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4 Foreword / 4
S

Since the establishment of the National
Institute for Health and Care Excellence (NICE)
in 1999, the complexity and volume of the
treatmentsit assesses for the NHS has changed
dramatically. Advancements in science and
technology have catalysed the development
of transformative medicines in new therapy
areas, including rare diseases, offering hope to
Steve Bates OBE, under-served patient populations.

CEO, BIA

Recent data shows a growing pipeline for rare disease treatments, with products
in development for rare diseases accounting for 30% of the overall treatment
pipeline.!

Ensuring that its ways of working keep pace with the evolving nature of healthcare
is a central tenet on which NICE operates, and one that will be increasingly
important as more of these treatments reach market. However, as explained in this
report, it is equally important that NICE’s methods and processes keep pace with
the evolving aspirations, ethical principles and preferences of society.

The findings of this research indicate the need for a fresh assessment of social
values associated with treating rare diseases that underpin the decision-making
processes informing the NHS funding of treatments for rare diseases.

NICE has recently published its proposed approach for future updates to its
methods for health technology evaluations, through ‘modular updates’? The BIA
warmly welcomes the role that stakeholder engagement, including with industry
and patients, will play through this approach and is encouraged to see that the
NICE Listens programme will be a key vehicle for informing updates.

As NICE assesses and prioritises the topics for future modular updates, we hope
that this research will be useful in demonstrating the need for further research into
the social values associated with treating rare diseases, and the need for rarity to
be prioritised as a modular update topic to address this. The BIA looks forward to
continuing to engage with NICE and other relevant stakeholders as it implements
this new approach.
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Executive Summary (/:

Between 2019 and 2022, NICE conducted a large-scale review of the methods and
processes it uses to carry out assessments of a treatment’s cost-effectiveness. During
the review, the BIA argued that NICE should consider adopting specific measures to its
methods to supportimproved patient access to innovative treatments for rare diseases. One
such approach could have been the introduction of a modifier for rare diseases, however,
NICE concluded that there was “no evidence that society values more highly health benefits
in rare diseases” and that the information presented during the consultation did not provide
sufficient evidence to support adding a modifier for rare diseases.’

Following the conclusion of the review, the BIA decided to conduct primary research to
support NICE’s requirement for more robust evidence on the social value associated with
treating rare diseases. The aim of the research was to understand public opinion on how
treatments for rare diseases should be funded and evaluated. The research was carried out
using an established method of qualitative research to determine social value. Subsequent
quantitative research was also used to test the findings among a broader sample size.

The research findings, set out in this report, demonstrate that the public believes that a
distinctive and alternative approach should be adopted for making funding decisions about
treatments for rare diseases, including the methods and processes in place to make these
decisions. The findings also indicate a need for further research to determine the social value
associated with rare diseases and how this should underpin its decision-making processes.

Recommendations
Based on the findings of this research, the BIA recommends the following actions:

* NICE should utilise its NICE Listens programme to undertake primary research on
the social value associated with treating rare diseases

* NICE should undertake, as a priority, a modular update review with a specific focus
on rarity

* As part of a modular update, NICE should reconsider the case for a rarity modifier,
or consider a sliding scale of incremental cost-effectiveness ratio (ICER) thresholds
within its single technology appraisal (STA) process

* NHS England, the Department of Health and Social Care, and HM Treasury should
commit to working with NICE to support the implementation of any changes to its
methods and processes that are necessary to reflect contemporary social value
judgements on rare diseases.
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47 Introduction and ba /

The National Institute for Health and Care Excellence (NICE) is responsible for developing
guidance for the NHS and the wider public health community. As set out in its charter, part
of this role includes deciding which treatments should be funded by the NHS and hereby
made available to NHS patients. By the nature of its remit, decisions made by NICE have
direct implications for the allocation and prioritisation of taxpayer resources for the
provision of NHS care.

While NICE bases its guidance on the best available evidence, this evidence is rarely
complete or of perfect quality, leaving a degree of uncertainty. NICE is therefore required
to make judgements about priority setting and the fair and equitable distribution of scarce
resources in the development of its guidance. In the absence of scientific evidence, NICE
makes these judgements by taking into account the aspirations, ethical principles and
preferences of society. Judgements informed by these aspects are referred to as social
value judgements. This approach contributes to the clarity and transparency of decision
making and is an important way in which NICE fulfils the NHS Constitution requirement to
be accountable to the public.

To support the accurate and consistent application of social value judgments in producing
guidance, in 2005 NICE developed a set of guidelines, known as the Social Value Judgement
(SVJ) document* (superseded in 2008°) that described the social value judgements that
should be incorporated into the processes NICE uses to develop guidance and be applied
when preparing individual items of guidance.

The approach used by NICE to determine the social value judgements which it should
apply is called deliberative public engagement. This is a process that involves engaging
with members of the public to debate and discuss moral and ethical issues from a societal
perspective to determine their values, principles and preferences. The NICE SVJ document
was informed by the findings of extensive deliberative public engagement undertaken on a
range of issues prior to its publication.

The SVJ document has since been replaced by a set of principles that reflect NICE’s broader
remit.> While these principles explain the morals, ethics and principles that underpin
its recommendations, as they are universal to all NICE guidance and standards, they are
necessarily broad in nature. As a result, the SVJ document continues to set out NICE’s most
recent determination of those social value judgements that have implications for priority
setting and resource allocation.

As the health and social care landscape changes, so too do society’s ethical principles and
preferences. For NICE guidance to remain defensible and acceptable by the public, it is
importantthatdeliberative publicengagementcontinuesto playacentralroleindetermining
the social value judgements that should underpin NICE’s decision making processes.
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Rarity and NICE’s methods and processes

Between 2019 and 2022, NICE undertook a large-scale review of the methods and processes
it uses to carry out health technology assessments (HTAs), which resulted in some
important changes. Despite the significant opportunity the review presented to modernise
NICE methods and processes, the BIA believes that insufficient consideration was given to
whether NICE methods and processes continue to be underpinned by judgements that are
reflective of present-day social value associated with many issues.

One issue that the BIA believes was insufficiently explored during the review is rarity. Like
all other new treatments, treatments for rare, and very rare, diseases must undergo a NICE
HTA. Since 2013, NICE has had a process in place for the evaluation of treatments for very
rare diseases. However, treatments for rare diseases often end up being evaluated by a
process that was designed for evaluating medicines for more common diseases with larger
eligible populations. Rare disease treatments are disadvantaged in this process, receiving
worse outcomes with respect to positive recommendations than treatments assessed by the
process designed for very rare diseases.” The reasons why it has been deemed inappropriate
for rare disease treatments to be assessed through this process have been explored in
detail elsewhere previously, including by Genetic Alliance UK®, the Association of British
Pharmaceutical Industry® (ABPI), and in the BIA report A rare chance for reform*. Though
adaptations to this process were made following the review to better accommodate rare
disease treatments, the extent to which they will resolve the challenges remains to be seen.

The barrier to change

Rare disease treatments continue to be evaluated by a process designed for more common
diseases, despite the well-documented challenges of this approach.

NICE’s SVJ document provides one explanation for how NICE processes should contend
with treatments for rare diseases. The document states that ‘NICE considers that it should
evaluate drugs to treat rare conditions, known as ‘orphan drugs; in the same way as any
other treatment’.* In this context, it appears that overall NICE’s approach to evaluating rare
disease treatments continues to be informed by social value judgements determined by the
deliberative public engagement that took place prior to 2005.

According to NICE, one aspect that the review considered was the way to ensure that HTA
methods are suitable for rare diseases.! During the review, however, NICE concluded that
there was ‘no evidence that society values more highly health benefits in rare diseases.”
Subsequently, NICE discounted the need to introduce any targeted measures to support
rare disease treatments, including a rarity modifier, although it did introduce a modifier
for more severe conditions and recognised the need for more work to address the health
inequalities often faced by people living with rarer conditions.
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As part of the review consultation process, the BIA submitted the results of a YouGov survey
it had commissioned, indicating that there is public support for the adoption of targeted
measures to supportimproved access for people with rare diseases.*? The BIArecommended
that NICE carried out further research to clearly establish the societal value of health benefits
in rare diseases and the overlap between severity and rarity and reconsider the case for the
introduction of a rarity modifier. However, NICE determined that ‘the information provided in
the consultation responses did not provide usable or robust evidence of societal preferences
for placing additional value on health benefits in rare diseases’® NICE has also recognised
that issues surrounding health outcomes associated with rare diseases were ‘beyond the
scope’ of the review, and that the question of rarity ‘remains complex and challenging’?

Modular updates

Atthe end ofthereview, NICE announced thatitwould be movingto a moreflexible, ‘modular’
approach towards updating and revising its methods and processes. By adopting a topic-
focused approach to reviewing and updating its processes, modular updates will enable
NICE to comprehensively review and adapt without the need for further full-scale reviews.
This approach will be particularly important for exploring NICE’s approach to a range of
challenging issues, including rarity, and providing the opportunity for NICE to ensure that
the social value judgements informing and underpinning its work remain accurate.

It is in this context that the BIA set out to undertake further research to support NICE’s
requirement for more robust evidence of the social value associated with rare diseases and
the health benefits provided by rare disease treatments. In generating this evidence, the BIA
hopes to demonstrate the need for prioritising rarity as a future topic for modular updates
and a reassessment of social value judgements associated with rarity that should be used
by NICE. This report also seeks to secure system-wide support for NICE to implement the
changes it deems necessary.

Rare insights: examining the social values of treating rare diseases | 7



/—
X ) ) {
Exploring social value (/:

In 2022, the BIA commissioned Synergy Healthcare Research to undertake primary research
to explore the social value associated with rare diseases. In designing the overall approach
and methodology, the research was informed by the deliberative public engagement
approaches that have been used by NICE to understand public opinion social value issues,
including the former NICE Citizens Council approach and the current NICE Listens approach.

NICE Citizens Council

The NICE Citizens Council was a formal committee created for the purpose of
deliberative public engagement. The Council was comprised of 30 members of the
public and reflected the age, sex, socioeconomic status and ethnicity of the population
of England and Wales. It operated through ‘citizen’s jury’ meetings and was responsible
for considering arange of issues about which NICE sought advice. The Council’s reports
were used to justify NICE’s approach to challenging issues and informed NICE’s SVJ
document and its subsequent Principles. The Council has been dormant since 2015.

NICE Listens Programme

NICE Listens is a new programme for deliberative public engagement, used to provide
an understanding of public opinion on challenging moral, ethical and social value
issues. NICE Listens operates through workshops with members of the public and
replaces the Citizens Council as the model of deliberative public engagement used by
NICE. Like the Council, NICE Listens aims to help ensure its policies on complex and
controversial issues reflect the values of members of the public.’®

Focus groups

Drawing on the methodology of both approaches, focus groups were carried out to explore
the social value associated with treating rare diseases. Like the ‘citizen’s jury’ model of the
NICE Citizens Council, focus groups are a form of deliberative public engagement, involving
discussion and debate among a socially representative group of people on a particular
issue. With the use of informative materials to support a better understanding of the topic
at hand, participants are given the opportunity to reflect on the information they are given
before developing their own informed views through deliberation. Focus groups are a
particularly useful tool for understanding the public’s views on complex issues, such as rare
diseases, which require a minimum level of background information for people to be able to
understand and meaningfully engage with.
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Between 26 July and 15 August 2022, four sessions were conducted across England among
a group of socially representative members of the public. During the focus group sessions,
participants were presented with a range of informative materials to help them become
familiar with the topic of rare diseases. The material included information drawn from a
range of sources, including the 2004 NICE Citizens Council report on ultra-orphan drugs,*
NICE guidance,® Genetic Alliance UK*® and the House of Commons Library.*

Focus group sessions across England

Birmingham

St. Albans

London

Participants were given the opportunity to ask questions about the information they were
given, and their level of understanding was checked by the facilitator. Participants were then
encouraged to share their views and discuss their reasoning with the group. Throughout
the focus group sessions, a number of anonymous voting exercises were conducted, the
results of which are explored later in this report. The full range of materials is set out in the
methodology.

Online Survey

To ensure that the research was sufficiently robust, a quantitative stage, in the form of an
online survey, was also built into the research design. Quantitative research methods, like
surveys, have specific drawbacks when used to explore public opinion on complex issues
of social value, as NICE itself has recognised.* Not only are survey results very sensitive to
the way in which questions are framed, but participants are not provided with the same
benefit of deliberating the underlying issues first, as they are in a focus group, and may
therefore have a less comprehensive understanding of the issue at hand. Acknowledging
these drawbacks, the purpose of incorporating an online survey was to test whether the
insights from the qualitative stage of the research were broadly replicated across a larger
representative sample of the UK population.
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Between October and November 2022, an online survey was conducted of 1,000
representative adults across the UK. To ensure that a consistent approach was taken
in both stages of the research, the survey questionnaire was designed to incorporate, as
far as possible, the information that was provided to participants during the focus
groups. By including specific questions to ensure that participants were considering the
information presented to them, it was possible to mitigate some of the drawbacks
of quantitative approaches. Further detail on the online survey can be found in the
methodology.

Defining rarity

During both stages of the research, participants were informed about the distinction
between rare and very rare diseases. Clarifying the distinction between the two was
an important step in ascertaining public opinions on the differences in how they are
evaluated and funded.

Arare disease has been defined as a disease that occurs in fewer than 1in 2,000 people,
affecting between 1,100 - 25,000 people in England. This is the definition set out in the
UK Rare Diseases Framework.!®

A very rare disease has been defined as a disease that occurs in fewer than 1 in 50,000
people, affecting fewer than 1,100 people in England. This is consistent with the
definition used by NICE for a very rare disease, as set out in routing criteria 1 for the
Highly Specialised Technology Programme.*

A common disease has been defined as a disease that would not meet the criteria for

being a rare disease. This includes any disease that affects more than 25,000 people
in England.
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@ﬁ Key findings

Providing equitable access to treatments

Our research found broad support among the general public for providing equitable access
to treatments for people with rare diseases, even if it results in additional costs for the NHS.
When participants were asked whether they agreed or disagreed that “people with rare
diseases should have equitable access to treatments, even if this means additional costs
for the NHS”, 93% of focus group participants and 80% of survey participants said that
they agreed.

In the focus groups, a number of participants expanded on why they felt it was important
for the NHS to be willing to pay more for treatments for rare diseases in order to provide
equitable access to treatments. Many participants felt it would be unfair for people with rare
diseases not to have equitable access to treatments, and that equitable access was a central
tenet of the NHS. While a minority of participants expressed some concern regarding the
additional costs leading to cuts being made elsewhere in the NHS, given limited budgets,
89% of focus group participants felt that if a treatment could demonstrate its ability to
change patients’ lives significantly for the better, the NHS should pay more for patients with
rare diseases than for patients with common diseases.

Fig 1: To what extent do you agree or disagree with the following statement:

People with rare diseases (affecting 1,100-25,000 people in England) should have equitable
access to treatments, even if this means additional costs for the NHS

4%

4%

B Agree strongly
Agree slightly
Neither agree or disagree
56% Bl Disagree slightly
B Disagree strongly

37%

*One participant agreed but was unable to say whether they agreed slightly or strongly
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Rewarding the development of rare disease treatments

Participants also discussed the challenges often associated with developing treatments for
rare and very-rare diseases, including a lack of pre-existing knowledge about the causes
of the disease, and small patient populations resulting in a high level of uncertainty in
clinical trial data. It was generally agreed that there was a need to encourage investment
in developing treatments for rarer diseases due to the lack of existing treatments and the
commercial environment potentially making it more attractive for drug companies to invest
in treatments for common diseases than rare diseases.

Participants agreed that the additional challenges of drug development for rare diseases
may result in higher development costs and therefore more expensive treatment. Most
felt it was unfair that the additional development costs could result in barriers to access to
treatments for rare diseases.

In the focus group, 82% of participants felt that NICE should evaluate the cost effectiveness
of treatments for rare diseases differently than for more common diseases, taking into
account the additional challenges in developing medicines for rare diseases.

There’s less existing knowledge, and it’s more difficult, and therefore
more expensive, to do clinical trials [for rare diseases]. So it’s not fair,
it’s not equitable... to keep the funding model exactly the same [as for
common diseases]. And, if it has been the same up to now, you can see
why 95% of these [rare diseases] have no treatment.

Female, 57, Ealing London

Fig 2: To what extent do you agree or disagree with the following statement:

NICE should evaluate the cost effectiveness of treatments for rare diseases (affecting 1,100-
25,000 people in England) differently than for more common diseases, taking into account
the additional challenges in developing medicines for rare diseases

4%
15%

B Agree strongly
Agree slightly
Neither agree or disagree

46% B Disagree slightly
B Disagree strongly
36%
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NICE approach to very-rare diseases

In contrast to medicines for rare diseases, NICE evaluates those for very rare diseases via
the Highly Specialised Technologies (HST) programme. Participants were presented with
information about this different approach. It was highlighted that the HST programme
uses a cost-effectiveness threshold of £100,000-£300,000 per quality-adjusted life year
(QALY), compared to the £20,000-£30,000 per QALY threshold used in NICE’s Standard
Technology Appraisal process, and the rationale for this was explained.

Our research found that members of the public agreed that NICE should have a higher cost-
effectiveness threshold for evaluating medicines for very rare diseases, with 93% agreement
in the qualitative research and 70% agreement in the survey.

| think that without the increased threshold, there wouldn’t be the
incentive to the drug companies to develop medications for very rare
diseases.

Female, 41, Birmingham

Fig 3: To what extent do you agree or disagree with:

NICE’s decision to evaluate new treatments for very rare diseases using a different process,
with a higher cost-effectiveness threshold, compared to the evaluation of new treatments
for more common diseases

4%

4%

B Agree strongly
Agree slightly
Neither agree or disagree
57% Bl Disagree slightly
B Disagree strongly

36%
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NICE approach to rare diseases

Having discussed NICE’s approach to evaluating treatments for very-rare diseases, focus
group participants discussed the approach that NICE takes towards evaluating medicines
for rare diseases. They felt that the recognition of the need for a higher cost-effectiveness
threshold for evaluating medicines for very rare diseases demonstrated that medicines for
rare diseases shouldn’t be evaluated using the same threshold as that used for medicines
for common diseases.

89% of the focus group participants disagreed that treatments for rare diseases should
be evaluated at a cost-effectiveness threshold of £20,000-£30,000 per QALY, given the
recognition that treatments for very rare diseases should be evaluated at a cost-effectiveness
threshold of £100,000 - £300,000 per QALY. Participants felt that the approach to evaluating
very rare disease treatments should be adapted and applied to the evaluation of rare disease
treatments.

...given that these things (cost- effectiveness criteria) have been
developed to treat very rare diseases equitably, then why not do the
same for rare diseases... Well, not exactly the same extent, but why
not flex the rules?

Female, 57, Ealing London

Fig 4: To what extent do you agree or disagree with the following statement:

Given the recognition by NICE that treatments for very rare diseases should be evaluated at
a cost effectiveness threshold of £100,000 - £300,000 per QALY, to what extent do you agree
or disagree that treatments for rare diseases should be evaluated at a cost-effectiveness
threshold of £20- £30,000 per QALY, as for more common diseases

B Agree strongly
Agree slightly

Neither agree or disagree
32% B Disagree slightly

57% [l Disagree strongly
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An alternative approach for rare diseases

After discussing NICE’s approach to treatments for rare and very rare diseases, participantsin
the focus groups were shown a number of arguments both for and against reviewing NICE’s
approach to evaluating treatments for rare diseases. After discussing these arguments,
participants were asked to complete a number of voting exercises to capture their opinion
on how funding decisions should be made about treatments for rare diseases.

It was found that the majority (75%) of participants felt that the NHS should make funding
decisions for medicines to treat patients with rare diseases using cost-effectiveness
thresholds that fall between those for treatments for very rare diseases and those
for treatments for more common diseases. Most participants felt that the additional
challenges and associated costs for developing treatments for rare diseases fall somewhere
between those for common diseases and very rare diseases, and therefore suggested the
cost-effectiveness threshold for rare diseases should reflect this. In the survey, we also
found that a majority of participants (56%) felt that cost-effectiveness thresholds used
to evaluate treatments for rare diseases should fall between those used for treatments for
very rare diseases and treatments for common diseases.

| think there’s a moral question about what do we want to be as a
society, so do we protect individuals, accepting that for a tiny number
of those, that’s going to be a very significant financial burden. But,
actually, the benefit to us as a society is worth it.

Male, 56, Manchester

Fig 5: Which one of the following statements do you most agree with:

The NHS should make funding decisions for medicines to treat patients with rare diseases. ..

18%

using the same cost-effectiveness
thresholds as treatments for very
rare diseases

using the same cost-effectiveness
using cost-effectiveness thresholds that fall thresholds as treatments for more
between those for treatments for very rare common diseases

diseases and those with treatments for

common diseases
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Other factors to consider

Participants in the focus groups then discussed whether additional factors should be
taken into account when deciding how much the NHS should be willing to pay for drugs
to treat patients with rare diseases. The majority (82%) of focus group participants agreed
that additional factors should be taken into account, and these participants were then
asked about which additional factors should be considered. The severity of the disease
was considered an important factor by 71% of the focus group participants, who felt that
the NHS should be willing to pay more for treatments for rare diseases that have a severe
impact on people’s lives. However, some participants felt that the current system of
calculating cost effectiveness through cost per QALY should automatically prioritise
treatments that were likely to be beneficial for more severe diseases. Other factors which
a majority of participants said it was important to consider were if the disease is life-
threatening (64%), whether alternative treatments are available (64%) and if the disease
predominantly affects children (61%).

A minority of participants (17%) felt that NHS should be willing to pay more for the
treatment of patients with rare diseases without considering additional factors. These
people were concerned about additional criteria complicating the decision-making process
and potentially creating barriers to the use of new treatment options that might offer
benefits to people with rare diseases.

Fig 6: If you believe that the NHS should take additional factors into account when deciding
how much it is willing to pay for treatments for rare diseases, please tick below which
additional factors you feel should be considered in deciding whether to pay more for a
treatment for a rare disease:

The degree of severity of the disease or condition 71%

If the disease or condition is life-threatening 64%

Whether alternative treatments are / are
. 64%
not available

If the disease or condition predominantly affects
. 61%
children

If the treatment will provide a health gain, rather 50%
than just stabilisation of the disease or condition g
The cost of other care, if the patient cannot

(v)
have the drug g

How rare the disease or condition is (the more
rare the disease, the more the NHS should be 21%
prepared to pay for its treatment)

3
S5

Other (unprompted): Quality of daily life

Other (unprompted): How it affects others
realted to the patient / person or who cares
for the patient / person

B
ES
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Conclusion //1

The findings of our research demonstrate that there is strong public support for ensuring
that people living with rare diseases can access treatments on an equitable basis compared
to other patients. Through deliberation, participants demonstrated an understanding of the
limited NHS budget and the impact that assigning additional costs could have elsewhere in
the system. The results indicate that the public would be willing for the NHS to spend more
money to achieve equitable access for people with rare diseases.

The research findings also suggest that the social value judgment set out in NICE’s SVJ
document - that rare disease treatments should be evaluated in the same way as any other
treatment - is not an accurate reflection of contemporary social values associated with
rarity. On the contrary, participants in our research felt strongly that treatments for rare
diseases should be evaluated differently than for more common diseases to account for
the additional challenges in developing drugs for rare diseases. This position was further
demonstrated through participants’ disagreement that rare disease treatments should
be evaluated at the same cost-effectiveness threshold as treatments for more common
diseases.

When it came to how members of the public feel that funding decisions about rare disease
treatments should be made, our research found that people think a different approach
is required. In particular participants felt that the NHS should adopt a cost-effectiveness
threshold for rare disease treatments that falls in between that used for very rare disease
treatments and that used for treatments for more common diseases. The rationale driving
this view was the recognition among participants that while the additional challenges
and associated costs of developing treatments for rare diseases are not as acute as they
are for very rare disease treatments, they are relatively greater than those involved in the
development of treatments for common diseases.

This research also found that there is a range of factors that are often associated with rare
diseases which the public deems to be important in deciding how much the NHS should
be willing to pay for rare disease treatments. Factors that a majority of respondents felt to
be important included the severity of the disease, whether the disease is life-threatening,
whether alternative treatments are available, and whether the disease predominantly
affects children. These findings indicate that the public view on how decisions are made
about the funding of rare disease treatments is informed by a combination of individual and
interrelated decision-making factors. It also suggests that no single decision-making factor
can be used to accurately reflect social value associated with treating rare diseases, and
that further research is required to understand the role that various decision-making factors
play in creating social value.
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Overall, this research sheds new light on the question of whether society values health
benefits for rare diseases more highly and signals the need for further research to determine
the contemporary social value judgements associated with rarity that should underpin
NICE’s evaluations. The findings indicate that there is a strong case for NICE to review as a
priority, whether the methods and processes it has in place for making recommendations
about the use of rare disease treatments in the NHS are reflective of these social value
judgements, and the measures it can take to address this if not.
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Based on the findings of this research, the BIA recommends:

NICE should utilise its NICE Listens programme to undertake primary
research on the social value associated with treating rare diseases.

As its primary tool for facilitating deliberative public engagement, the BIA
recommends that NICE carries out a NICE Listens topic on rare diseases to inform
the social value judgements associated with rarity that should underpin NICE
decision-making processes

NICE should undertake, as a priority, amodular update review with a specific
focus on rarity.

Using the findings from a NICE Listens topic on rarity, NICE should undertake a
review of the methods and processesin placeforevaluating the cost-effectiveness
of treatments for rare diseases to ensure that they are reflective of contemporary
social value judgements associated with rarity

As part of a modular update, NICE should reconsider the case for a rarity
modifier, or consider a sliding scale of incremental cost-effectiveness ratio
(ICER) thresholds.

These approaches would enable cost-effectiveness threshold for rare disease
treatments that fall in between that used for very rare disease treatments and
that used for treatments for more common diseases

NHS England, the Department of Health and Social Care, and HM Treasury
should commit to working with NICE to support the implementation of
any changes to its methods and processes that are necessary to reflect
contemporary social value judgements on rare diseases.

These stakeholders have responsibility for different parts of the system
which determines the evaluation and funding of treatments in the NHS, and
collaboration between these stakeholders is necessary to deliver system level
change.
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@ Methodology , (»\F

Overview

Theresearchwas conducted by anindependent market research agency, Synergy Healthcare
Research, in accordance with the codes of conduct of the Market Research Society (MRS)
and British Healthcare Business Intelligence Association (BHBIA) and in compliance with
Data Protection legislation.

The research took place between July and November 2022 in two stages. The first stage of
the research was qualitative in nature and consisted of focus groups. The second stage of
the research was quantitative and consisted of an online survey. This section details the
methodology that was employed during both stages of the research.

Focus groups

Between 26 July and 15 August 2022, four focus group sessions were conducted across
England in London, Manchester, St Albans and Birmingham. A total of 30 members of the
public were recruited to take part but 2 participants did not show up to their focus group
session. As a result, a total of 28 members of the public participated in the focus groups,
with 6-8 people in each session. Each session lasted up to three hours.

During the recruitment process, a screener was put in place to ensure that the sample
would be representative of the UK population with regard to sex, age, ethnicity and socio-
economic background. Individuals who have a rare disease, or have a family member with
a rare disease, were excluded during the recruitment process to ensure the focus group
discussion was not unfairly influenced by their views and experiences.

Each focus group session was facilitated by a member of the Synergy Healthcare Research
team. The following discussion guide was used during all four focus group sessions.

Discussion guide

Thank you for taking part in this market research to explore views among members of the
general public on how decisions are made regarding whether or not the NHS should pay
for new treatments. Our discussion is going to focus specifically on your attitudes to the
funding of new treatments for rare diseases which affect fewer than 25,000 people in the
England.

Outputs of the research will be fed back to the NHS to help it understand what is important
to members of the public when deciding how new treatments for rare diseases should be
funded. During the session we will explain to you how decisions are currently made about
funding, and then get your feedback on whether or not you feel this is how funding decisions
for new treatments for rare diseases should be made.

20 | Rareinsights: examining the social values of treating rare diseases



Thegroupdiscussionwilllast 3hoursand we havescheduledinsomebreaksforrefreshments,
but please do let us know if anyone needs to take an additional break at any point.

My name is .... ; | work for Synergy Healthcare Research, an independent market research
agency specialising in researching attitudes to health-related issues for a wide range of
different organisations. In the past we have carried our market research in collaboration
with Myeloma UK, Psoriasis UK, The Royal College of Surgeons and a wide range of other
organisations who want to understand people’s views on a particular topic.

This project is being funded by an organisation which works in partnership with a number
of patient charities, in order to understand the views of the general public on the funding
of new treatment options for rare diseases. In order to avoid any risk of influencing
responses, we will reveal the identity of the sponsoring organisation at the end of the group
discussion.

All the research we do is carried out in accordance with the codes of conduct of the
Market Research Society (MRS) and British Healthcare Business Intelligence Association
(BHBIA) and complying with Data Protection legislation. This means we are not allowed to
reveal the identity of research participants to anyone else, including the company
sponsoring the research, and we are not allowed to seek to influence your views. You do not
have to answer any questions you don’t want to and you can withdraw from the research
at any time. For more information about your rights, please see our privacy policy at
www.synergyresearch.co.uk/privacy-policy

The discussion will be audio recorded for analysis purposes and the results from four group
discussions being conducted across England will be collated and summarised in written
feedback to the sponsoring organisation. The identity of participants will not be divulged,
but we will with your permission include an appendix in the research outputs which lists
the age, gender and occupation of research participants so that the research can be seen
to have been carried out among a representative sample, but we will ensure nothing is
included that you identify participants.

We need your consent in order for us to collect and use any information about you. Any
personal data collected will be treated confidentially and only used for the purposes of
market research. It will not be passed to any other organisation without your permission.
Personal data relating to market research will be kept for up to 12 months following the end
of this market research project, with one exception.

* The consent form you signed containing your name, the date, and the amount
you received as an incentive will be kept indefinitely for accounting and audit
purposes

These will have no impact on the confidentiality and anonymity associated with the
interview itself. At any time you can ask to know what personal data are being held and for

these to be amended or destroyed.

Are we all happy to proceed on this basis? Respondents to sign written agreement
confirming the above (appended)
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1. Introduction / warm up (10 mins)

Thank you again for coming. Before | ask everyone to introduce themselves | thought I'd
outline in a little more detail what we are going to be discussing today.

SHOW AGENDA CHART:

¢ [ntroductions (10 minutes)

¢ NHSfundingof new treatments for common diseases - discussion (10-15 minutes)

¢ What are rare diseases? NHS funding of new treatments for very rare diseases
affecting fewer than 1,100 people in England - discussion and voting (20-30
minutes)

¢ Break (10 minutes)

¢ NHS funding of new treatments for rare diseases affecting 1,100- 25,000 people
in England - discussion and voting (up to 2 hours, including a further break)

Our main focus will be exploring your views on funding new treatments for rare diseases. In
order to provide a context for this discussion, we’re going to start off by telling you about the
way in which decisions are made for NHS funding of treatments for more common diseases
and explore your reactions to this

We’re then going to tell you about NHS funding of new treatments for what are called very
rare diseases, which are those affecting fewer than 1,100 people in England and discuss
your views on this.

We’ll then move onto the main focus of this research, which is to explore your views on NHS
funding of new treatments for rare diseases affecting 1,100- 25,000 people in England and
whether these should be funded in the same way as new treatments for common diseases,
the same way as new treatments for very rare diseases, or some different approach.

One of the main things | want to emphasise is that we want to get everyone’s options on
the main topic. It’s ok to have different perspectives but we want everyone to feel they
can share their views. There are no right or wrong answers to the questions we will
be discussing as long as you share your genuine views on the topics we discuss. The
key thing to bear in mind is that the feedback you provide will be fed back to people
responsible for how new treatments are funded to inform their understanding of what
the general public feels about this

Is that OK?

MODERATOR TO INVITE AND ANSWER ANY QUESTIONS TO ENSURE RESPODENTS FEEL
COMFORTABLE WITH THE PROCESS

So I'd like now to ask people to introduce themselves to the group in turn, with their name
and in a couple of sentences a little bit about themselves - such as what you do for a living

and what you enjoy doing in your spare time.

Moderator go first and then encourage participants to introduce themselves; write names
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2. Introduction to developing new treatments for diseases (10-15 mins)

I’d like to start off by introducing you to some general information about the development of
new drugs, many of which are developed for conditions which affect hundreds of thousands
or millions of people in the UK.

MODERATOR TO SHOW / READ OUT SLIDE 2: Introduction - developing new treatments
Are there any questions on this chart?

MODERATOR SHOW/ READ OUT SLIDE 3: NHS funding of new treatments for common
diseases

This chart describes how the NHS decides whether or not to fund new treatments for
common diseases

Moderator to read through chart and check that all participants understand the
concept of a QALY / cost pre QALY and the threshold of £20,000 to £30,000 per QALY
for reimbursing most new medicines for use in the NHS; encourage discussion and if
necessary use back-up slides 25 and 26 to help participants assimilate this information

MODERATOR TO SHOW SLIDE 4 - What are your reactions to the current way in which
NICE evaluates the cost effectiveness of new medicines for common diseases?

What are your reactions to the current way in which NICE evaluates the cost effectiveness
of new medicines for common diseases? Encourage all participants to comment on
their views; emphasise if necessary that the remit of this research is not to suggest
any changes to this approach to NICE and that this information is just being shown to
provide a context for the later discussion

3. Rare diseases (10 mins)

| would now like provide you with some information about rare diseases and impact of
these on people’s quality of life, before going on to provide you with some specific examples
of these and describing how the NHS makes decisions on funding new treatments for rare
diseases.

SHOW / READ OUT SLIDE 5 - Rare diseases
I’ll show you some examples of rare disease shortly, but is this information clear?

SHOW /READ OUT SLIDE 6 - People with rare diseases face additional challenges
Genetic Alliance UK is an alliance of over 200 member organisations supporting people
with genetic, rare and undiagnosed conditions in the UK (including the Brittle Bone Society,
Haemophilia Society, British Heart Foundation, Childhood Tumour Trust, Cystic Fibrosis
Trust, Muscular Dystrophy UK ,Sarcoidosis UK, Sickle Cell Society, Thalidomide Society) and
they have written a report that describes the challenges faced by people with are disease.
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Looking at the information here, to what extent would you agree or disagree that people with
rare diseases face additional challenges to those with more common diseases? Invite
discussion around the challenges which are agreed to be most important; if necessary
to help focus attention, invite respondents to underline the things that they feel are
most important

SHOW /READ OUT SLIDE 7 - Additional challenges in developing treatments for rare
diseases

This chart summarises some potential additional challenges in the development of new
treatments for rare diseases. What are your reactions to each of these points? Generate
discussion to identify level of agreement or otherwise with each suggested challenge

SHOW /READ OUT SLIDE 8 - Rare diseases and quality of life

EQ5Disascale thatis used by NICE to assess the beneficialimpact of treatments; you can see
on the right side of this chart the things it covers. What are your reactions to the suggestion
thatthis scale might not capture all the waysin which arare disease mightimpact on peoples
quality of life? What do you feel it misses out?

4. NICE evaluation of new treatments for very rare diseases (20mins)

We've talked about the issues affecting people with rare diseases and affecting the
development of treatments for these diseases. | now would like to share with you
information about how NICE evaluates treatments for very rare diseases based on the
issues we’ve discussed.

NICE has developed a different approach for evaluating whether or not the NHS should
pay for new treatments for very rare diseases which affect fewer than 1,100 people in
England. Treatments for diseases that affect more than 1,100 people are evaluated in the
same way as the common disease that affect hundreds of thousands of people

SHOW /READ OUT SLIDE 9 - NICE evaluation of new treatments for very rare diseases
Moderator check participant understanding of distinction between rare and very rare
diseases - write on flipchart:

* veryrare diseases = fewer than 1,100 people in England

* rarediseases =1,100 - 25,000 people in England

* more common diseases = more than 25,000 people in England

SHOW /READ OUT SLIDE 10 - NICE evaluation of new treatments for very rare diseases

What are your reactions to the decision by NICE to accept a higher price for new treatments
for very rare diseases which affect fewer than 1,100 people in England?
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Generate discussion to allow both positive and negative reactions to this decision to be
raised; write up reasons for positive reactions to this on one flipchart , and reasons for
negative reactions to this decision on another flipchart for subsequent reference

After issues have been discussed, move on to explain voting exercise:

SHOW CHART 11: To what extent do you agree or disagree with NICE’s decision to
evaluate new treatments for very rare diseases using a different process, with a higher
cost-effectiveness threshold, compared to the evaluation of new treatments for more
common diseases

| would now like to conduct an individual voting exercise on whether people agree or
disagree with the decision by NICE to accept a higher price for new treatments for very rare
diseases which affect fewer than 1,100 people in England. | don’t want anyone to feel under
pressure to answer this in a certain way, so I’ll ask people to do this individually and then
fold up their voting forms before handing themin.

Before | do this, please can | check if everyone feels able to vote on this topic, or if there is
anything else anyone would want to know or flag up before deciding how to vote? CHECK
UNDERSTANDING OF EXERCISE BEFORE HANDING OUT VOTING FORMS |

HAND OUT VOTING FORMS BASED ON CHART 11 OF STIMULUS MATERIALS AS ABOVE

Once forms handed in ask: are people happy for me to look at these and write up on the
flipchart how people voted? Write up result on flipchart

Is anyone happy to explain why they voted in the way that they did? Probe reasons for
responses but ensure that voting decisions of individuals who do not wish to be
identified cannot be deduced

If anyone has voted ‘neither agree nor disagree’ probe reasons for this:
¢ to check if any information has not been provided to allow a participant to agree
or disagree with the statement
* check if they would agree in some situations and disagree in other situations,
probe for the additional factors that would result in agreement or disagreement

5. 10 MINUTE BREAK
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6. Funding new treatments for rare diseases (up to 2 hours)

We’ve talked about how NICE evaluates whether the NHS should fund treatments for
most diseases (up to £20,000 to £30,000 per QALY), and we’ve discussed the different
criteria it uses when evaluating new treatment for very rare diseases (up to £100,000 to
£300,000 per QALY)

| would now like to move on to discussing the key question we are looking to ask in this
research, which is how NICE should decide whether a new treatment for rare diseases that
affect between 1,100 and 25,000 persons in England should be funded.

Before we ask this question, | wanted to give you some examples of diseases that are
categorised as being rare diseases rather than being either common or very rare:

SHOW /READ OUT SLIDE 12 - What about other rare diseases?

Confirm understanding of how a rare disease is defined (as distinct from ‘very rare’
disease) ie affecting between 1,100 and 25,000 persons in England

To what extent do these examples of rare disease illustrate the need for new treatment
options?

Just to remind you, the current approach taken by NICE for evaluating treatments for rare
diseases affecting between 1,100 and 25,000 persons in England is the same as for more
common diseases ie £20,000 to £30,000 per QALY, as opposed to the approach for very
rare disease which is £100,000 to £300,000 per QALY

I’d like us to discuss both the arguments for and against changing this approach - what
are your views on this? Write spontaneously generated arguments for/ against changing
funding criteria on 2 flipcharts (one for, one against)

After issues generated say: I'd like to show you some further arguments for and against
reviewing the current NIECE criteria for funding new treatments for rare diseases to explore
your views on these

SHOW /READ OUT SLIDE 13/14 - Rare diseases - arguments for reviewing NICE approach

What are your reactions to these arguments for suggesting the NICE approach used for
evaluating new treatments for rare diseases should be reviewed. Which arguments are most
convincing and why? Which are least convincing and why?

SHOW /READ OUT SLIDE 15 - Equality vs Equity
What are your reactions to this way of seeking to illustrate the need for more investment in
treatments for rare disease to achieve the same outcomes in terms of access to treatments

as for common diseases? Probe fully to explore how participants articulate this concept
in their own words
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SHOW /READ OUT SLIDE 16 - Arguments against increasing the cost per QALY threshold
for new treatments for rare diseases

What are your reactions to these arguments against reviewing the NICE approach?
Probe fully any other arguments for / against reviewing NICE criteria

Having discussed the arguments for and against reviewing the criteria use for funding, I’'d
like to spend the last hour discussing and voting on some very specific questions I’d like
you to consider. Again, | want to emphasise that we are keen to get your honest opinions,
and nobody will be asked to reveal the way they voted unless they are happy to do so.

Show voting exercise 1

Q1la) People with rare diseases (affecting 1,100-25,000 people in England) should have
equal access to treatments as those with more common diseases, even if this means
additional costs for the NHS

Q1b) Should the NHS pay more for patients who have rare diseases than those with more
common diseases, where a treatment that has been developed that demonstrates it
can change patients lives significantly for the better?

Before people vote on this, please let’s discuss your views on these specific questions. For
each, what encourages you to agree? What encourages you to disagree? Is anyone finding it
difficult to decide? Why?

* Probe reasons for anyone who is undecided to check they have fully understood the
task and the issues involved; encourage discussion as appropriate

* Oncediscussed, ask participants to vote and collect in responses

e |f time permits, put up voting numbers on flipchart and invite discussion

Show voting exercise 2

Q2a) NICE should evaluate the cost effectiveness of treatments for rare diseases (affecting
1,100-25,000 people in England) differently than for more common diseases, taking
into account the additional challenges in developing medicines for rare diseases

Q2b) NICE should give a higher threshold (in terms of the cost per patient regarded as
cost-effective) for the evaluation of treatments for rare diseases (affecting 1,100-
25,000 people in England) than it does for treatments for more common diseases

Before people vote on this, please let’s discuss your views on these specific questions. For
each, what encourages you to agree? What encourages you to disagree? Is anyone finding it
difficult to decide? Why?

* Probe reasons for anyone who is undecided to check they have fully understood the
task and the issues involved; encourage discussion as appropriate

* Once discussed, ask participants to vote and collect in responses

e [f time permits, put up voting numbers on flipchart and invite discussion
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Show voting exercise 3

Q3. Given the recognition by NICE that treatments for very rare diseases should be
evaluated at a cost effectiveness threshold of £100,000 - £300,000 per QALY, to
what extent do you agree or disagree that treatments for rare diseases should be
evaluated at a cost-effectiveness threshold of £20,000- £30,000 per QALY, as for more
common diseases?

Before people vote on this, please let’s discuss your views on this specific question. What
encourages you to agree? What encourages you to disagree? Is anyone finding it difficult to
decide? Why?

* Probe reasons for anyone who is undecided to check they have fully understood the
task and the issues involved; encourage discussion as appropriate

* Oncediscussed, ask participants to vote and collect in responses

e |f time permits, put up voting numbers on flipchart and invite discussion

Show voting exercise 4
Q4. Which one of the following statements do you most agree with:

¢ The NHS should make funding decisions for medicines to treat patients with rare
diseases using the same cost- effectiveness thresholds as treatments for more
common diseases

¢ The NHS should make funding decisions for medicines to treat patients with rare
diseases using cost-effectiveness thresholds that fall between those for treatments
for very rare diseases and treatments for more common diseases

¢ The NHS should make funding decisions for medicines to treat patients with rare
diseases using the same cost- effectiveness thresholds as treatments for very rare
diseases

Before people vote on this, please let’s discuss your views on this specific question. What
are your views?

* Probe reasons for anyone who is undecided to check they have fully understood the
task and the issues involved; encourage discussion as appropriate

® Oncediscussed, ask participants to vote and collect in responses

e |f time permits, put up voting numbers on flipchart and invite discussion

Show voting exercise 5

Q5. Which of the following statements do you most agree with:

* The NHS should NOT pay more for the treatment of patients with rare diseases than
those with common diseases

* The NHS should be willing to pay more for the treatment of patients with rare

diseases than those with common diseases, without the need for additional factors
to be considered
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* The NHS should be willing to pay more for treatments for people with rare diseases
than those with common diseases, but should take into account additional factors
when deciding how much it is willing to pay

Before people vote on this, please let’s discuss your views on this specific question. What
are your views?

* Probe reasons for anyone who is undecided to check they have fully understood the t
ask and the issues involved; encourage discussion as appropriate

® Oncediscussed, ask participants to vote and collect in responses

e If time permits, put up voting numbers on flipchart and invite discussion

Show voting exercise 6

Q6. To what extent do you agree or disagree that when assessing a treatment’s cost-
effectiveness, additional value should be given to treatments for diseases that have
a severe impact on people’s lives than those for less severe diseases (even if the
improvement offered by a treatment is similar for both diseases).

Before people vote on this, please let’s discuss your views on this specific question. What
are your views?

* Probe reasons for anyone who is undecided to check they have fully understood the
task and the issues involved; encourage discussion as appropriate

* Once discussed, ask participants to vote and collect in responses

¢ [f time permits, put up voting numbers on flipchart and invite discussion

Thank you very much for everybody’s input into these topics. Finally, taking into account
everything that we’ve discussed today, what do we think is the best way for NICE to evaluate
new treatments for rare diseases and make decisions on whether or not they should be
funded for use by the NHS?

THANK AND CLOSE

Confirm research has been sponsored by the UK Bioindustry Association, the trade
association for innovative life sciences and biotech industry in the UK, counting over
460 companies including biotechnology companies, universities and research centres
among its members.
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Stimulus material

In order to equip participants to develop informed views on the rare diseases and the issues
explored, a range of informative materials was developed to stimulate discussion and
understanding.

The materials were designed to inform participants about the following:
* The process for developing new treatments

* The role that NICE plays in deciding which treatments should be funded by the NHS,
including how NICE determines the cost-effectiveness of new treatments.

Introduction - developing new treatments

The discovery, development and manufacture of medicinesis largely carried out by the

pharmaceutical industry. Some potential new pharmaceutical products are initialty Certain diseases or conditions are very common in the UK; many of these
. . o have a wide variety of treatment options available to treat them
discovered asa result of research in universities, research institutes or small venture

capital companies, Thewr subsequent development and manufacture, is invariably Pecple affected i the UK

undertaken by, or in partnership with, established pharmaceutical companies High blood pressure 16 milion people Ower 100treatment cptions
Depression & milion people Over 25 treatment cotions

The discovery and development of anew drug is now estimated to cost in excess of Asthma 54 mion pegle Over 30treatment options

£500 million and may take more than to 12 years to complete. Ohabetes 4.9 mikon peagle Over 40treatment cptions
Argna 2 milion people Over 10treatment options
Rheumnztaid arthritis 400,000 prophe Over 20treatment cotions

The expertise required to fulfil the requirements of national drug regulatory
authorities, for the Boensing a new medicine, is beyond the capacity of any university or Source: BNE, MIMS
healthcare system in the workd

In Great Britain, the Medicines and Healthcare products Regulatory Agency (MHRA)
reviews the safety and efficacy of medicines that have been tested in clinical trials and
provide alicence for it to be prescribed

C Synergy 2

NHS funding of new treatments for common diseases

+  Once a new medicine has been approved as safe and efficacious to use on the basis of clinical trials, the National Institute for Health and Care Excellence (NICE)
will evaluate it further, to determine whether it is value for money. It then makes a recommendation on whether it can or cannot be used to treat patients by the
NHS, looking at:

«  Evidence from research showing how well a treatment works, inchuding its impact on mortality and quality of life (such as pain or disability)

+  How muchit will cost the NHS (in the context of how great the benefits of the new treatment are over existing treatments)

+  The benefit of a new treatment is measured by NICE in terms of the number of additional quality-adjusted life years (QALYS) that it offers, For example:
«  Atreatmentthat increases life by 1 year in perfect health would offer 1 QALY

+  Atreatment that did not improve survival but improved quality of life for 1 year might offer 0.5 QALY (dependent on how much quality of life was improved)

+  The cost effectiveness of new medicines is usually measured in terms of the cost per additional QALY that a medicine offers, For example:
= Atreatmentcosting £10,000 that improved survival for 100% of patients in perfect health for an extra 12 months would be cakculated to cost £10,000 per QALY
+  Atreatmentcosting £10,000 that improved survival for 100% of patients in perfect health for an extra 6 months would be cakulated to cost £20,000 per QALY

«  Atreatmentcosting £10,000 that improved survival for 100% of patients in perfect health for an extra 3 months would be calkculated to cost £40,000 per QALY

«  Cost per QALY refers to how much the NHS is willing to pay for each extra year of life and/or a level of improved health. NICE currently uses a cost-effectiveness
threshold in the range of £20000 to £30,000 per QALY for reimbursing most new medicines in the National Health Service - e most medicines which cost more
than £20,000-£30,000 per QALY are not recommended for funding by the NHS

* NICE also assesses affordability assessing the likely financial impact of a medicine over the first 3 years of its use in the NHS. Where a medicine's costs are
expected to exceed £20 million per year in any of the first three years of its use in the NHS, it is generally considered unaffordable to the NHS.

Netional nstitute for Hesith snd Cimeal Exceflence INKCEL Updated suide ¢o the methods of technology appevzal Londore MCE. 2013 3

Q Syner; -
ynergy NHS comevercial frameweek for new ecbcines hetps.//maw ergmd o ok /mp-content ploads /20211028025 5-rhs-commercis-fromework-for-new-medicines pdf
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Rare diseases

A rare disease is one which occurs in fewer than 1 in 2,000 of the population, affecting fewer than
25,000 people in England

« Overall, rare diseases affect in 1 in 17 people in the UK, and around 3.5 million people will be
affected by a rare disease at some point in their lifetime. -2

* The term ‘rare disease’ encompasses a wide range of diseases spanning multiple therapeutic
areas; there are over 7,000 known rare diseases.

« However, only 5% of rare diseases have licensed treatments. For those that do have a licensed
treatment, funding by the NHS is not guaranteed.

* As a result, many people with rare diseases die prematurely or live with debilitating symptoms
which place huge burdens on caregivers, families and society.?

QC SYNErgy 1 censtic Amance UK The hidden costs of rare 2 Ganetic Alfance Action For Access 2019 3.PHEMA A Decade of Innovation in Rare Diseases 2015 hetp://phrma- 5
disease. Afeasibility study, 2016 ttps.//actiorforaccess peneticalfance org.uk/  Oocs phrmaorg/fles/dméle/ PhRMA-Decade-of Rare-D of

People with rare diseases face additional challenges
Costs for patients and family members of managing a rare condition

+ Poorly coordinated care is a major issue for patients and families affected
by rare conditions (Rare Disease UK, 2010; 2013; 2015); there is huge
variation in the way that services are organised including excessive and
uncoordinated i scheduling; lack of ¢ ication between
providers; and a lack of resources within services

« Patients and families face significant ('hidden’) costs (both financial and
psychosacial) associated with the way that their care is managed related to
both medical appointments and wider condition management costs
including impact on time in the absence of efficiently coordinated services,

*  Families described the financial costs associated with attending medical
appointments including trips to see the GP, outpatient appointments,
clinical research and inpatient hospital stays

« Travel costs were particularly high for those travelling to specialist
centres, which were often a long distance away from home,

* Not only did patients and parents report taking days off work {and
school) for appointments, many had made the decision to leave
employment altogether

+  The impact on siblings of patients was noted by parents Costs to the NHS (and wider society) of uncoordinated care

_ 6

Sourca: Ganatic Alkance LKC The hidden costs of rare diseases. A feasiilty study. 2016 page 36

C Synergy
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Additional challenges in developing treatments for rare diseases

1. 95% of rare diseases have no licensed treatment. This means that there is often a lack of pre-existing
knowledge about the causes of rare disease, which means that researchers need to invest additional
resources in identifying how to develop new treatment options, compared to more common diseases
which are more well understood.

2. Some rare disease treatments are conventional therapies that aim to manage symptoms. Others, like cell
and gene therapies, work by targeting the underlying causes of a disease and can be potentially curative in
effect. Cell and gene therapies often have higher upfront developmentand delivery costs than
conventional therapies, but can provide immediate and long-lasting benefits, often from a single dose.
This makes demonstrating cost-effectiveness to NICE more challenging.

3. Rare diseases often have small patient populations. Consequently, there is often a high level of
uncertainty in clinical trial data due to small sample sizes.

4. The costs of developing a new treatment for a common condition are divided between a large number of
patients, which brings down the cost of treatment per patient. In contrast, the development costs for a
rare disease will be borne by a much smaller number of patients and will therefore be more costly per
patient.

C Synergy

Rare diseases and quality of life

» Todetermine the quality -of-life benefit of a new treatment , NICE uses standard EQS5D scale
measurements of health -related quality of life (such as EQ5D) to make a mosiLTy

comparison against the current standard of care. s e g

» Demonstrating quality of life gains using existing measurements is extremely i A
challenging for rare genetic disorders which affect patients from birth. This is [ v 458 protiaes washing o dressg et

because patients often score themselves highly in terms of their quality of life on 1 have sorvarn e washing o casning st
the current standard of care treatments because they are used to living with their T

= i (USUAL ACTIVITIES (0.9 work, stusty. Sounewort,
condition and have no comparison. [onky eishon soteinn

|| Nave ro proviers doing my vewal actuties
[ have shgM protierms oy my wrus sctrebies
|1 have mocerste srostems domg my wasal sctbes

00000 oOoooo

» This makes it challenging for a new treatment to significantly improve quality of v —
life score and means that direct quality of life gains from new treatments are not el
captured. This wil ultimately impact how cost -effective NICE deems a new s s e et

treatment to be. T —

(1 hawe extoeeme pain or @iscomston
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‘Standard of care’ refers to the best currengiavailable tre at: t
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NICE evaluation of new treatments for very rare diseases

* Asdiscussed, a rare disease is one which occurs in fewer than 1 in 2,000 of the population, affecting fewer than 25,000 persons in England
+  A'veryrare' disease is one which is even more rare, occurring in less than 1 in 50,000 people and affecting fewer than 1,100 persons in England

* Treatments for very rare diseases are evaluated by NICE under its highly specialised technology (HST) programme. This acknowledges that, given the
very small numbers of patients living with these very rare conditions, establishing value for money is not straightforward. In particular, the HST
guidance recognises the vulnerability of very small patient groups with limited treatment options, the nature and extent of the evidence, and need to
encourage investment by manufacturers in developing new treatments for very rare diseases given the very small populations treated.

* Examples of treatments that have been recommended through the HST programme include:

+ Soliris (eculizumab) is a treatment for atypical haemolytic uraemic syndrome (aHUS) affecting 20-30 new patients each year in England. aHUS
causes the formation of blood clots in small blood vessels throughout the body: within a year of diagnosis, up to 70% of patients progress to
end-stage renal failure and need dialysis or die.?

* Luxturna {voretigene neparvovec) is a gene therapy treatment for RPE65-mediated inherited retinal dystrophies. RPE65-mediated retinal
dystrophies are a group of rare genetic eye diseases which cause progressive vision loss, ultimately leading to near-total blindness. It is
estimated that 86 people in England would be eligible.?

* Translama (ataluren) is a treatment for 10-15% of the 2,500 boys living with with Duchenne muscular dystrophy (DMD) in the UK who have a
specific mutation. The main symptom of DMD is motor dysfunction but the gastrointestinal tract and vital organs such as the heart are affected.
After the age of 12, most children need to use a wheelchair. As the disease progresses, people with DMD lose the ability to breathe unaided
with subsequent respiratory and cardiac failure that leads to death, usually before age 30 years. 345
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NICE evaluation of new treatments for very rare diseases

+ Treatments for very rare diseases are evaluated by the NICE highly specialised technology (HST) programme.
To qualify for this assessment route, medicines must meet the following criteria:

1 - thedisease s ‘very rare’, defined as occurringin no more than 1in 50,000 / no more than 1,100 people in
England

2 - normally no more than 300 peoplein England are eligiblefor the technologyinits licensed indication and no
more than 500 across all its indications

3 - the very rare disease for which the technology is indicated significantly shortens life or severely impairs
quality of life

4 - there are no other satisfactory treatment options, or the technology s likely to offer significantadditional
benefit over existing treatment options

+ NICE has accepted that for very rare diseases, society is prepared to pay more for those benefits because it is
very difficult to develop new treatments for small patient populations: NICE has set a maximum additional
threshold of £100,000to £300,000 per QALY for these treatments, under which they will be approved for
NHS use

« 20 treatments for very rare disease treatments have been evaluated via NICE's HST programme since 2015, In the same time
period, NICE evaluated 447 products via the standard technology appraisal programme, which is used for the majority of new
treatments.

C Synergy 10
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What about other rare diseases?

Although NICE has developed a different process for the evaluation of treatments for very rare diseases (fewer than 1,100 persons in England, fewer
than 500 eligible for treatment), at present treatments for rare diseases (affecting between 1,100and 25,000 persons in England) are often evaluated
in the same way as those for more common diseases, which may affect millions of patients

* A rare disease (as opposed to a very rare disease) is one which occurs in fewer than 1 in 2,000 of the population - affecting between 1,100 and
25,000 persons in England

Examples of rare diseases (as opposed to very rare diseases)include the following:

+ Cystic Fibrosis (CF) is a genetic condition affecting more than 10,800 people in the UK. In CF, a faulty gene disrupts the movement of salt and water
in the body's cells causing the body to produce thick mucus, The build-up of this mucus in the lungs can cause long term lung infections and
progressive lung damage. CF can also cause problems with the digestive system and the liver. People bom in the UK with CF today are likely to die
before they are 48, The daily impact of treatment is significant. It can take four or more hours involving nebulisers, physiotherapy and up to 70
tablets a day.

+ Motor Neuron Disease (MND) affects up to 5,000 people in the UK; it affects adults of any age but is more likely to affect people over 50. With
MND, the nerves in the brain and spinal cord responsible for telling muscles what to do are damaged, and their ability to send messages hindered.
This can lead the muscles to weaken, stiffen and waste and can affect walking, talking, eating, drinking and breathing. MND cannot be stopped or
reversed but therapies, equipment and medication can help to manage symptoms

+  Spinal muscular atrophy (SMA) is a genetically inherited condition affecting between 670 and 1340 people in the UK. There are different forms of
SMA and a wide spectrum of how severely children and adults are affected, with the most severe types affecting babies and young children, SMA
causes progressive muscle weakness and muscle wasting which may affect crawling and walking ability, arm, hand, head and neck movement,
breathing and swallowing. .

« Sickle Cell Disorder affects approximately 15,000 people in the UK, It can affect anyone, although it most commonly affects people from African and
Caribbean backgrounds. Sickle Cellis a disorder of haemoglobin - the substance in red blood cells responsible for carrying oxygen around the body.
Sickle cell disorder causes anaemia and episodes of severe pain known as a sickle cell crisis. Over time, people with sickle cell can experience damage
to the liver, kidney, lungs, heart and spleen.

C Synergy 12

Rare diseases arguments for reviewing NICE approach

+ There are 7,000 rare diseases and 95% of these have no licensed treatment

+ Only 20 medicines have been evaluated by NICE under the HST system forvery rarediseases in the seven years since it was created, with the bulk
of t ts for rare di being reviewed using the same process as for more common diseases
« The challenges faced the development of reatments for very rare diseases (those affecting less than 1,100 patients in Englad) have been
recognised and responded to by NICE by the develop: fan p with a higher threshold for funding (£100,000- £300,000 per
quality adjusted life year)
+ However, NICE still evaluates treatments for rare diseases (dfecunqbetwem 1 100 and 25,000 persons in England) in the same way as those for
more common condifions - although the devel of ti ts for rare di faces the same challenges as for very rare diseases, as follows:
1. Compared to more common diseases, there is a much smaller pool of preexisting knowledge about the condition hat a new drug is being
developed to treat from which to begin work. As no pre -existing reatments exists for most rare diseases, the task of identifying a disease target
must often be started from scratch; panies have to develop specialist expertise; a lack of knowledge on the history of the disease makes it
difficult to design clinical trials

2. Small a\dgeog'aphncalty dlspersed paient populations present challenges for clinical trial recruitment and make it harder to generate sufficient

data to d te the m
3. Around half of rare disease patlents are children, making trials more difficult and ting ethical chall sinthe i p
4. These challenges mean that treatments for rare disease can have high upfront costs and have high levels of clinical uncertaity which can make
it difficult to d cost efft
5. The costs of ping a new treatment for a 1 condifion are divided bety alarge of patients, wh the d pment
costs for a rare disease will be borne by a much smaller number of patients
+ All these factors impact on the costs of drug nt and may tment in seeking new treatments for rare diseases, as the
opportunities to recoup the costof d ping a new treat tb more challenging
T Synergy ' 13
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Rare diseases arguments for reviewing NICE approach

* Anumber of further arguments could be made for reviewing NICE's approach to evaluating treatments for rare
conditions:

« The rarity of the condition may often mean there are fewer (or no) existing effective treatment options;
many treatments for rare conditions are the first effective freatment options available;

« Innovations in treating rare diseases may be cutting -edge, such as with cell and gene therapies, which are
potentially curative; by encouraging innovation in a small field, science is able to advance in ways that over
time could benefit more and more people;

+ Many rare conditions are inherited or genetic conditions which people have from  birth or which manifest in
childhood;

« Many rare conditions are life -threatening, greatly reduce life expectancy and/or seriously impede the
patient’s quality of life and ability to lead a normal life, as well as their families and carers;

« Increased productivity if patients are returned to health
« With time, the price may fall as competitors enter the market.

+ The creation of an evaluation system that is capable of accommodating rare disease treatments wil
encourage the development of potentially life -changing and curative treatments for rare diseases.

T Synergy 14

Rare diseases - arguments for reviewing NICE approach

The following image illustrates the situation faced by people with a rare disease. The short child represents a patient with a rare
disease, who needs more support in order to achieve equity of treatment with the tall child, who represents a patient who has a
more common condition which is more likely to be approved by NICE

EQUALITY VERSUS EQUITY

" "
‘L_L =l "Lj_ Investing more in treating people
- with rare conditions helps these
under-served patients achieve a
greater degree of equity with the

rest of the population

In the first image, itis In the second image,

assumed that everyone individuals are given

will benefit from the same different supports to make
supports. They are it possible for them to have
being treated equally. equal access to the game.

They are being treated .
(- Source: NICE Listess haakh inequalty
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Arguments against increasing the cost per QALY threshold for new
treatments for rare diseases

A number of arguments could be made for NOT increasing the threshold for NICE

permitting the use of new treatments for rare diseases:

* It's unfair to treat rare diseases differently from common diseases

* Providing more expensive care to a small proportion of the population could reduce
funding available to treat other diseases; resources could be limited for more common
diseases

* Whilst the total sum spent in one rare disease may be relatively small this will inevitably
grow:

+ Patients given these treatments will survive, instead of dying; and their number will grow as
more children with these genetic defects are born.

* The number of drugs available to treat rare diseases is likely to increase in future

» Impact on overall government expenditure on medicines and thus taxes/borrowing

G Synergy 16

Online survey

Between October and November 2022, an online survey was conducted among a
representative sample of 1,000 adults in England. Respondents were excluded from
taking part if they or a member of their household or immediate family worked in the
pharmaceutical industry or for a charity representing patient groups. Unlike the focus
groups, individuals with rare diseases were included.

The survey took roughly 20 minutes to complete, and information was presented to
participants throughout the survey to support their ability to provide an informed
response to the questions asked. To ensure that participants were reading the information
provided to them additional questions were included in the survey requiring participants
to indicate their awareness or understanding of the information presented to them.

As with the focus groups, most questions included in the survey required participants to
indicate the extent of their agreement or disagreement with various positions. The response
options for these questions ranged from ‘Agree strongly’ to ‘Disagree strongly’ with a neutral
option included.
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