in this
population compared with the total population. Therefore, in the absence of robust
data, the assumption was made that there is no differential efficacy of DEX700 or
sham in this population compared with the total population of the MEAD studies.

Allergan considers these to be reasonable assumptions given that these populations
are covered by the licence for DEX700 in DMO which was granted by the European
Medicines Agency based on the results of the MEAD studies for the total population.

Patients enrolled in MEAD had previously received laser therapy or were not
considered suitable candidates for such therapy. Whilst only a small proportion of
patients from the MEAD trials programme had previously received anti-VEGF
treatment, given the broader anti-inflammatory action of steroids compared with anti-
VEGF agents, the CHMP felt it was reasonable to assume that steroids would be
tried in patients with DMO who had not responded to anti-VEGF therapy, or who
were unsuitable for anti-VEGF injections, irrespective of lens status in current
clinical practice.

Allergan

In section 4.9 of the ACD it is stated that:

“if the vision of patients in the sham procedure arm did not improve during the trial,
they were offered treatment with dexamethasone intravitreal implant and then
excluded from the trial”.

Allergan believes that this statement misrepresents the reality of what happened to
sham patients in the MEAD studies, particularly as sham patients were not
necessarily treated with DEX700 if they were deemed to require additional treatment
by their physician. The statement should read:

“if the vision of patients in the sham procedure arm was considered to require
additional treatment during the trial, the patients were offered appropriate treatment
and then excluded from the trial”.

Comment noted. Section 4.9 of the FAD has been
amended to improve its accuracy.
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Consultee

Comment (sic)

Response

Allergan

Are the provisional recommendations sound and a suitable basis for guidance
to the NHS?

Allergan would like the opportunity to discuss further the conclusion made in section
4.19 of the ACD that states:

“The Committee noted that, although it preferred using the head-to-head MEAD trial
data, the ICER of £1,166,271 per QALY [quality-adjusted life year] gained was likely
to be an overestimate because of the high discontinuation rates in MEAD (leading to
the sham arm being unrepresentative of patients in clinical practice) (see section
4.9), narrow bands of utility values from MEAD (see section 4.14) and the possibility
of the WSE [worse-seeing eye] having a higher utility value than the BSE [better-
seeing eye] in the model (see section 4.15). The Committee acknowledged that
although the true value of the ICER was likely to be less than £1,166,271 per QALY,
it was extremely unlikely to be within the range normally considered to be a cost-
effective use of NHS resources (up to £20,000-30,000 per QALY gained). The
Committee concluded that dexamethasone intravitreal implant was not a cost-
effective use of NHS resources compared with watch—and—wait for treating people
who do not have a pseudophakic lens and have DMO that has not responded
adequately to non-corticosteroid therapy, or such treatment is unsuitable for them,
and that it did not recommend dexamethasone intravitreal implant for this group.”

Allergan welcomes the Committee’s reasoning that the ICER given in this paragraph
is likely to be an over-estimate, but we respectfully disagree with its conclusion that
the true ICER is unlikely to show cost-effectiveness according to NICE’s normal
range. Based on the analysis which we present in the Appendix to this letter; which
uses head-to-head MEAD trial data, includes a clinical continuation rule and
explores ways of handling discontinuation which better characterises the trajectory
of change in visual function for affected patients; the ICER we show for patients who
both still have their natural lens and who are unresponsive to or unsuitable for non-
corticosteroid treatment falls to £14,978, which does indeed demonstrate cost-
effectiveness. We commend this analysis to the Committee on the basis that it
should give the Committee increased confidence that the ICER for this population
may be within the range normally considered to be a cost effective use of the
National Health Service (NHS) resources and therefore lead to a positive
recommendation for an important group of patients who have high unmet clinical
need and who are currently excluded from the draft recommendation.

Comment noted. See sections 4.21-4.25 of the
FAD for details of the Committee’s consideration of
the company’s new analysis submitted in response
to the ACD.
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Consultee

Comment (sic)

Response

Allergan

Other points of clarification

In sections 3.20, 3.23 and 3.44 of the ACD the DRCR.net PROTOCOL | study is
incorrectly referred to as PROTOCOL 1.

Comment noted. The spelling of the PROTOCOL |
study has been corrected in sections 3.20, 3.23 and
3.44 of the FAD.

Comments received from clinical experts and patient experts

None

Comments received from commentators

Commentator

Comment

Response

Alimera Sciences

Clinical interpretations

1.

The first issue relates to the ‘watch-and-wait’ therapy (i.e., no active treatment
received). We would like to highlight that ‘watch and wait’ is not a standard of care
(SOC) for patients with DMO. It is also potentially detrimental to the patient’s
outcome, with nearly half of the patients developing DMO losing two or more lines of
visual acuity within 2 years.4 Furthermore, watch-and-wait therapy is not a position
supported by clinical practice as physicians using FAc implants in patients with DMO
do so according to the recommendations of the NICE technology appraisal TA301*
and this is when the patient shows an insufficient response to first-line therapy. Since
November 2013, the usage of ILUVIEN in clinical practice has been growing with 141
hospitals registered to receive ILUVIEN and 65% of all UK hospitals having treated at
least one patient with ILUVIEN. This usage is reflected in the increasing number of
published case reports.®™

Comment noted. As described in section 4.5
of the FAD, the Committee heard from the
clinical experts that people with DMO that is
insufficiently responsive to non-
corticosteroid therapy who do not have a
pseudophakic lens are monitored but do not
have active treatment (also known as
‘watch—and—-wait’). No change to the FAD
required.
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Commentator

Comment

Response

Alimera Sciences

2.

The second objection relates to the appropriate comparator for DMO patients with a
pseudophakic lens. In current practice, NICE recommends the use of the FAc implant
in patients as “...an option for the treatment of chronic diabetic macular oedema
considered insufficiently responsive to available therapies only if the implant is to be
used in an eye with an intraocular (pseudophakic) lens.” * Hence the SOC and the
logical comparator to DEX is the FAc implant, given that this is approved for use in
DMO patients with a pseudophakic lens and in patients that do not respond to non-
corticosteroid treatment. Current practice is also reflected by the views of the ERG.
Indeed, they expressed concern that FAc implant was not included in the base case
analysis for patients who had a pseudophakic lens and for patients with disease that
has n(2)t had an adequate response to non-corticosteroid therapy. (pp. 31, point
3.74).

Comment noted. The evidence considered
by the Committee for people with a
pseudophakic lens and with diabetic
macular oedema that does not respond to
non-corticosteroid treatment or such
treatment is unsuitable for them included a
comparison with fluocinolone intravitreal
implant (see section 4.26 of the FAD). No
change to the FAD requested or required.

Alimera Sciences

The third point relates to the uncertainty of the clinical efficacy of DEX. The clinical
studies included patients that were naive to DMO therapy in addition to patients that
were insufficiently responsive to non-corticosteroid therapy.12 The CHMP states that
“While one of the two pivotal studies (study 206207-010) achieved statistically
significant improvement in the primary endpoint, the other study (206207-011) failed
to show superiority of DEX. In this study, the difference in mean BCVA average
change from baseline compared to Sham was not significant for either dose of
dexamethasone. Furthermore, the clinical relevance of an average increase of 1 to 2
letters over the 3 year study period (1.4 in the pooled analysis compared to Sham)
was considered questionable by the CHMP.” (pp. 68).12 Pivotal trials were therefore
inconclusive, showing an average benefit of a mere 1.4 letters in BCVA over 3 years.

Comment noted. No change to the FAD
requested or required.

Alimera Sciences

The fourth point relates to the appraisal committee’s preliminary recommendations for
DEX. The CHMP showed that in patients that had already received treatments for
DMO (i.e., laser, steroid or anti-VEGF treatment; non-corticosteroid treatments) prior
to the start of the study there was an overall gain in letters that was similar to the
overall population (a mean gain of +1.4 letters; see point 3 above). This then led the
CHMP to question the clinical relevance of this data by stating “...this population may
have had more stubborn disease than treatment naive patients, hence contributing to
the limited treatment benefits observed.” (pp. 68).12 Available data therefore
guestions the relevance of the appraisal committee’s preliminary recommendations
for the use of DEX.

Comment noted. No change to the FAD
requested or required.
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Commentator

Comment

Response

Alimera Sciences

Cost-effectiveness interpretations

1. The models comparing the cost-effectiveness of therapies for patients with DMO that
have not responded adequately to non-corticosteroid therapy clearly show that for all
comparisons, except at a discount of 10%, FAc implant dominated dexamethasone
intravitreal implant. This was based on a list price of £5,500 for FAc implant which the
manufacturer makes available to the NHS under the terms agreed with the Department of
Health as part of a patient access scheme (pp. 23, point 3.52).%

Comment noted. Minor amendments have
been made to the wording of section 3.52 of
the FAD to make this clearer.

Alimera Sciences

2. Using the models comparing the cost-effectiveness of therapies for patients with DMO
that have a pseudophakic lens and disease that does not respond adequately to non-
corticosteroid therapy, or such treatment is not suitable for them, the ERG stated that with
a 400/2 and 50% discount in the price of FAc implant, it dominated DEX (pp. 38, point
3.91).

Comment noted. No change to the FAD
requested or required.

BMJ Evidence
Review Group

Para 4.12, second bullet point: "for people with a pseudophakic lens, the company presented
a comparison of dexamethasone intravitreal implant with ranibizumab in its base-case and
with bevacizumab and watch—and—wait as a scenario analysis":

Minor factual error: you need to add "laser” in the scenario analysis.

Comment noted. Section 4.12 of the FAD
has been amended accordingly.

BMJ Evidence
Review Group

Para 4.20 (and actually my comment refers to the whole recommendation): "The Committee
considered the cost effectiveness of dexamethasone intravitreal implant compared with
fluocinolone acetonide intravitreal implant for people who have a pseudophakic lens and
DMO that has not responded adequately to non-corticosteroid therapy, or such treatment is
unsuitable for them [...] it considered that the cost effectiveness of dexamethasone intravitreal
implant is likely to be similar to fluocinolone acetonide intravitreal implant”.

Has the Committee taken into account that the company's comparison is for the TOTAL
POPULATION and not the pseudophakic one? Have the results for the TOTAL
POPULATION been used as a proxy for the pseudophakic population? | note that
fluocinolone has higher rates of cataract requiring extraction in phakic patients (see ERG
report, page 214). This means that the fluocinolone outcomes in the total population have
been more negatively affected by cataract formation compared with dexamethasone, so may
in fact be more effective than dexamethasone (and not similar to it) in the pseudophakic
population. | think this point may need to be discussed further and clarified in the FAD.

Comment noted. The Committee made its
recommendation after considering the best
available clinical- and cost-effectiveness
evidence for this comparison. No change to
the FAD required.
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Commentator

Comment

Response

Novartis

1. Has all of the relevant evidence been taken into account?

Systematic Review & Network Meta-analysis

Novartis conducted a systematic review and network meta-analysis in DMO relevant to the
NICE decision problem in Q1 2014. The outputs of this work were published on July 16™ in
PLOSone journal.

The manufacturer appears not to have considered all the appropriate and relevant evidence
within their network meta-analysis. Of significance and impacting the effect size of
ranibizumab was the omission of other key evidence (central to the decision problem). Table
1 below highlights the evidence that was omitted from the manufacturer’s network meta-
analysis.

Table 1. Key evidence omitted from the manufacturer’s network meta-analysis and
relevant to the decision problem

Treatment Node Omitted Evidence
Ranibizumab READ-2
RESOLVE?®

In addition to the omissions as described above, the manufacturer has chosen to include the
REVEAL study4 as part of the network to inform the relative effectiveness estimate of
ranibizumab. This study evaluated ranibizumab in an exclusively Asian population and is thus
not representative of the UK wider population. Consequently, it should not be included within
this evidence network for reasons of heterogeneity of inclusion criteria compared to the other
studies.

Comment noted. RESOLVE and READ-2
were appropriately excluded from the
company's NMA because the ranibizumab
treatment regimens used do not reflect the
SPC.

REVEAL was appropriately included in the
company's NMA because it uses the
ranibizumab treatment regimen
recommended in the SPC and, other than
the difference in ethnicity, the baseline
characteristics are comparable with the
other trials in the NMA. No changes to the
FAD have been made.
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Commentator Comment Response
Novartis 2. Are the summaries of clinical and cost effectiveness reasonable interpretations of Comment noted. The spelling of
the evidence? PROTOCOL | has been corrected in
section 3.20 of the FAD.
Page 10, Section 3.20.
The ACD document incorrectly describes the PROTOCOL 1 study — the study is called the
PROTOCOL I study (i.e. the letter “I” not the number “1”).
Novartis Pages 15-16, Section 3.32. Comment noted. No change to the FAD

In terms of the model structure, Novartis notes that the manufacturer uses two very wide
Markov states at the high and low ends of visual acuity (compared to 10 letter states in the
rest of the structure). Specifically the use of “76 letters or more” AND “35 letters or less” rather
than splitting the states into:

High visual acuity: 2 states — one for “76-85 letters” and another for “86-100 letters.”
Low visual acuity: 2 states — one for “26-35 letters” and another for “<25 letters.”

The net effect of the manufacturer's model structure is reduced granularity and QALY
underestimation — i.e. the ability to be able to calculate incremental differences in utility
between treatments.

The various models of utility that have been applied to technology appraisals in this field have
linear functions (please see Table 2 [provided but not reproduced]) and thus utility differences
that occurred are lost when using this homogenised upper and lower state structure. This
approach favours less effective treatments as is the case within the present context and might
have led to overly optimistic ICERs for dexamethasone.

Furthermore, the manufacturer’s invalid assumption that a patient may only transition by a
maximum of 1 state in a cycle further exacerbates the problem of QALY underestimation.

requested or required.
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Commentator

Comment

Response

Novartis

Pages 18-19, Section 3.39.

Novartis also notes that the manufacturer does not undertake sensitivity analyses with the
utility algorithms that have already been applied within the context of recent NICE decision
making (in TA274°) and the ongoing appraisal for aflibercept in DMO. Instead the
manufacturer undertakes a sensitivity analysis with EQ-5D, which is known to be insensitive
to vision related diseases” . Novartis feels that it is appropriate to ensure that the
methodology associated with NICE decision making is harmonised between appraisals where
possible.

The utility algorithms selected by the manufacturer for the present submission favour less
effective treatments since the delta between the highest and lowest vision states is
significantly smaller: 0.16 was the maximum delta presented at the committee meeting for the
manufacturer’s choice of utility data compared to 0.50 for Czoski-Murray® and 0.41 for Brown
(1999)6. As a consequence, the economic modelling is underestimating the ICERSs for the
dexamethasone comparisons.

It is also worth noting the perverse irony in the choice of utility algorithm employed by the
manufacturer for their base case - Visual Function Questionnaire Utility Index (VFQ Ul),
calculated directly from the 25-item National Eye Institute Visual Function Questionnaire (NEI
VFQ-25) collected in the MEAD clinical trials. The results demonstrate that dexamethasone is
no more effective than sham at improving health related quality of life (defined by NEI VFQ-
25) on both the composite score and individual items as reported on page 7 of the ACD and
discussed at the committee meeting:

“3.11. There were no statistically significant differences in the mean average change in
health-related quality of life when comparing dexamethasone intravitreal implant with sham
procedure in the MEAD trials (overall composite score: dexamethasone 1.9 versus sham 2.2,
p=0.64; general vision: dexamethasone 4.5 versus sham 5.0, p=0.92; difficulty with near
vision: dexamethasone 5.8 versus sham 4.3, p=0.25; difficulty with distance vision:
dexamethasone 2.9 versus sham 2.7, p=0.70; mental health symptoms due to vision:
dexamethasone 4.6 versus sham 4.8, p=0.89).”

Comment noted. The company provided
new evidence in response to the ACD that
included cost-effectiveness estimates
generated using utility values derived from
published data that had been discussed in
previous appraisals. The Committee’s
consideration of the utility values employed
by the company is given in sections 4.14
and 4.23 of the FAD.

Consultation comments: May 2015
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Commentator Comment Response
Novartis Page 20, Section 3.41. Comment noted. Section 3.41 of the FAD
has been amended so it is clear the costs
“For ranibizumab, the total cost was £858.85 for unilateral disease and £1659.36 for bilateral are based on ranibizumab’s list price.
disease”
Novartis requests that the additional words “without PAS” are added to the sentence for
clarity.
Novartis Page 20, Section 3.43. Comment noted. As written in the
consultation response, monitoring and
The assumptions employed by the manufacturer for the number of monitoring visits with treatment mterval; should be determlne_d by
- I the physician, which does not necessarily
ranibizumab (based on the summary of product characteristics and TA237) are out of date th fi de in th
since the ranibizumab SmPC has changed and does not require monthly monitoring: Mmean the assumption made in the company
’ submission is inappropriate. No change to
the FAD requested or required.
Please see precise wording from Section 4.2 of the ranibizumab SmpPC®:
“...monitoring and treatment intervals should be determined by the physician and should be
based on disease activity, as assessed by visual acuity and/or anatomical parameters.
Monitoring for disease activity may include clinical examination, functional testing or imaging
techniques (e.g. optical coherence tomography or fluorescein angiography).”
Novartis Page 21, Section 3.44. Comment noted. The spelling of

The ACD document incorrectly describes the PROTOCOL 1 study — the study is called the
PROTOCOL I study (i.e. the letter “I” not the number “1”).

PROTOCOL | has been corrected in section
3.44 of the FAD.

Consultation comments: May 2015
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Commentator Comment Response
Novartis Page 22, Section 3.46. Comment noted. Section 3.46 of the FAD
has been amended to specify that this is the
“In people with a pseudophakic lens, treatment with ranibizumab resulted in a deterministic fuslleﬂzguﬁ;zg Ioefnp;eople with a
incremental cost-effectiveness ratio (ICER) of £50,905 per QALY gained...” P P '
Please could the additional words, and “not stratified by retinal thickness of >400
micrometres” be added to make it clear that this ICER is for the full pseduophakic DMO
population.
Novartis Page 31, Section 3.73. Comment noted. No change to the FAD
requested or required.
“The restriction of transitions between health states for each cycle, so that each patient could
only move 1 BCVA health state per cycle”
Novartis agree with the ERG that this assumption is not valid.
It is important to recognise the collective effects of several of the manufacturer’s key
modelling assumptions (model structure, utility source, and the state transition restrictions as
here) all leading to reduced granularity and favouring dexamethasone.
Novartis 3. Are the provisional recommendations sound and a suitable basis for guidance to the | Comment noted.

NHS?

Novartis agrees that the provisional recommendations are sound and a suitable basis for
guidance to the NHS.

Consultation comments: May 2015
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Comments received from members of the public

Role’ Section Comment Response
NHS 3.29 In section 3.29, the ACD refers to 84€"Watch and waitd€™, or no treatment, | Comment noted. As described in section 4.5 of the
Professional 1 as current practice where patients are no longer responding to first line FAD, the Committee heard from the clinical experts
therapy, currently ranibizumab. We feel that this is no longer clinical that people with DMO that is insufficiently
practice, and likely to be detrimental to good outcomes for patients. responsive to non-corticosteroid therapy who do
Specifically in patients with a pseudophakic lens, the comparator used in not have a pseudophakic lens are monitored but do
the analysis was ranibizumab. Clearly if such a patient is no longer not have active treatment (also known as ‘watch—
sufficiently responding to 1st line treatment, TA301 states that ILUVIEN and-wait’). No change to the FAD required.
should be considered as an option. The choice of comparator therefore
should be ILUVIEN
Pharmaceutical 1.1, 4.6, The preliminary recommendations for dexamethasone intravitreal implant Comment noted. The marketing authorisation for
Industry 1 417 include a positive recommendation for people with diabetic macular dexamethasone intravitreal implant does not

oedema (DMO) if the implant is to be used in an eye with an intraocular
(pseudophakic) lens and non-corticosteroid treatment is unsuitable for
them:

1.1 Dexamethasone intravitreal implant is recommended as an option for
treating people with diabetic macular oedema only if:

e the implantis to be used in an eye with an
intraocular(pseudophakic) lens and

e their diabetic macular oedema does not respond to non-
corticosteroid treatment or such treatment is unsuitable for them.

It is unclear what is meant by ‘unsuitable’. Section 4.6 of the ACD states
that the Appraisal Committee heard from clinical experts that there are no
clinical criteria for determining whether a treatment is ‘unsuitable’ for a
person with DMO. Nevertheless, the ACD clearly states in section 4.17
that dexamethasone intravitreal implant was not a cost-effective use of
NHS resources compared with laser for treating DMO in people with a
pseudophakic lens and a central retinal thickness (CRT) of less than 400
micrometres. This is not clearly reflected in the wording of the guidance

specify what ‘unsuitable’ means and, as described
in the consultation response, the Committee heard
from clinical experts that there are no definitive
criteria in inform clinical decision-making. No
change to the FAD required.

" When comments are submitted via the Institute’s web site, individuals are asked to identify their role by choosing from a list as follows: ‘patent’, ‘carer’, ‘general public’, ‘health
professional (within NHS)’, ‘health professional (private sector)’, ‘healthcare industry (pharmaceutical)’, ‘healthcare industry’(other)’, ‘local government professional’ or, if none of
these categories apply, ‘other’ with a separate box to enter a description.

Consultation comments: May 2015
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Role

Section

Comment

Response

and ‘unsuitable’ may be interpreted as not recommended by NICE
guidance.

We recommend that the definition of ‘unsuitable’ is clarified in the
guidance in Section 1 and reflects the wording of Section 4 of the ACD
with regard to the use of dexamethasone intravitreal implant in patients
with DMO with a pseudophakic lens and a CRT of under 400 micrometres
at baseline.

The Department of Health submitted a response advising it had no comments.

Consultation comments: May 2015
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Response to the appraisal consultation document: Dexamethasone intravitreal

implant for treating diabetic macular oedema [ID653]

Confidential information is highlighted and underlined, e.g. XXXXXX (Academic in

confidence) and XXXXXX (Commercial in confidence)

Approved name of medicinal product: Dexamethasone intravitreal implant

Brand name: Ozurdex®
Company: Allergan Limited
Date: 11th March 2015

Dear Lori Farrar and Frances Sutcliffe

Allergan welcomes the opportunity to comment on the appraisal consultation
document (ACD) for the ongoing single technology appraisal of dexamethasone
intravitreal implant (DEX700) for treating diabetic macular oedema (DMO) [ID653].
The ACD recommends DEX700 as an option for treating people with DMO only if:

e the implantis to be used in an eye with an intraocular (pseudophakic) lens;

and

e their diabetic macular oedema does not respond to non-corticosteroid

treatment or such treatment is unsuitable for them.

We would like to confirm that Allergan welcomes the positive draft recommendation
within the ACD as it is an important step to making DEX700 available in the UK for a
subgroup of DMO patients where current treatment options are limited. However,
there remains a significant group of DMO patients who have been identified in the
ACD as having a high unmet clinical need but are excluded from this draft
recommendation. This is the subgroup which the committee has termed ‘people who
do not have a pseudophakic lens and have DMO that has not responded adequately
to non-corticosteroid therapy, or such treatment is unsuitable for them’. This
population represents patients with a natural lens whom either do not respond to, or
are not suitable for, non-corticosteroid therapies. The current treatment pathway for
these patients is shown in Figure 1 and highlights the lack of available treatment

options for this patient population.
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At the appraisal committee meeting, there was a constructive discussion focused on
the benefit versus risk profile of DEX700 in patients with and without a natural lens
and how this translated to some uncertainty in the incremental cost-effectiveness
ratios (ICERS), specifically those relating to patients with a natural lens. In addition, it
was recognised that other factors, specifically the utility sources used to value health
effects within the model and the handling of patient discontinuation, may have
contributed to increased uncertainty in the resultant ICERs, upon which the
Committee has made its draft recommendation.

We have recognised the importance of the Committee and ACD feedback and
completed additional analyses to further investigate and assess these areas of
concern, aiming to reduce the uncertainty in the evaluation of the cost effectiveness
of DEX700 in the subgroup of patients with a natural lens who either do not respond
to, or are not suitable for, non-corticosteroid therapies. The revised base case
analysis in this population is presented in the Appendix to this letter and results in an
ICER of £14,978.

NICE specifically requests responses to the following:
e Has all of the relevant evidence been taken into account?

e Are the summaries of clinical and cost effectiveness reasonable

interpretations of the evidence?

e Are the provisional recommendations sound and a suitable basis for guidance
to the NHS?

Following a detailed review of the ACD, Allergan would like to address these three

points in turn, as well as to provide some additional points of clarification.
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Figure 1: Treatment pathway: patients who either do not respond to, or are not suitable for, non-corticosteroid therapies

Centre Involved DMO with
Associated Vision Loss

UNSUITABLE/
INSUFFICIENTLY
NO
l RESPONSIVE TO NON-
CORTICOSTEROID

Non-corticosteroid
Therapy

PSEUDOPHAKIC

Watch and
wait

CHRONIC DMO

SEVERE VISION

LOSS Watch and
v

FA Implant

wait

Surgical
intervention

Key: DMO, diabetic macular oedema; FA, fluocinolone acetonide.
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Has all of the relevant evidence been taken into account?

Allergan considers that all evidence deemed relevant at the time of submission was
presented and has been taken into account by the Evidence Review Group (ERG)

and the Committee.

Further to specific points raised at the appraisal committee meeting and that were
subsequently highlighted in the ACD, we recognise that additional relevant evidence
could be helpful to allow the Committee to more robustly assess dexamethasone in
the population of patients with a natural lens who either do not respond to, or are not
suitable for, non-corticosteroid therapies. We would therefore like to draw your
attention to a new, highly relevant, analysis presented in the Appendix of this
document, which we believe is likely to affect the preliminary recommendations in
the ACD because it will reduce the uncertainty around the ICER in this specific
subgroup and give the Committee enhanced confidence that the ICER for this
population may be within the range normally considered to be a cost-effective use of
NHS resources (up to £20,000—£30,000 per QALY gained). This new analysis
results in an ICER of £14,978 and incorporates the following in addition to changes

recommended by the ERG and the Committee:

e A new analysis of the MEAD trial data which aims to better approximate visual
outcomes for the high proportion of patients who were censored or who
discontinued from the studies in both the sham and the DEX700 treatment
arms, which the Committee noted had likely contributed to the overestimation
of the reported ICER when the observed MEAD data alone was considered in

pairwise analysis (section 4.19 of the ACD).

e The incorporation of alternative and highly relevant utility values from the
literature. These are based on Czoski-Murray et al.* which provides a wider
range of utility values than those observed in the MEAD studies, noted by the
Committee as an additional possible contribution to the overestimation of the
reported ICER (section 4.19 of the ACD). This is consistent with the approach
taken in the assessment of other technologies for this condition, recognising
the complexities surrounding direct utility elicitation in this population. For
completeness utility values from Brown? and Brown et al.? have also been

included in additional analyses.
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e The incorporation of a clinical continuation rule for DEX700, whereby patients
are assumed not to receive further treatment with DEX700 if they do not
achieve a gain of at least 5 letters between baseline and Month 6, following
their first injection of DEX700.

Are the summaries of clinical and cost-effectiveness reasonable

interpretations of the evidence?

Allergan believes that, in general, the summaries of clinical and cost effectiveness
included within the ACD are a reasonable interpretation of the evidence; however,
we would like the Committee to consider some points of clarification regarding the
interpretations of the evidence.

In section 3.24 of the ACD it is stated that:

“The company also noted that the 95% credible intervals were wide, denoting

uncertainty around the true amount of heterogeneity”.

We would like to challenge this interpretation of the submitted evidence. The

statement should read:

“The company also noted that the 95% credible intervals around the estimated
amount of heterogeneity were wide, denoting uncertainty around the true amount of

heterogeneity”.

Section 3.27 of the ACD discusses the comparison of results from the pairwise meta-
analysis of MEAD-010 and MEAD-011 with the results from the network meta-
analysis. The discussion states that this comparison:

“showed that the relative risk from the pairwise meta-analysis of losing 10 or more
letters was 0.72 (95% Crl 0.35 to 1.25) which is different to the relative risk from the
network meta-analysis of 0.71 (95% Crl 0.41 to 1.08). The relative risk for gaining at
least 10 letters at 12 months from the pairwise meta-analysis is 1.35 (95% Crl 0.77
to 2.21) which differs from the relative risk from the network meta-analysis of 1.40
(95% Crl 0.92 to 2.14)".
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Allergan would like to query the conclusion that the estimates of the relative risk of
losing 10 or more letters and the relative risk of gaining at least 10 letters were
different between the pairwise meta-analysis and the network meta-analysis. We
believe that the presented results (0.72 vs 0.71 for the relative risk of losing 10 or
more letters and 1.35 vs 1.40 for the relative risk of gaining at least 10 letters from
the pairwise vs network meta-analysis) are comparable. Further, in both analyses
the 95% credible intervals shows no statistically significant difference, and hence the
conclusions of the two analyses are the same. However, there is some additional
uncertainty in the pairwise meta-analysis, which is expected due to only the MEAD
trials being included in the pairwise analysis (whereas additional trials are included in
the network meta-analysis alongside the MEAD trials) and the uncertainty is driven
by the number of trials included in the analysis, their size and their quality.

In section 3.58 of the ACD it is stated that:

“The ERG agreed that the use of the MEAD sham data is likely to have
overestimated the true efficacy of watch—and—wait; however, they highlighted that
the MEAD trials were the only ones in the network meta-analysis that provide relative
effects for dexamethasone intravitreal implant compared with sham, and so these

relative effects are also present in the results from the network meta-analysis”.

Allergan believes that there has been some confusion regarding the interpretation of

relative risks from the network meta-analysis.

The statement above would be correct if the results of the network meta-analysis
were presented in terms of relative treatment effects. However, the outputs
presented in the submission were relative risks, constructed using the absolute
probabilities of being in each category of vision and influenced by all four trials,
including a sham treatment arm (i.e. the MEAD studies?, ETDRS® and OIK®).

The probability for sham was calculated by fitting a baseline model to the sham arms
of the lowest category of the ordered categorical model (i.e. losing at least 10 letters)
from all trials that include a sham treatment arm (i.e. the MEAD studies,* ETDRS®
and OIk®). The treatment effect model estimated relative treatment effects and
applied these to this probability for sham (calculated from the baseline model) to
yield probabilities of all other treatments being in each category of vision. These
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probabilities were used to calculate the relative risks (e.g. probability of
treatment/probability of sham) which were reported in the network meta-analysis

section of the submission and used in the economic modelling.

In section 3.64 of the ACD it is stated that:

“The ERG noted that the company did not present data for fluocinolone acetonide
intravitreal implant in combination with laser photocoagulation or data for

bevacizumab in combination with laser photocoagulation”.

Allergan would like to clarify that it attempted to identify evidence for fluocinolone
acetonide intravitreal implant in combination with laser and for bevacizumab in
combination with laser as part of the systematic review of the clinical evidence base
of randomised controlled trials described in Section 6.1 and 6.2 of the manufacturer’s
submission; however, no relevant evidence was identified for these two treatment

strategies.

In section 3.68 of the ACD it is stated that:

“the poor fit of the models to the datasets (as indicated by the between study

standard deviation)”

This was later described as a reason why the ERG were concerned about the
validity of the results of the network meta-analyses. Allergan does not agree with this

interpretation for the following reasons:

Model fit is not assessed by between-study standard deviation, but instead by using
goodness-of-fit measures, such as the deviance information criterion — which allows
a comparison of goodness-of-fit between different models — or the total residual
deviance — which assesses the overall fit of a particular model. Between-study
standard deviation measures how much statistical heterogeneity there is amongst

the evidence. This value is independent of model fit.

When model fit was assessed using total residual deviance, even though this value
was higher than the number of individual data points included in the model, the
model was considered a sufficient fit to the data using the Chi-squared statistical

test, as noted in the manufacturer’s submission Section 6.6.7.
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In sections 4.2, 4.16 and 4.17 of the ACD it is noted that the Committee considered
there to be populations of DMO patients with a pseudophakic lens who would be
eligible for treatment with DEX700 which are further defined by a central retinal
thickness (CRT) cut-off of at least 400 micrometres or less than 400 micrometres.
Whilst Allergan understands that this distinction (which has important implications for
comparators) has been made in light of the guidance from technology appraisal
2747, Allergan does not feel that this was made clear in the ACD. Allergan is
concerned that the reader could incorrectly believe that conditions based on CRT
form part of the licence for DEX700 and would therefore appreciate the Committee

appropriately reconsidering their wording around these sub-populations.

In section 4.8 of the ACD, the Committee noted that:

“the company had provided subgroup analyses for people with a pseudophakic lens,
but not for people whose condition did not respond to non-corticosteroid treatment,

or for whom it was not suitable”.

As discussed in section 7.2.1 of the submission dossier, Allergan would like to
highlight that there is no specific evidence available for DEX700 or sham in the
population of patients for whom non-corticosteroid treatment was not suitable.
Therefore, in the absence of these data, the assumption was made that there is no
differential efficacy of DEX700 or sham in this population compared with the total

population of the MEAD studies.

Further, there is limited evidence available for DEX700 or sham in the population of
patients whose condition did not respond to non-corticosteroid treatment; however,
available evidence does not suggest that there is a differential efficacy in this
population compared with the total population. Therefore, in the absence of robust
data, the assumption was made that there is no differential efficacy of DEX700 or
sham in this population compared with the total population of the MEAD studies.

Allergan considers these to be reasonable assumptions given that these populations
are covered by the licence for DEX700 in DMO which was granted by the European

Medicines Agency based on the results of the MEAD studies for the total population.

Page 8 of 12





Patients enrolled in MEAD had previously received laser therapy or were not
considered suitable candidates for such therapy. Whilst only a small proportion of
patients from the MEAD trials programme had previously received anti-VEGF
treatment, given the broader anti-inflammatory action of steroids compared with anti-
VEGF agents, the CHMP felt it was reasonable to assume that steroids would be
tried in patients with DMO who had not responded to anti-VEGF therapy, or who
were unsuitable for anti-VEGF injections, irrespective of lens status in current clinical

practice.

In section 4.9 of the ACD it is stated that:

“if the vision of patients in the sham procedure arm did not improve during the trial,
they were offered treatment with dexamethasone intravitreal implant and then

excluded from the trial”.

Allergan believes that this statement misrepresents the reality of what happened to
sham patients in the MEAD studies, particularly as sham patients were not
necessarily treated with DEX700 if they were deemed to require additional treatment

by their physician. The statement should read:

“if the vision of patients in the sham procedure arm was considered to require
additional treatment during the trial, the patients were offered appropriate treatment

and then excluded from the trial”.

Are the provisional recommendations sound and a suitable basis for guidance
to the NHS?

Allergan would like the opportunity to discuss further the conclusion made in section
4.19 of the ACD that states:

“The Committee noted that, although it preferred using the head-to-head MEAD trial
data, the ICER of £1,166,271 per QALY [quality-adjusted life year] gained was likely
to be an overestimate because of the high discontinuation rates in MEAD (leading to
the sham arm being unrepresentative of patients in clinical practice) (see section
4.9), narrow bands of utility values from MEAD (see section 4.14) and the possibility
of the WSE [worse-seeing eye] having a higher utility value than the BSE [better-
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seeing eye] in the model (see section 4.15). The Committee acknowledged that
although the true value of the ICER was likely to be less than £1,166,271 per QALY,
it was extremely unlikely to be within the range normally considered to be a cost-
effective use of NHS resources (up to £20,000-30,000 per QALY gained). The
Committee concluded that dexamethasone intravitreal implant was not a cost-
effective use of NHS resources compared with watch—and-wait for treating people
who do not have a pseudophakic lens and have DMO that has not responded
adequately to non-corticosteroid therapy, or such treatment is unsuitable for them,

and that it did not recommend dexamethasone intravitreal implant for this group.”

Allergan welcomes the Committee’s reasoning that the ICER given in this paragraph
is likely to be an over-estimate, but we respectfully disagree with its conclusion that
the true ICER is unlikely to show cost-effectiveness according to NICE’s normal
range. Based on the analysis which we present in the Appendix to this letter; which
uses head-to-head MEAD trial data, includes a clinical continuation rule and explores
ways of handling discontinuation which better characterises the trajectory of change
in visual function for affected patients; the ICER we show for patients who both still
have their natural lens and who are unresponsive to or unsuitable for non-
corticosteroid treatment falls to £14,978, which does indeed demonstrate cost-
effectiveness. We commend this analysis to the Committee on the basis that it
should give the Committee increased confidence that the ICER for this population
may be within the range normally considered to be a cost effective use of the
National Health Service (NHS) resources and therefore lead to a positive
recommendation for an important group of patients who have high unmet clinical

need and who are currently excluded from the draft recommendation.

Other points of clarification

In sections 3.20, 3.23 and 3.44 of the ACD the DRCR.net PROTOCOL | study is
incorrectly referred to as PROTOCOL 1.

In light of the additional analyses provided here, we ask that the Committee
reconsiders its draft recommendation and extends this to include the significant

group of DMO patients (those with a natural lens who either do not respond to, or are

Page 10 of 12





not suitable for, non-corticosteroid therapies) who have high unmet clinical need and

for whom we strongly believe DEX700 offers a cost-effective treatment option.

We look forward to the resulting discussions at the next Committee meeting on 24
March 2015.

Yours sincerely

Allergan
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Dear National Institute for Health and Care Excellence

RE: Appraisal consultation document for ‘dexamethasone intravitreal implant
(DEX) for treating diabetic macular oedema’ (reference ID653)

Alimera Sciences Limited is the marketing authorisation holder of ILUVIEN®
(fluocinolone acetonide 190ug intravitreal [FAc] implant) which is indicated for the
treatment of vision impairment associated with chronic DMO, considered insufficiently
responsive to available therapies.® This was approved by NICE in November 2013 in
technology appraisal guidance TA301, which stipulated that ILUVIEN should be used in
patients with a pseudophakic lens, and under the agreed patient access scheme. This
effectively positions ILUVIEN as a second line treatment.

The appraisal committee requested feedback for DEX for treating diabetic macular
oedema and Alimera Sciences would like to raise key considerations relating to the
interpretations of the clinical and effectiveness data.

The economic evaluation was based on a number of assumptions which included the
use of DEX in a pseudophakic lens as a first (i.e., unsuitable for non-corticosteroid
treatment) or second-line treatment (i.e., not responsive to non-corticosteroid treatment;
see pp. 15, point 3.30).2 There are a number of assumptions that need to be considered
and these are detailed below.

Clinical interpretations

1. The first issue relates to the ‘watch-and-wait’ therapy (i.e., no active treatment
received). We would like to highlight that ‘watch and wait’ is not a standard of care
(SOC) for patients with DMO. It is also potentially detrimental to the patient’s
outcome, with nearly half of the patients developing DMO losing two or more lines of
visual acuity within 2 years.* Furthermore, watch-and-wait therapy is not a position
supported by clinical practice as physicians using FAc implants in patients with DMO
do so according to the recommendations of the NICE technology appraisal TA301*
and this is when the patient shows an insufficient response to first-line therapy. Since
November 2013, the usage of ILUVIEN in clinical practice has been growing with 141
hospitals registered to receive ILUVIEN and 65% of all UK hospitals having treated at
least one patient with ILUVIEN. This usage is reflected in the increasing number of
published case reports.®**

2. The second objection relates to the appropriate comparator for DMO patients with a
pseudophakic lens. In current practice, NICE recommends the use of the FAc
implant in patients as “...an option for the treatment of chronic diabetic macular

Alimera Sciences Limited.
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oedema considered insufficiently responsive to available therapies only if the implant
is to be used in an eye with an intraocular (pseudophakic) lens.” * Hence the SOC
and the logical comparator to DEX is the FAc implant, given that this is approved for
use in DMO patients with a pseudophakic lens and in patients that do not respond to
non-corticosteroid treatment. Current practice is also reflected by the views of the
ERG. Indeed, they expressed concern that FAc implant was not included in the base
case analysis for patients who had a pseudophakic lens and for patients with disease
that has not had an adequate response to non-corticosteroid therapy. (pp. 31, point
3.74).2

3. The third point relates to the uncertainty of the clinical efficacy of DEX. The clinical
studies included patients that were naive to DMO therapy in addition to patients that
were insufficiently responsive to non-corticosteroid therapy.> The CHMP states that
“While one of the two pivotal studies (study 206207-010) achieved statistically
significant improvement in the primary endpoint, the other study (206207-011) failed
to show superiority of DEX. In this study, the difference in mean BCVA average
change from baseline compared to Sham was not significant for either dose of
dexamethasone. Furthermore, the clinical relevance of an average increase of 1 to 2
letters over the 3 year study period (1.4 in the pooled analysis compared to Sham)
was considered questionable by the CHMP.” (pp. 68).* Pivotal trials were therefore
inconclusive, showing an average benefit of a mere 1.4 letters in BCVA over 3 years.

4. The fourth point relates to the appraisal committee’s preliminary recommendations
for DEX. The CHMP showed that in patients that had already received treatments for
DMO (i.e., laser, steroid or anti-VEGF treatment; non-corticosteroid treatments) prior
to the start of the study there was an overall gain in letters that was similar to the
overall population (a mean gain of +1.4 letters; see point 3 above). This then led the
CHMP to question the clinical relevance of this data by stating “...this population may
have had more stubborn disease than treatment naive patients, hence contributing to
the limited treatment benefits observed.” (pp. 68).° Available data therefore
guestions the relevance of the appraisal committee’s preliminary recommendations
for the use of DEX.

Cost-effectiveness interpretations

1. The models comparing the cost-effectiveness of therapies for patients with DMO that
have not responded adequately to non-corticosteroid therapy clearly show that for all
comparisons, except at a discount of 10%, FAc implant dominated dexamethasone
intravitreal implant. This was based on a list price of £5,500 for FAc implant which
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the manufacturer makes available to the NHS under the terms agreed with the
Department of Health as part of a patient access scheme (pp. 23, point 3.52).

2. Using the models comparing the cost-effectiveness of therapies for patients with
DMO that have a pseudophakic lens and disease that does not respond adequately
to non-corticosteroid therapy, or such treatment is not suitable for them, the ERG
stated that with a 40% and 50% discount in the price of FAc implant, it dominated
DEX (pp. 38, point 3.91).2

Alimera Sciences would very much like the appraisal committee to comment on these
important considerations at the Appraisal Committee on 24th March 2015.

Yours sincerely

Alimera Sciences Limited.

Royal Pavillion, Wellesley Road, Aldershot, Hampshire, GU11 1PZ, UK.
Registered in England: 08018355.
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Meindert Boysen

National Institute for Health & Care Excellence
Level 1A, City Tower

Piccadilly Plaza

Manchester

M1 4BT

11" March, 2015

Dear Meindert,

NICE Single Technology Appraisal (STA). Dexamethasone intravitreal implant for treating
diabetic macular oedema [ID653] - Appraisal consultation document (ACD).

Thank you for the opportunity to provide comments on the above appraisal where Novartis are a
registered commentator.

Novartis welcomes the decision by NICE to approve a treatment option for those patients with diabetic
macular oedema only if:

o The implant is to be used in an eye with an intraocular (pseudophakic) lens and

e Their diabetic macular oedema does not respond to non-corticosteroid treatment or such
treatment is unsuitable for them.

The following document answers the following questions as requested by NICE — the responses for
guestion two are provided in the order in which they are written within the ACD:

1. Has all of the relevant evidence been taken into account?
2. Are the summaries of clinical and cost effectiveness reasonable interpretations of the evidence?

3. Avre the provisional recommendations sound and a suitable basis for guidance to the NHS?

Yours sincerely,





1. Has all of the relevant evidence been taken into account?

Systematic Review & Network Meta-analysis

Novartis conducted a systematic review and network meta-analysis in DMO relevant to the NICE
decision problem in Q1 2014. The outputs of this work were published on July 16" in PLOSone
journal.

The manufacturer appears not to have considered all the appropriate and relevant evidence within their
network meta-analysis. Of significance and impacting the effect size of ranibizumab was the omission

of other key evidence (central to the decision problem). Table 1 below highlights the evidence that was
omitted from the manufacturer’s network meta-analysis.

Table 1. Key evidence omitted from the manufacturer’s network meta-analysis and relevant to
the decision problem.

Treatment Node Omitted Evidence
Ranibizumab READ-2 2
RESOLVE?®

In addition to the omissions as described above, the manufacturer has chosen to include the REVEAL
study* as part of the network to inform the relative effectiveness estimate of ranibizumab. This study
evaluated ranibizumab in an exclusively Asian population and is thus not representative of the UK
wider population. Consequently, it should not be included within this evidence network for reasons of
heterogeneity of inclusion criteria compared to the other studies.

2. Are the summaries of clinical and cost effectiveness reasonable interpretations of the evidence?

Page 10, Section 3.20.

The ACD document incorrectly describes the PROTOCOL 1 study — the study is called the
PROTOCOL I study (i.e. the letter “I” not the number “1”’).

Pages 15-16, Section 3.32.
In terms of the model structure, Novartis notes that the manufacturer uses two very wide Markov states
at the high and low ends of visual acuity (compared to 10 letter states in the rest of the structure).

Specifically the use of “76 letters or more” AND “35 letters or less” rather than splitting the states into:

High visual acuity: 2 states — one for ““76-85 letters” and another for “86-100 letters.”
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Low visual acuity: 2 states — one for “26-35 letters” and another for “<25 letters.”

The net effect of the manufacturer’s model structure is reduced granularity and QALY underestimation
— i.e. the ability to be able to calculate incremental differences in utility between treatments.

The various models of utility that have been applied to technology appraisals in this field have linear
functions (please see Table 2) and thus utility differences that occurred are lost when using this
homogenised upper and lower state structure. This approach favours less effective treatments as is the
case within the present context and might have led to overly optimistic ICERs for dexamethasone.
Furthermore, the manufacturer’s invalid assumption that a patient may only transition by a maximum
of 1 state in a cycle further exacerbates the problem of QALY underestimation.

Table 2. Utility by visual acuity.

Czoski-Murray®. Utility by visual acuity in the better seeing eye.

Visual Acuity Utility in Better Seeing Eye
VA 86-100 letters 0.850
VA 76-85 letters 0.758
VA 66-75 letters 0.685
VA 56-65 letters 0.611
VA 46-55 letters 0.537
VA 36-45 letters 0.464
VA 26-35 letters 0.390
VA<25 letters 0.353

Brown et al. (1999)°. Utility by visual acuity in the better seeing eye.

VA 86-100 letters 0.920
VA 76-85 letters 0.880
VA 66-75 letters 0.770
VA 56-65 letters 0.755
VA 46-55 letters 0.670
VA 36-45 letters 0.665
VA 26-35 letters 0.645
VA<25 letters 0.510
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Pages 18-19, Section 3.39.

Novartis also notes that the manufacturer does not undertake sensitivity analyses with the utility
algorithms that have already been applied within the context of recent NICE decision making (in
TA274") and the ongoing appraisal for aflibercept in DMO. Instead the manufacturer undertakes a
sensitivity analysis with EQ-5D, which is known to be insensitive to vision related diseases” ®. Novartis
feels that it is appropriate to ensure that the methodology associated with NICE decision making is
harmonised between appraisals where possible.

The utility algorithms selected by the manufacturer for the present submission favour less effective
treatments since the delta between the highest and lowest vision states is significantly smaller: 0.16 was
the maximum delta presented at the committee meeting for the manufacturer’s choice of utility data
compared to 0.50 for Czoski-Murray® and 0.41 for Brown (1999)°. As a consequence, the economic
modelling is underestimating the ICERs for the dexamethasone comparisons.

It is also worth noting the perverse irony in the choice of utility algorithm employed by the
manufacturer for their base case - Visual Function Questionnaire Utility Index (VFQ Ul), calculated
directly from the 25-item National Eye Institute Visual Function Questionnaire (NEI VFQ-25)
collected in the MEAD clinical trials. The results demonstrate that dexamethasone is no more effective
than sham at improving health related quality of life (defined by NEI VFQ-25) on both the composite
score and individual items as reported on page 7 of the ACD and discussed at the committee meeting:

“3.11. There were no statistically significant differences in the mean average change in health-
related quality of life when comparing dexamethasone intravitreal implant with sham procedure
in the MEAD trials (overall composite score: dexamethasone 1.9 versus sham 2.2, p=0.64;
general vision: dexamethasone 4.5 versus sham 5.0, p=0.92; difficulty with near vision:
dexamethasone 5.8 versus sham 4.3, p=0.25; difficulty with distance vision: dexamethasone 2.9
versus sham 2.7, p=0.70; mental health symptoms due to vision: dexamethasone 4.6 versus sham
4.8, p=0.89).”

Page 20, Section 3.41.

“For ranibizumab, the total cost was £858.85 for unilateral disease and £1659.36 for bilateral
disease”

Novartis requests that the additional words “without PAS” are added to the sentence for clarity.

Page 20, Section 3.43.

The assumptions employed by the manufacturer for the number of monitoring visits with ranibizumab
(based on the summary of product characteristics and TA237) are out of date since the ranibizumab

SmPC has changed and does not require monthly monitoring:

Please see precise wording from Section 4.2 of the ranibizumab SmPC®:
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“...monitoring and treatment intervals should be determined by the physician and should be
based on disease activity, as assessed by visual acuity and/or anatomical parameters.

Monitoring for disease activity may include clinical examination, functional testing or imaging
techniques (e.g. optical coherence tomography or fluorescein angiography).”
Page 21, Section 3.44.
The ACD document incorrectly describes the PROTOCOL 1 study — the study is called the
PROTOCOL I study (i.e. the letter “I” not the number “1”).
Page 22, Section 3.46.

“In people with a pseudophakic lens, treatment with ranibizumab resulted in a deterministic
incremental cost-effectiveness ratio (ICER) of £50,905 per QALY gained...”

Please could the additional words, and “not stratified by retinal thickness of >400 micrometres” be
added to make it clear that this ICER is for the full pseduophakic DMO population.
Page 31, Section 3.73.

“The restriction of transitions between health states for each cycle, so that each patient could
only move 1 BCVA health state per cycle”

Novartis agree with the ERG that this assumption is not valid.

It is important to recognise the collective effects of several of the manufacturer’s key modelling

assumptions (model structure, utility source, and the state transition restrictions as here) all leading to

reduced granularity and favouring dexamethasone.

3. Are the provisional recommendations sound and a suitable basis for guidance to the NHS?

Novartis agrees that the provisional recommendations are sound and a suitable basis for guidance to the

NHS.
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Email response

Dear Ella and Lori,
Just a couple of comments on the ACD:

Para 4.12, second bullet point: "for people with a pseudophakic lens, the company presented
a comparison of dexamethasone intravitreal implant with ranibizumab in its base-case and
with bevacizumab and watch—and-wait as a scenario analysis":

Minor factual error: you need to add ""laser’" in the scenario analysis.

Para 4.20 (and actually my comment refers to the whole recommendation): "The Committee
considered the cost effectiveness of dexamethasone intravitreal implant compared with
fluocinolone acetonide intravitreal implant for people who have a pseudophakic lens and
DMO that has not responded adequately to non-corticosteroid therapy, or such treatment is
unsuitable for them [...] it considered that the cost effectiveness of dexamethasone intravitreal
implant is likely to be similar to fluocinolone acetonide intravitreal implant".

Has the Committee taken into account that the company's comparison is for the
TOTAL POPULATION and not the pseudophakic one? Have the results for the
TOTAL POPULATION been used as a proxy for the pseudophakic population? | note
that fluocinolone has higher rates of cataract requiring extraction in phakic patients
(see ERG report, page 214). This means that the fluocinolone outcomes in the total
population have been more negatively affected by cataract formation compared with
dexamethasone, so may in fact be more effective than dexamethasone (and not similar
to it) in the pseudophakic population.

| think this point may need to be discussed further and clarified in the FAD.

many thanks,

[Insert footer here] lofl
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Organisation Calderdale & Huddersfield NHS Trust
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Disclosure | have received a medical education grant to attend -
in London in 2014 from _

Comments «Comment_ld» 779

In section 3.29, the ACD refers to 4€"Watch and waitd€™, or no
treatment, as current practice where patients are no longer
responding to first line therapy, currently ranibizumab. We feel
that this is no longer clinical practice, and likely to be
detrimental to good outcomes for patients. Specifically in
patients with a pseudophakic lens, the comparator used in the
analysis was ranibizumab. Clearly if such a patient is no longer
sufficiently responding to 1st line treatment, TA301 states that
ILUVIEN should be considered as an option. The choice of
comparator therefore should be ILUVIEN
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Disclosure Bayer plc is currently undergoing a NICE STA for a similar
indication
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The preliminary recommendations for dexamethasone
intravitreal implant include a positive recommendation for
people with diabetic macular oedema (DMO) if the implant is to
be used in an eye with an intraocular (pseudophakic) lens and
non-corticosteroid treatment is unsuitable for them:

1.1 Dexamethasone intravitreal implant is recommended as an
option for treating people with diabetic macular oedema only if:

a€¢  the implant is to be used in an eye with an
intraocular(pseudophakic) lens and

a€¢  their diabetic macular oedema does not respond to non-






corticosteroid treatment or such treatment is unsuitable for
them.

It is unclear what is meant by 4€ unsuitabled€™. Section 4.6 of
the ACD states that the Appraisal Committee heard from clinical
experts that there are no clinical criteria for determining whether
a treatment is &€ unsuitabled€™ for a person with DMO.
Nevertheless, the ACD clearly states in section 4.17 that
dexamethasone intravitreal implant was not a cost-effective use
of NHS resources compared with laser for treating DMO in
people with a pseudophakic lens and a central retinal thickness
(CRT) of less than 400 micrometres. This is not clearly
reflected in the wording of the guidance and &€ unsuitable&d€™
may be interpreted as not recommended by NICE guidance.

We recommend that the definition of &€ unsuitabled€™ is
clarified in the guidance in Section 1 and reflects the wording of
Section 4 of the ACD with regard to the use of dexamethasone
intravitreal implant in patients with DMO with a pseudophakic
lens and a CRT of under 400 micrometres at baseline.
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Response to the appraisal consultation document: Dexamethasone intravitreal

implant for treating diabetic macular oedema [ID653]

Appendix — Additional cost-effectiveness analysis conducted to address
uncertainties highlighted in the ACD for patients with a natural lens who either

do not respond to, or are not suitable for, non-corticosteroid therapies

Confidential information is highlighted and underlined, e.g. XXXXXX (Academic in

confidence) and XXXXXX (Commercial in confidence)

Following the discussions at the appraisal committee meeting and review of the
ACD, Allergan has undertaken additional analyses to assess some of the areas of
uncertainty highlighted and presented within the ACD. These analyses are of
particular relevance to the population of patients with a natural lens whom either do
not respond to, or are not suitable for, non-corticosteroid therapies. The Committee
in their draft recommendation of DEX700 has not recommended it for this population,

which has a high unmet clinical need, as summarised in section 4.19 of the ACD:

“The Committee noted that, although it preferred using the head-to-head MEAD trial
data, the ICER of £1,166,271 per QALY gained was likely to be an overestimate
because of the high discontinuation rates in MEAD (leading to the sham arm being
unrepresentative of patients in clinical practice) (see section 4.9), narrow bands of
utility values from MEAD (see section 4.14) and the possibility of the WSE having a
higher utility value than the BSE in the model (see section 4.15). The Committee
acknowledged that although the true value of the ICER was likely to be less than
£1,166,271 per QALY, it was extremely unlikely to be within the range normally
considered to be a cost-effective use of NHS resources (up to £20,000-30,000 per
QALY gained). The Committee concluded that dexamethasone intravitreal implant
was not a cost-effective use of NHS resources compared with watch—and—wait for
treating people who do not have a pseudophakic lens and have DMO that has not
responded adequately to non-corticosteroid therapy, or such treatment is unsuitable
for them, and that it did not recommend dexamethasone intravitreal implant for this

group.”
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This highlights that a number of factors (utility sources and the handling of patient
discontinuation) may have contributed to increased uncertainty in the resultant
ICERS, upon which the Committee has made its draft recommendation. We welcome
the conclusion of the Committee that the true value of the ICER is likely to be less
than the reported £1,166,271 per QALY; and believe that the new analysis presented
here (which has an ICER of £14,978) is likely to affect the preliminary
recommendations in the ACD because it will reduce the uncertainty around the ICER
in this specific subgroup and give the Committee enhanced confidence that the ICER
for this population may be within the range normally considered to be a cost-effective
use of NHS resources (up to £20,000—£30,000 per QALY gained).

This analysis has been conducted using the head-to-head MEAD trial data, which
was noted as being preferred by the Committee, and incorporates the corrections
made by the ERG in their review of the submitted model. One of the ERG’s
corrections was to the cost of residential care which they believed should be the cost
of private sector residential care instead of the cost of local authority residential care
as used in the submitted model. Whilst we recognise that provision is not likely to be
100% local authority residential care, we also believe that it is unlikely that provision
will be 100% private sector residential care and that the true cost of residential care
is some weighting of the two costs. Therefore the new analysis presented here uses
a weighted cost that is 95% of the cost of private sector residential care and 5% of
the cost of local authority residential care, giving an annual cost of residential care of
£28,985.20. In addition the analysis includes a number of updated modelling
assumptions. Three updated assumptions have been included in the new analysis
and are described in detail below.

Alternative transition matrices for patients who discontinue from treatment

The Committee noted that the high discontinuation rates in the MEAD studies that
led to the sham arm being unrepresentative of patients in clinical practice had likely
contributed to the ICER for DEX700 compared with watch—and—wait being
overestimated. This is recognised by Allergan as a major limitation of the analysis
and a major source of uncertainty in the results upon which the draft

recommendation was formulated.
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The analysis assessed in the ACD included the assumption that patients who
discontinued or were censored from either sham or the DEX700 were assigned
transition probability matrices assumed to represent the natural history of vision in
patients with DMO, taken from Mitchell et al.' This assumption was made as the
proportions of patients who discontinued or were censored from the studies was
non-trivial for both DEX700 and sham, and for these patients, there is no evidence of
how their best corrected visual acuity (BCVA) evolved following their removal from
the study. The impact of any assumption affects the sham treatment arm more than
the DEX700 treatment arm, as a much higher proportion of sham patients

discontinued or were censored (56.6%) compared with DEX700 patients (35.9%).

The use of the natural history transition matrix from Mitchell et al.* is likely to
overestimate the BCVA of patients who discontinued due to a lack or loss of efficacy
or who were censored from the study, requiring off-protocol treatment. This is due to
the fact that the natural history trajectory estimated by Mitchell et al.* is based on
data from the Wisconsin Epidemiologic Study of Diabetic Retinopathy (WESDR)?,
which considered a population of patients with diabetes mellitus who may or may not
have had an associated ocular condition (e.g. diabetic retinopathy or DMO).
Therefore, this may overestimate the level of vision in a population with DMO.
Further, the estimate taken from Mitchell et al.* is based on a total population, and
therefore may further overestimate the level of vision in a population who have
discontinued treatment, particularly for those who have discontinued due to a lack or
loss of efficacy (which is assumed to include those who were censored from the
study due to requiring off-protocol therapy). In addition to these limitations, the use of
these data does not account for the starting vision as the same probability of
improving or worsening vision is applied irrespective of starting health state; this is

therefore a crude extrapolation.

A new analysis of the MEAD trial data has been conducted to better examine and
approximate the outcomes for the high proportion of patients who were censored or
who discontinued from the studies in both the sham and the DEX700 treatment
arms. This analysis uses a ‘last transition carried forward’ (LTCF) approach whereby
for all patients who discontinued from the study or were censored the last observed
transition (i.e. the change in BCVA between the last two visits before discontinuation
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or censoring) is applied in every subsequent cycle from the point of discontinuation

to the end of the initial 3-year treatment period.

To enable this analysis, transition matrices were generated for each 3-month cycle
showing the transitions made by patients who discontinued or were censored from
the study during the next 3-month cycle (taking account of the clinical continuation
rule described below). These were built up over time to give cumulative LTCF

matrices as follows:
e In Cycle 1 (Month 0-3), no discontinuation occurred

e In Cycle 2 (Month 3-6), the transitions from Month 0-3 are applied for those

who discontinued between Month 3 and Month 6

e In Cycle 3 (Month 6-9), the transitions from Month 3—6 are applied for those
who discontinued between Month 6 and Month 9 and the transitions from
Month 0-3 are applied for those who discontinued between Month 3 and
Month 6

e In Cycle 4 (Month 9-12), the transitions from Month 6—9 are applied for those
who discontinued between Month 9 and Month 12 and the transitions from
Month 3—6 are applied for those who discontinued between Month 6 and
Month 9 and the transitions from Month 0—3 are applied for those who

discontinued between Month 3 and Month 6
e And so on, building the matrices over time

These cumulative LTCF matrices were combined with the observed transition
matrices to give an estimated matrix for the total population, assuming no
discontinuation from treatment. This methodology has been applied to both the
DEX700 and the sham treatment arms and re-treatment rates were adjusted to

reflect the lack of discontinuation.

This new analysis allows extrapolation to vary by originating health state and
captures the trajectory of change observed at the point of discontinuation in the
MEAD trial. Allergan therefore believes this to be a more appropriate approach to
modelling the transitions of patients who discontinued or were censored from the

MEAD studies than the natural history data (taken from Mitchell et al.') which were
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used in the main submission and which are not reflective of the expected visual

trajectory of these patients.

Incorporation of alternative utility values

The Committee noted that “the company had not provided any evidence that the
utility values used in the model were a good fit to the data nor how the fit would
compare with more complex models that allowed interaction between eyes”. The
Committee further noted that the narrow bands of utility values from the regression
equation derived from the MEAD trial data had likely contributed to the ICER for
DEX700 compared with watch—and—wait being overestimated. These are recognised
by Allergan as a major limitation of the analysis and a major source of uncertainty in

the results from which the draft recommendation was formulated.

A linear regression approach was selected to estimate the associated between VFQ-
Ul and BCVA from the MEAD trial data. On review of the scatter plots (presented in
the appendix 18 of the submission) there was no evidence to suggest that other
model types would provide a better fit to the data given the wide spread of responses
across the full range of BCVA. Allergan recognises that this is a limitation (due to the
observed data rather than method) in the estimation of utilities. An interaction term
between BCVA in the best seeing eye and BCVA in the worse seeing eye was
included and tested in the models, but offered no model fit improvement and yielded
negligible, and clearly non-significant, point estimates for the interaction (details of

this were provided in the response to clarification questions document, question B2).

In light of this, published estimates of utilities have been selected for use in place of
the utility values derived from the MEAD studies to provide the committee with an
overview of the impact of alternative utility values on the results of the analysis.
Utility values from Czoski-Murray et al.* which have a wider range than those derived
from the MEAD studies have been preferred by the Committee in other technology
appraisals in DMO and have therefore been applied in the additional analyses
presented.>’ Utility values from Brown® and Brown et al.® have also been included
for completeness as these have also been discussed in other technology appraisals
in DMO.>”

Czoski-Murray et al.*, Brown® and Brown et al.® report BSE utilities only; therefore

the range of utility values in the WSE has been estimated assuming that the change
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in the WSE is 30% of the change in the BSE, as per the assumptions made in
previous technology appraisals. The utility values reported by Czoski-Murray et al.*,
Brown® and Brown et al.® used in the model are summarised in Table 1, Table 2 and
Table 3.

Table 1: Czoski-Murray et al.* utilities

BSE WSE
utilities BSE _uuitles WSE

ETDRS | Health state | reported by utilities assumin utilities
letters in model Czoski- applied in 30% of thge applied in

Murray et the model chr:nge in the model

t

al. (2009) the BSE
86-100 0.8500 0.8500
76-85 | Health State 6 0.7580 0.8040* 0.8224 0.8362*
66—75 | Health State 5 0.6850 0.6850 0.8005 0.8005
56-65 | Health State 4 0.6110 0.6110 0.7783 0.7783
46-55 | Health State 3 0.5370 0.5370 0.7561 0.7561
36—-45 | Health State 2 0.4640 0.4640 0.7342 0.7342
26-35 | Health State 1 0.3900 0.3715* 0.7120 0.7065*
0-25 0.3530 0.7009
Key: BSE, better-seeing eye; ETDRS, Early Treatment Diabetic Retinopathy Study Research
Group; WSE, worse-seeing eye.
Notes: *Average of two health states; TConsistent with Table 84 of the ERG report.
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Table 2: Brown? utilities

WSE

ut?lﬁ:zes BSE c;Itc”LﬁIz;Sed WSE
ETDRS | Health state utilities : utilities
letters in model reported by applied in assuming applied in

Brown the model 30% of the the model

(1999)" change in

the BSE

86-100 0.9200 0.9200
76-85 | Health State 6 0.9200 0.9200* 0.8710 0.8955*
66—75 | Health State 5 0.8400 0.8400 0.8470 0.8470
56-65 | Health State 4 0.7700 0.7700 0.8260 0.8260
46-55 | Health State 3 0.7400 0.7400 0.8170 0.8170
36—-45 | Health State 2 0.6700 0.6700 0.7960 0.7960
26-35 | Health State 1 0.6600 0.6000* 0.7930 0.7750*
0-25 0.5400 0.7570

Key: BSE, better-seeing eye; ETDRS, Early Treatment Diabetic Retinopathy Study Research
Group; WSE, worse-seeing eye.
Notes: *Average of two health states; TConsistent with Table 84 of the ERG report.

Table 3: Brown et al.® utilities

WSE
utl?lﬁis BSE cgltclltﬁﬁtsed WSE
ETDRS | Health state utilities : utilities
. reported by Lo assuming o
letters in model applied in applied in
Brown et al. the model 30% of the the model
(2000)* change in
the BSE
86-100 0.8900 0.8900
76-85 | Health State 6 0.8900 0.8900* 0.8620 0.8760*
66—75 | Health State 5 0.8100 0.8100 0.8380 0.8380
56-65 | Health State 4 0.5700 0.5700 0.7660 0.7660
46-55 | Health State 3 0.5700 0.5700 0.7660 0.7660
36-45 | Health State 2 0.5700 0.5700 0.7660 0.7660
26-35 | Health State 1 0.5200 0.5200* 0.7510 0.7510*
0-25 0.5200 0.7510

Key: BSE, better-seeing eye; ETDRS, Early Treatment Diabetic Retinopathy Study Research
Group; WSE, worse-seeing eye.
Notes: *Average of two health states; TConsistent with Table 84 of the ERG report.
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The derived utilities for the BSE and WSE across the BCVA-defined health states

have been applied within the model as follows.

The distribution of utilities in the BSE across the health states is applied to the
distribution of vision across the health states in the baseline-defined BSE and the
distribution of utilities in the WSE across the health states is applied to the
distribution of vision across the health states in the baseline-defined WSE for all
patients. This includes those treated unilaterally in the BSE or WSE and those
treated bilaterally. This therefore accounts for the utility associated with the level of
vision in both eyes for all patients and remains an improvement upon previous
economic modelling that applied the utilities only to the treated eye. This is felt to be

important given that the Committee noted in section 4.15 of the ACD that:

“‘modelling the transitions for each eye independently was a more realistic approach
than that used in previous appraisals of eye conditions, which sometimes modelled

the vision in only one eye”.

We believe that the inclusion of these alternative sources of utility values which
result in wider ranges of utilities than those derived from the MEAD trial data will
reduce the uncertainty around the ICER that has arisen due to this range being

narrower than expected.

Incorporation of a clinical continuation rule for DEX700

A pragmatic clinical continuation rule for DEX700 has been applied, whereby
patients are assumed not to receive further treatment with DEX700 if they do not
achieve a gain of at least 5 letters (i.e. do not respond to treatment) by Month 6
following their first injection of DEX700. This therefore only selects patients for re-
treatment who have responded to their first DEX700 injection and are therefore likely
to benefit from further treatment with DEX700.

In the MEAD studies, of the 347 patients who were randomised to DEX700, nine had
discontinued or were censored prior to the Month 6 visit, leaving 338 patients
remaining in the DEX700 treatment arm at Month 6. Of these 338 patients, 105
(31.1%) did not achieve a gain of at least five letters by Month 6 and have therefore
been discontinued from treatment with DEX700 within the revised analysis presented
here. These patients have been assigned the transition probabilities associated with

the natural history of vision, in line with Mitchell et al.* in the absence of evidence for
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the evolution of vision in patients who receive one treatment of DEX700 and are then

removed from treatment.

In DMO visual acuity is highly influenced by both oedema of the retina and presence
of cataract. As patients with natural lenses can develop cataract, defining a
continuation rule to be applied at 6 months, provides the opportunity to identify the
patients who will benefit most from continued DEX700 treatment. In order to ensure
a positive benefit risk ratio it would be advantageous to see an initial significant
improvement in vision in this group of patients. This would not be relevant in
pseudophakic patients (with artificial lenses) who cannot develop cataract, and
where the stabilization or a modest gain of vision might be a more appropriate goal
of treatment and where the treatment has been shown to be cost effective without

the application of a clinical continuation rule.

We believe that the inclusion of this clinical continuation rule into the analysis will
help to reassure the Committee that if DEX700 is administered to patients with a
natural lens who either do not respond to, or are not suitable for, non-corticosteroid
therapies and who have demonstrated a clinical benefit (and are therefore
considered likely to benefit from further treatment), DEX700 is a cost-effective

treatment option in this group of patients.

Results

The results of this analysis are presented in Table 4. The resulting ICER is £14,978,
indicating that, under the revised assumptions detailed in this report, DEX700 is
considered a cost-effective treatment option compared with watch—and-wait in this
population where there is a high unmet clinical need. Probabilistic analysis (5,000
simulations) indicated that DEX700 is cost-effective compared with watch—and—wait
at willingness to pay thresholds of £20,000 and £30,000 per QALY gained on
53.96% and 58.42% of occasions. We believe this will reduce the uncertainty the
Committee has around the ICER for DEX700 in this patient population, and will give
the Committee confidence that the ICER lies within the range normally considered to
be a cost-effective use of NHS resources (up to £20,000-30,000 per QALY gained).
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Table 4: Revised analysis for patients with a natural lens who either do not
respond to, or are not suitable for, non-corticosteroid therapies

_ Total Incremental
Technologies ICER (£)
Costs (£) QALYs Costs (£) QALYs
Watch—and—wait £14,834 6.5400
DEX700 £17,357 6.7085 £2,523 0.1685 £14,978

Key: DEX700, dexamethasone intravitreal implant; DMO, diabetic macular oedema; ICER,
incremental cost-effectiveness ratio; QALY, quality-adjusted life year

To illustrate to the committee the impact of each component of the revised analysis

in turn, Table 5 below presents the following scenarios which build up to the revised

base case presented in Table 4:

1. ERG corrected base case, provision of residential care 95% private sector

and 5% local authority

2. Alternative transition matrices for patients who discontinue from treatment

only (using VFQ-UI utilities)

3. Alternative transition matrices for patients who discontinue from treatment

using Czoski-Murray et al.* utilities

4. Alternative transition matrices for patients who discontinue from treatment

using Brown® utilities

5. Alternative transition matrices for patients who discontinue from treatment

using Brown et al.’ utilities

6. Clinical continuation rule only (using VFQ-UI utilities)

7. Clinical continuation rule using Czoski-Murray et al.* utilities

8. Clinical continuation rule using Brown?® utilities

9. Clinical continuation rule using Brown et al.® utilities

10. Alternative transition matrices for patients who discontinue from treatment and

clinical continuation rule (using VFQ-UI utilities)

11. Alternative transition matrices for patients who discontinue from treatment and

clinical continuation rule using Czoski-Murray et al. utilities (revised base

case presented in Table 4)
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12. Alternative transition matrices for patients who discontinue from treatment and

clinical continuation rule using Brown?® utilities

13. Alternative transition matrices for patients who discontinue from treatment and

clinical continuation rule using Brown et al.® utilities
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Table 5: Scenario analysis for patients with a natural lens who either do not
respond to, or are not suitable for, non-corticosteroid therapies

Technologies

Total

Incremental

Costs (£)

QALYs

Costs (£)

QALYs

ICER (£)

Scenario 1: ERG corrected base case, provision of residential care 95% private sector and

5% local authority

Watch—and—wait

£10,523

5.7531

DEX700

£17,276

5.7589

£6,753

0.0058

£1,170,914

Scenario 2: Alternative transition matrices for patients who discontinue from treatment only

(using VFQ-UI utilities)

Watch—and—wait

£14,834

5.6999

DEX700

£20,388

5.7374

£5,554

0.0374

£148,403

Scenario 3: Alternative transition matrices for patients who discontinue from treatment using
Czoski-Murray et al.* utilities

Watch—and—wait

£14,834

6.5400

DEX700

£20,388

6.6505

£5,554

0.1105

£50,280

Scenario 4: Alternative transition matrices for patients who discontinue from treatment using

Brown® utilities

Watch—and—wait

£14,834

7.6180

DEX700

£20,388

7.7029

£5,554

0.0849

£65,425

Scenario 5: Alternative transition matrices for patients who discontinue from treatment using

Brown et al.® utilities

Watch—and—wait £14,834 6.9741

DEX700 £20,388 7.0884 £5,554 0.1143 £48,584
Scenario 6: Clinical continuation rule only (using VFQ-UI utilities)

Watch—and—wait £10,523 5.7531

DEX700 £15,870 5.7610 £5,347 0.0079 £678,142
Scenario 7: Clinical continuation rule using Czoski-Murray et al.* utilities

Watch—and—wait £10,523 6.7096

DEX700 £15,870 6.7369 £5,347 0.0272 £196,377
Scenario 8: Clinical continuation rule using Brown® utilities

Watch—and—wait £10,523 7.7470

DEX700 £15,870 7.7679 £5,347 0.0209 £256,058
Scenario 9: Clinical continuation rule using Brown et al.® utilities

Watch—and—wait £10,523 7.1149

DEX700 £15,870 7.1556 £5,347 0.0407 £131,388
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Total Incremental
Costs (£) QALYs Costs (£) QALYs

Technologies ICER (£)

Scenario 10: Alternative transition matrices for patients who discontinue from treatment and

clinical continuation rule (using VFQ-UI utilities)

Watch—and—wait

£14,834

5.6999

DEX700

£17,357

5.7530

£2,523

0.0530

£47,590

Scenario 11: Alternative transition matrices for patients who discontinue from
treatment and clinical continuation rule using Czoski-Murray et al.* utilities (revised

base case)
Watch—and—-wait £14,834 6.5400
DEX700 £17,357 6.7085 £2,523 0.1685 £14,978

Scenario 12: Alternative transition matrices for patients who discontinue from treatment and
clinical continuation rule using Brown® utilities

Watch—and—wait

£14,834

7.6180

DEX700

£17,357

7.7462

£2,523

0.1282

£19,683

Scenario 13: Alternative transition matrices for patients who discontinue from treatment and
clinical continuation rule using Brown et al.® utilities

Watch—and—wait

£14,834

6.9741

DEX700

£17,357

7.1396

£2,523

0.1655

£15,252

Key: DEX700, dexamethasone intravitreal implant; DMO, diabetic macular oedema; ICER,
incremental cost-effectiveness ratio; QALY, quality-adjusted life year
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ERG’s critique of the Company’s additional evidence

submitted at the Appraisal Consultation stage
Addendum to ERG Report

CONFIDENTIAL UNTIL PUBLISHED

At the second Appraisal Committee meeting on 24 March 2015, the ERG
agreed that in this report it had misinterpreted the company’s new approach
to modelling transition probabilities for patient who had discontinued
treatment or who had been censored (see section 3.100 of the final appraisal
determination [FAD] for details).

Consequently, the Committee did not take into account the criticisms in the
ERG’s written report when considering the company’s new approach to
modelling what happened to patients who discontinued or were censored
(see section 4.22 of the FAD for details).
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1 SUMMARY

In response to the Appraisal Consultation Document (ACD) the company supplied a revised health
economic model based on the MEAD studies comparing dexamethasone (DEX700) with watch and
wait for patients with a natural lens who either do not respond to, or are not suitable for, non-
corticosteroid therapies. The new analysis incorporated the corrections the ERG had made in their
'revi‘ew of the original submission. These corrections were listed as B1, B2, B4 and B5, and C6 to C12
in the'ERG report.

In additionthe company made the following changes in an attempt to alleviate concerns raised by the

Appraisal Committee:

e Residential care: in‘the new analysis the company uses a weighted cost that is 95% of the cost of

private sector residential care and 5% of the cost of local authority residential care;

¢ Patient discontinuations: inthe new analysis patients who discontinue from treatment remain in

their health state prior to discontinuing for the remainder of the 3-years of treatment;

¢ Alternative utility values: in the new ‘analysis the company uses the utility values from Czoski-
Murray et al.”) which have a wider range than those derived from the MEAD studies (as well as
providing alternative analyses using the Brown®and Brown et al.® utilities);

¢ Clinical continuation rule: in the new analysis, the company applies a continuation rule for

DEX700, whereby patients have to have gained at least 5 letters by Month 6 to continue treatment.
The ERG has reviewed the new health economic model and considers the-following:

¢ Residential care: the ERG considers the company’s revised assumption, regarding provision of

residential care to be reasonable;

e Patient discontinuations: the ERG considers it to be clinically implausible_that patients
discontinuing will have stable disease (i.e. will remain in their health state at discontinuation), as
diabetic macular oedema (DMO) is a progressive disease where a patient’s vision deteriorates over
time if not treated. The new assumption creates a perverse incentive in the model whereby patients
receiving DEX700, who discontinue, continue to receive the benefit of treatment but without
incurring the cost of treatment. The ERG considers that the earlier assumption where patients who
discontinue will revert to their natural history of vision decline is the least biased of the two

assumptions;





¢ Alternative utility values: due to time constraints the ERG has only evaluated the implementation
of the utility values from Czoski-Murray et al.”) in the new analysis. The ERG considers the
company’s implementation of the utility for the worst-seeing eye (WSE) is flawed in the new
model, e.g. it can result in the WSE contributing a higher utility value than the best-seeing eye
(BSE) to a patient. The ERG considers the approach it took in the original ERG Report (scenario
analysis C13) to be a more valid approach;

¢ Clinical continuation rule: as far as the ERG can ascertain, the company has implemented the
clinical continuation rule as described. However, it is beyond the scope of this review for the ERG

to evaluate the feasibility of its implementation.

The company presents a revised base case ICER of £14,978. Using the company’s revised model and
implementing the ERG’s preferred approach to patient discontinuations and implementation of the

utility values from Czoski-Murray et al."” increases the ICER to £127,645.





2 BACKGROUND

The Appraisal Committee noted that it preferred the revised base case analysis by the ERG (for
patients with DMO who are considered to be unsuitable for or insufficiently responsive to non-
corticosteroids), when the efficacy of watch and wait was based on patient-level data from the pooled
MEAD sham arms. This resulted in an ICER of £1,166,271 per QALY, but the Committee deemed
that this was likely to be overestimated. The revised ERG base case ICER was estimated after
combining all model corrections undertaken by the ERG (analyses B1, B2, B4 and B5) and additional
scenarios considered in the analyses (C6 to C12) performed by the ERG. For completeness these

amendments are described below:

e Analysis B1: the annual probability of fellow-eye involvement (FEI) corrected to -

e Analysis B3: the probability of cataract for DEX700 in Years 1, 2 and 3 was amended to

B B - B rospectively; the annual probability of cataract for patients with
DMO receiving no treatment or watch and wait was amended to 2.32%;

e Analysis B4: the cost of a fluorescein angiography was amended to £144;

e Analysis B5: the unit cost of intermediate vitreous procedures applied to the management of
vitreous haemorrhage and retinal detachment was amended to £989; the management of
retinal detachment was estimated to be an intermediate / major vitreous day case procedure in
80% and 20% of cases, respectively, with a mean cost of £1,080;

e Analysis C6: the numbers of total visits associated with treatment and monitoring each year
were amended to take into account that some re-treatment visits included monitoring visits;

e Analysis C7: costs associated with IOP checks were removed from the analysis;
e Analysis C8: the unit cost of private residential care (£532 weekly) was used,;
e Analysis C9: a cost of depression of £2,252 was utilised;

e Analysis C10: a mean cost of medication for raised IOP of £88.77 was used, using the cost of
generic prostaglandins and assuming that, medication for raised IOP comprises 70% generic
prostaglandins; 10% generic beta-blockers; and 20% equal use of remaining treatments listed
by the company;

e Analysis C11: trabeculectomy was the only surgical procedure considered for the
management of raised IOP; 50% of procedures were assumed to be intermediate and 50%
major glaucoma day case procedures; cost was £1273,;

e Analysis C12: 6 extra IOP visits were added to patients with DMO who were treated for
raised IOP.

The analysis submitted by the company has been conducted using the head-to-head MEAD trial data,
which was noted as being preferred by the Committee, and incorporated the model corrections (B1,
B2, B4 and B5) made by the ERG in their review of the company’s original submitted model. When

the ERG verified these changes it was evident that the revised model also included additional





scenarios (C6 to C12) that were considered by the ERG when estimating the most plausible base case
ICER of £1,166,271.

Another correction proposed by the ERG related to the type of residential care received by patients
with severe vision loss. The ERG’s view was that the unit cost of private residential care should
replace the unit cost of local authority residential care in the company’s economic analysis (Analysis
C8,ERG Report, page 268). This revised cost was £532 per week in 2013 prices, giving an annual
cost of residential care of £27,664; the company’s original estimate was £52,283 per annum based on
local authorify residential care.

The new analysis presented by the company has used a weighted cost comprised of 95% of the cost of
private sector residential care and 5% of the cost of local authority residential care, giving an annual
cost of residential care of £28,985. The ERG considers this new assumption to be reasonable.

In addition to the revision of residential care, the new analysis submitted by the company in response
to the ACD includes three updated modelling assumptions. These are discussed in detail below.

Alternative transition matrices for patients who discontinue from treatment

For reasons described in the ACD appendices, the company believed that the natural history transition
matrix from Mitchell et al.) is likely to overestimate the BCVA of patients who discontinued due to a
lack or loss of efficacy or who were censored from the study, due to requiring off-protocol treatment.
The company’s solution to this issue was to present an-analysis that used a “last transition carried
forward” (LTCF) approach. For all patients who discontinued-from the study or were censored, the
last observed transition (i.e. the change in BCVA between the last two visits before discontinuation or
censoring) was applied in every subsequent cycle from the point of discontinuation to the end of the
initial 3-year treatment period. Patients would then return to the natural history transition matrix for

the remaining time horizon (15 years).

The ERG does not consider this assumption to be plausible because DMO is a degenerative condition.
This assumption would imply that treating DMO is unnecessary because a patient’s’ vision would
remain stable. Moreover, the ERG is unclear how the total costs presented in Scenario 2 (presented in
Table 5 of the ACD response) for both DEX700 and watch and wait can increase from Scenario 1
(natural history transition matrices maintained). Firstly, the only costs incurred in the model post-
discontinuation are the costs associated with severe vision loss. If a patient remains in the same health
state throughout the treatment period once they discontinue, they will not incur these costs because
they cannot transition to the severe vision loss health state. Secondly, the ERG is unclear as to why
the QALY for both DEX700 and watch and wait have reduced under the updated scenario, in which

patients cannot transition to a worse BCVA health state during the initial 3-year treatment period.





An exploratory analysis previously undertaken by the ERG (Analysis C3, ERG Report, pages 182 and
315) in patients with DMO who are considered unsuitable for, or insufficiently responsive to non-
corticosteroids, which set discontinuation rates of both DEX700 and watch and wait at zero, showed
that the number of QALYs for both interventions was reduced, while the total costs for both
interventions increased compared with the base case analysis. The impact was more significant for
watch and wait than for DEX700, as incremental costs of watch and wait versus DEX700 increased
and incremental QALYs decreased. This suggested that the patient group in the MEAD trials
receiving sham did not have better natural history than expected; therefore, the effect of sham (and,
consequently, watch and wait) may not have been overestimated in the economic analysis as the
company has described. If not, the ERG considers there may be a potential error in the model

programming.

Overall, the ERG does not consider the assumption of alternative transition matrices for patients who
discontinue from treatment to be plausible, despite patients returning to the natural history after the
initial 3-year treatment period. Even-though the natural history data taken from Mitchel et al.”) may
not be entirely representative of the DMQ population for this STA, the ERG regards these data to be
more appropriate than the LTCF approach.

Incorporation of alternative utility values

To reduce the uncertainty around the ICER resulting from.the narrow range of utility values derived
from the MEAD data, the company performed an analysis_ using-utility values from Czoski-Murray et
al.®) which have a wider range than those derived from the MEAD studies. These have been preferred
by the Committee in previous technology appraisals in DMO® ™, before the utility dataset used in this
company’s submission, which were based on a new preference-based measure derived from the NEI-
FQ-25. The company also presented additional analyses using utility data from Brown® and Brown et
al.?; however, due to time constraints the ERG will only consider the values from Czoski-Murray et

al.") in this response.

Czoski-Murray et al.® report BSE utilities only; therefore the range of utility values in the WSE has
been estimated assuming that the change in the WSE is 30% of the change in the BSE, as per the

assumptions made in previous technology appraisals.®™

The ERG notes that the utility values in the WSE are estimated assuming that the change comprises-a
30% reduction from near perfect vision (ETDRS letters 86-100) for each of the BCVA health states in
the model. The ERG does not consider this to be reasonable, especially as the transitions for each eye

have been modelled independently; assuming a 30% reduction from near perfect vision when





modelling utility of WSE is in essence modelling of the vision in only one eye because the true BSE

health state has been replaced with near perfect vision for every patient.

The ERG also notes that in the company’s model the BSE and WSE are randomly allocated across
health states at baseline, plus that their states may swap due to treatment, so that the WSE can have

better vision than the BSE from the start to the end of the model.

The ERG considers the WSE utility values calculated by the company to be implausible, for example
if a patient had their BSE in health state 4 (0.6110) and their WSE in health state 3 (0.7561) the WSE
is not contributing less to the overall patient utility (Company ACD response, Table 1, page 6). The
ERG’s preferred approach would be to assume that the contribution of WSE and BSE to the overall
utility was 3/13 and 10/13, respectively, based on the assumption that the impact of WSE on overall
utility equalled 30% of the impact of the BSE.

Furthermore the ERG believes that the company’s updated model has the same limitation seen in the
revised model with utility updates provided by the company at clarification. As discussed previously
in the ERG Report (page 308), the WSE effectively contributed more than the BSE to the overall
patient’s utility, because both eyes were considered to be equally contributing (by 50%) to the

patient’s utility.

These limitations have been amended in the exploratory analysis undertaken previously by the ERG
(Analysis C13, ERG Report, page 251); therefore the ERG is unclear as to why the company did not
follow this approach. Consequently the ERG has corrected the BSE and WSE utility values applied in
the model so the overall utility “consists” of 10/13 BSE utility and 3/13 of WSE utility based on the

BSE values reported in Czoski-Murray et al.)
Incorporation of a clinical continuation rule for DEX700

The company has applied a clinical continuation rule for DEX700, whereby patients are assumed not
to receive further treatment with DEX700 if they do not achieve a gain of at least 5 letters (i.e. do not
respond to treatment) by Month 6 following their first injection of DEX700.

In the MEAD studies, of the 347 patients who were randomised to DEX700, nine had discontinued or
were censored prior to the Month 6 visit, leaving 338 patients remaining in the DEX700 treatment
arm at Month 6. Of these 338 patients, 105 (31.1%) did not achieve a gain of at least five letters by
Month 6 and have therefore been discontinued from treatment with DEX700 within the revised
analysis. These patients have been assigned the transition probabilities associated with the natural

history of vision, in line with Mitchell et al.*”





For completeness the ERG notes the DEX700 re-treatment criterion used to assess patient eligibility
in MEAD was the following (ERG Report, page 79):

e retinal thickness in the Imm central macular subfield by OCT was >175um (this retinal
thickness threshold was reduced from >225 pum as of May 2010 in a protocol amendment
based on investigator feedback that a more aggressive DMO treatment approach is adopted in
current practice); or

e investigator interpretation of the OCT suggesting evidence of residual retinal oedema
consisting of intraretinal cysts or any regions of increased retinal thickening (within or outside
of the centre subfield).

As expected, the same numbers of patients were discontinued due to adverse events and other reasons
in the revised and original model when the continuation rule was applied (5 out of 347 [1.44%)]
patients at Month 6). The ERG also notes that the same transition matrices are used in the revised and

original model.

However, patients who discontinue DEX700 due to a lack or loss of efficacy at Month 6, increased
from 4 out of 347 (1.15%) patients in the original model, to 109 out of 347 (31.41%) patients in the
revised analysis when the clinical continuation rule was applied. In other words, the proportion of
patients remaining on treatment (excluding those who have discontinued due to adverse events or a
lack or loss of efficacy) has been reduced from 97.41% to 68.59%. The ERG notes that these

proportions in the revised model are consistent with those reported in the company’s ACD response.
Results of the company’s revised analysis

The company considered 15 scenarios that contributed to the revised base case; these are presented
within the company’s ACD response (Table 5). For completeness, the ERG has presented the
scenarios in Table 1 that lead to the revised base case ICER of £14,978.

Table 1: Summary of the company’s scenario analysis contributing the revised base case
ICER

Treatment Total costs Total QALYs | Incremental Incremental ICER
costs QALYs

Company Scenario 1: ERG corrected base case, provision of residential care 95% private sector and 5% local
authority

Watch and wait £10,523 5.7531 - -

DEX700 £17,276 5.7589 £6,753 0.0058 £1,170,914

Company Scenario 2: Alternative transition matrices for patients who discontinue from treatment only (using
VFQ-UI utilities)

Watch and wait £14,834 5.6999 - -

DEX700 £20,388 5.7374 £5,554 0.0374 £148,403

Company Scenario 3: Alternative transition matrices for patients who discontinue from treatment using Czoski-
Murray et al. 2009 utilities






Watch and wait

£14,834

6.5400

DEX700

£20,388

6.6505

£5,554

0.1105

£50,280

Company Scenario 11: Alternative transition matrices for(Batients who discontinue from treatment and

clinical continuation rule using Czoski-Murray et al. 2009

utilities (revised base case)

Watch and wait

£14,834

6.5400

DEX700

£17,357

6.7085

£2,523

0.1685

£14,978

Abbreviation used in the table: DEX700, dexamethasone 700ug; ICER, incremental cost-effectiveness ratio;

LTCF, last transition carried forward; QALY, quality-adjusted life year

Under the company’s revised assumptions the base case ICER is £14,978. If the Committee deemed
all of the company’s revised assumptions to be valid, then DEX700 could be considered a cost-
effective treatment option compared with watch and wait based on a willingness to pay threshold of

£20,000 per QALY.






3 ADDITIONAL WORK CARRIED OUT BY THE ERG

The ERG has reviewed the company’s revised analysis and regards three of the four additional
assumptions to be reasonable. For reasons described previously, the ERG does not consider the
degenerative nature of DMO to be represented if patients who discontinue from treatment remain in
their health state prior to discontinuing for the remainder of the 3-years of treatment. Therefore the

ERG recommends that this assumption should not be included in the revised base case.

The ERG accepts that Czoski-Murray et al.? utilities may reflect the health-related quality of life of
patients in-the_.model more accurately than the utility measure derived from NEI-FQ-25. However, the
ERG considers that these values were not implemented correctly by the company in the revised
model. The ERG has corrected these estimates within the scenario analysis presented below. The
ERG also considers the clinical continuation rule, whereby patients need to have gained at least 5
letters by Month 6 to continue DEX700 treatment to be reasonable, but is unable to comment on the
practicality of its implementation. In addition, the ERG considers the company’s revised cost of

residential care to be reasonable.

To illustrate the impact of each componeht of the revised analysis in turn, Table 2 below presents the
scenarios which contribute to the revised ERG base case of £127,645 per QALY.

Table 2: ERG scenario analysis in response to-the revised model

Treatment Total costs Total QALYs Incremental Incremental ICER
costs QALYs

ERG scenario 1: 95% private residential care using VFQ-UI (note the ERG is unable to construct a scenario
using correct Czoski-Murray et al. 2009 values because this model is constructed using the regression
equation not the utility update)

Watch and wait £10,523 5.7531 - F -
DEX700 £17,276 5.7589 £6,753 00058 £1,170,914
ERG scenario 2: LTCF using VFQ-UI and 95% private residential care

Watch and wait £14,834 5.6999 - - -
DEX700 £20,388 5.7374 £5,554 0.0374 £148,403
ERG scenario 3: Clinical continuation using VFQ-UI and 95% private residential care :

Watch and wait £10,523 5.7531 - - -
DEX700 £15,870 5.7610 £5,347 0.0079 £678,142
ERG scenario 4: Clinical continuation using corrected Czoski-Murray et al. 2009" and 95% private
residential care (ERG revised base case)

Watch and wait £10,523 5.9649 - - -
DEX700 £15,870 6.0068 £5,347 0.0419 £127,645

Abbreviation used in the table: DEX700, dexamethasone 700ug; ERG, Evidence Review group; ICER,
incremental cost-effectiveness ratio; LTCF, last transition carried forward; QALY, quality-adjusted life year






4 OVERALL CONCLUSIONS

The ERG’s revised base case ICER of £127,645 is substantially higher than the NICE willingness to
pay threshold of £20,000 to £30,000 per QALY gained.

While the ERG did not review using the alternative utilities from Brown® and Brown et al.?, based
on the scenario analyses provided by the company (company scenarios 12 and 13, respectively),
which presented higher ICERs compared with the ICERs resulting from use of utility data from
Czoski-Murray et al.?); it seems likely that use of these alternative utility values would similarly
result in higher ICERs than the current ERG revised base case ICER.
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