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1. Executive Summary

Value added medicines are defined as “medicines based on known molecules that address
healthcare needs and deliver relevant improvements for patients, healthcare professionals and/or
payers”®. They represent an opportunity for increasing the cost-effectiveness of treatments or
services that may bring substantial value to individual patients and society (including citizens,
healthcare professionals, payers, etc).

The added value may be achieved through:

e Medicine repositioning (to extend medicine indication)
e Medicine reformulation

e Medicine combination (medicine/medicine or medicine/device or medicine/service)

Value for patients:

e Better efficacy, safety and/or tolerability profile
e Optimised route of administration and/or convenience of use

e Access to new therapeutic uses of already existing products covering unmet needs

These improvements may enhance adherence/persistence, health outcomes or quality of life, work
productivity and match patients’ and/or caregivers’ preferences.

Value for society:

e Addressing a number of medicine-related healthcare inefficiencies
e Enhancing healthcare system efficiency by improving healthcare provision and
organisation

e Contributing to sustainability of healthcare systems through economic advantages

However, current European health technology assessment (HTA) decision frameworks, depending
on the country, represent various challenges for full value recognition of value added medicines.

We call for HTA policy changes and robust research support to ensure population of the European
Union (EU) may benefit from the potential value of value added medicines.

Several initiatives undertaken at European level and involving HTA bodies, regulators, academics,
research organisations and pharmaceutical industry may contribute to ensuring that the society
captures all the potential benefits associated with value added medicines.
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Key recommendations

On the research front, complementary HTA methods should be promoted.

1. There is a need to support the development of a robust and reliable methodology to
implement multiple criteria decision analysis techniques (MCDA) in HTA decision frameworks.

MCDA methods appear to be the most appropriate for integrating multiple attributes, but they
require additional research and shared guidelines for appropriate use to become actionable.

The benefits of value added medicines on value dimensions such as patient preferences, socio-
economic impact (e.g. productivity loss impact, re-allocation of freed healthcare resources) are not
clearly integrated into HTA decision frameworks. MCDA methods may ensure that these attributes
are considered with the relevant weights.

2. There is a need to support research on constraint optimisation modelling (with associated
research on disease burden) to be used in HTA decision frameworks.

Constraint optimisation modelling uses mathematical programming techniques to maximise
population and society health gain while adhering to a predefined budget and other recognised
constraints. This should be recognised by HTA bodies as a relevant method that could be used when
a product may create a shift in the interventions mix within one specific therapeutic area and for a
defined patient population, when it is possible to document the associated budget. This method
may be valuable for supporting payer decisions for value added medicines and should be considered
by HTA bodies as a useful alternative to cost-effectiveness analysis in some circumstances (i.e. when
the budget constraint can be estimated in the disease considered and when multiple interventions
exist, to allow identification of the mix of interventions that will optimise the health gain with no
budget impact).

On the policy front, we call policy-makers to consider 8 aspects of HTA decision frameworks that
should be adjusted.

1. Whenever requested, all medicines should be eligible for HTA.

There should be no legislative or regulatory barriers preventing companies from pursuing HTA for
value added medicines in order to demonstrate relevant improvements for patients, healthcare
professionals and/or payers.

A dedicated HTA programme may be considered for value added medicines where the manufacturer
would not have to provide a full HTA submission (abbreviated HTA) but would only provide evidence
on the benefits of value added medicines.

2. Whenever requested, all medicines should be eligible for early HTA dialogue at national or
European level (multi-HTA advice or parallel scientific advice — EMA/multi-HTA advice).

All medicines claiming added value should be eligible for multi-HTA early dialogue and parallel
scientific advice (EMA-Multi-HTA early dialogue), in order to better shape their clinical development
plan.
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3. HTA decision frameworks should encompass all attributes recommended by the EUnetHTA
Core Model®, under the following nine domains:
1. Health Problem and Current Use of the Technology
Description and technical characteristics of technology
Safety
Clinical Effectiveness
Costs and economic evaluation
Ethical analysis
Organisational aspects

Patients and Social aspects

© 0 NOU R WN

Legal aspects

These attributes should be integrated in a standardised and explicit way through a transparent and
reproducible deliberative process, i.e.:

e  With explicit metrics
e Reported in HTA reports

For attributes recommended by the EUnetHTA Core Model® which are not yet included in HTA
decision frameworks or informally included, it is suggested to include these attributes as modifiers
of the existing HTA frameworks (i.e. as modifiers of incremental cost-effectiveness ratio [ICER]
threshold or as modifiers of added clinical benefit assessment scoring).

Such changes in HTA decision frameworks may ensure that all benefits of value added medicine are
appropriately captured.

4. HTA decision frameworks should be patient-centric and consider the patient perspective,
including patient-reported outcomes, patient-centered outcomes, and patient preferences.

e There is a need to promote the development of validated PROs instruments, compliant
with HTA requirements.

e Thereis a need to promote research to identify the outcomes that are patient-centric, so
that HTA agencies can value them appropriately.

e Patient preferences, when adequately elicited, should be clearly considered in HTA
decision frameworks.

Value added medicines bring key benefits for patients, which are not currently well captured by HTA
decision frameworks and will benefit from a patient-centric assessment.

5. Beyond randomised clinical trials (RCTs), HTA decision frameworks should consider alternative
study designs (e.g. pragmatic design, adaptive design, observational studies), when more
appropriate to address the research question.

RCTs are generally regarded as the “gold standard” study design with respect to minimising the risk
of bias for evidence generation. However, if RCTs are designed to maximise internal validity, they
may have some limitations regarding external validity (e.g. restriction in patient population due to
strict eligibility criteria) and may not be the most appropriate study design for answering all the
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evidence questions potentially relevant to HTA bodies. For instance, improvement in patient’s
preference, adherence, and convenience of use brought by value added medicines may be difficult
to demonstrate through RCTs.

6. HTA organisations should encourage the use of coverage with evidence development, to allow
some benefits that may be complex to demonstrate during development to be captured post
launch.

Real-world evidence might be more appropriate to demonstrate some benefits of value added
medicines.

7. HTA decision frameworks should adopt a broader perspective in order to better reflect
patients’ and society’s views of healthcare.

In Europe, when cost-effectiveness is requested by HTA bodies, there is a variety of perspectives
that are considered:

e Societal perspective (e.g., in Sweden)
e National health insurance perspective (e.g., in the UK)

e Mixed perspective (e.g., in France)

Due to the potentially substantial impact of productivity costs on cost-effectiveness outcomes, they
should be considered in HTA decision frameworks. This may enhance the efficiency related to usage
of medicines (including value added medicines) to improve overall society performance.

8. A broad range of stakeholders, including patients, healthcare professionals, society
representatives (citizens), and hospital administrators, should be voting members of HTA
committees in order to integrate a broad perspective into the final recommendation.

Due to the importance of their perspective in medicine assessment (including for value added
medicines), patient representatives, citizen representatives, but also healthcare provider
representatives and hospital administrators, should be represented, and have full voting rights, in
HTA organisations.

2. Context

2.1 Definition and typology of value added medicines

Value added medicines are defined as “medicines based on known molecules that address
healthcare needs and deliver relevant improvements for patients, healthcare professionals and/or

payers”>.

Due to the broad concept of value added medicines, a typology has been developed to standardise
it, including two separate but interconnected algorithms?>:
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e The first algorithm relates to the typology of value added medicines itself, including 6
dimensions as described in Figure 1.

Figure 1.Typology of value added medicines

L REPOSITIONING ARSI COMBINATION

Repurposing
Aims to make a particular change in the
formulation of the original medicine (e.g.
pharmaceutical formulation, strengths, medicine

and can be classified as ] . .
. ) delivery system) and can be classified as minor or
minor or major major®

. ~ \\ A /

model

Aims to combine 2 or more
on-patent and/or off-
patent products

Aims to extend
medicine indication

2. Repurposed products may have been authorised or not for their originally developed targets and might

Regulatory status be patent protected or off-patent at time of launch

BEFORE MARKETING AUTORISATION AFTER MARKETING AUTORISATION
= Off-patent = Off-patent
= Patent protected = Patent protected
3. ON TARGET OFF TARGET

New mechanism of action compared with the
original product
= Unexpected indication
= Expected indication

Lo b
Target indication Same mechanism of action as original product

= Unexpected indication
= Expected indication

4.

Combined device/ COMBINED DEVICE COMBINED SERVICE
service = Innovative device *Innovative service
= Similar device = Similar service

5

Patient benefit"

6.
T i HEALTHCARE USE, EQUITY, BUDGET IMPACT, THERAPEUTIC ESCALATION, HCP EFFICIENCY, RATIONAL
USE OF MEDICINES

Qol: quality of life; HCP: healthcare professionals

% In terms of risk for the company to develop such a new indication/reformulation (return on investment)

b Target indication:
eRepurposed products may act via the same mechanism of action as the original product, i.e., same target (on target), or
may act via a new mechanism of action, i.e., new target (off target)
eThe targeted indication might be expected if this is a known clinical target for the repurposed product (e.g. it is well known
that antiepileptic drugs might be effective in bipolar disorders and pain), or unexpected if this is an unknown clinical target
for the repurposed product (e.g. antiepileptic drugs which would be effective in Parkinson’s disease

‘Each patient benefit and impact on society category is rated as high or medium or low
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e The second algorithm relates to the disease environment, as the general context of the
disease and target population cannot be disconnected from the typology when assessing
the overall product value. This algorithm includes 4 dimensions:

1. Target population considers any specific patient subgroups with high unmet needs,
and vulnerable populations (e.g. paediatric/elderly>80, mentally disabled, rare
diseases, end of life, pregnant women).

2. Disease burden (clinical, humanistic and economic) assessed as high, moderate or
low.

3. Type of disease categorised as acute or chronic and according to its severity (severe,
moderate, or mild).

4. Unmet needs assessed as high, moderate, or low.

2.2 Value delivered by value added medicines

Value delivered to patients
Value added medicines can deliver relevant improvements for patients, including:

e Better efficacy, safety and/or tolerability profile.
E.g. A new formulation of a well-known chemotherapy product helping to reduce serious side
effects of the original product used in many chemotherapy regimens.

e Optimised administration and/or better convenience of use for patients.
E.g. A new device used to administer generic products for inhalation in Chronic Obstructive
Pulmonary Disease (COPD), with evidence of reducing inhaler errors versus current device(s)
used with the same active substances.

e Access to new therapeutic uses of already existing products covering unmet needs (new

indication).

E.g. Repositioning of a well-known product in a rare pediatric indication as an alternative to
reference treatments not specifically approved in this indication.

These improvements may enhance adherence/persistence, health outcomes or quality of life, work
productivity and match patients’ and/or caregivers’ preferences.

It is important to highlight here that adherence has a substantial impact on patients’ health. An
overview of adherence to long-term therapies conducted by the World Health Organization (WHO)
in 2003 found that the average adherence rate in developed countries was around 50%*. Poor
adherence has been estimated to cost European governments about €125 billion annually and
contribute to the premature deaths of nearly 200,000 Europeans per year>. The WHO? highlighted
that low-cost interventions improving adherence were demonstrated to be cost-saving and increase
effectiveness of health interventions, quoting Haynes R.B. (2001)®: "Increasing the effectiveness of
adherence interventions® may have a far greater impact on the health of the population than any
improvement in specific medical treatments”. A study conducted by Roebuck MC. et al (2011)’

® E.g. information, counselling, reminders, self-monitoring, family therapy
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showed that improved medication adherence produced substantial medical savings due to
reductions in hospitalisation and emergency department use.

Value delivered to society

In addition to the benefits for individual patients, value added medicines can deliver three key
relevant improvements for the broader society, as elucidated by the examples given below *:

Addressing a number of medicine-related healthcare inefficiencies.

2. Enhancing healthcare system efficiency by improving healthcare provision and
organisation.
3. Contributing to sustainability of healthcare systems through economic advantages.

Value added medicines can address a number of medicine-related healthcare inefficiencies by:

e Improving the rational use of medicines.
o New medicine formulations or combinations could help improving adherence to
already available therapies.
E.g.
1. A fixed-dose combination of products already available on the market and used as
free dose combination in HIV to reduce pill burden in a highly medicated patient
population.
2. An extended-release formulation of a product already available on the market for
a neurocognitive disease indication, reducing administration regimen from once-
weekly injection to 3-monthly injection.
o New and appropriate medicine packaging and vial conditioning could contribute
to limited medicine wastage.
E.g. Pre-filled syringes with automatic dosing of an already known product (click-
based procedure; 1 click=1 dose)
e Making appropriate treatment options available.
o Value added medicines could contribute to tailored and expanded access to
well-known therapies, to suit the needs of particular patient subgroups.
E.g. Reformulation and repositioning of a well-known product to be used in
vulnerable populations such as children or elderly patients with co-morbidities.
e Making optimal timely drug monitoring and patient management.
E.g. Electronic-based inhalers in asthma can inform on patient clinical status
including alerts when degradation of respiratory function and inform on medication
adherence to tailor treatment plans to each patient.

Value added medicines can enhance healthcare system efficiency by improving healthcare
provision and organisation.

e Value added medicines could contribute to improve efficacy, and/or safety, and/or
efficiency of healthcare professional resources used with or without reduction and re-
allocation in healthcare use.

E.g. A ready to use well-known chemotherapy, which may improve medicine handling, reduce errors

and save time for healthcare providers (reduce the opportunity costs of time devoted by healthcare

professionals).
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e Value added medicines could improve equity, for example, by addressing geographical
inequity in medicine access.

o Value added medicines offer an opportunity to create an intermediate step
before switching to costly products that require specific settings not widely
available across the country, and improving affordability.

o They also offer the opportunity to provide new medicine formulations for
hospital-only medicines which are suitable for use in the outpatient setting, thus
improving access in remote rural areas for example.

E.g. A self-injected subcutaneous formulation of a product which was already
available on the market in a severe inflammatory disease as an intravenous
formulation administered only at hospital under medical monitoring.

Value added medicines can contribute to sustainability of healthcare systems through economic
advantages.

Value added medicines may represent an opportunity to limit therapeutic escalation by increasing
the number of treatment options, and to reduce budget impact by creating an intermediate step
before switching to more costly products.

E.g. New intermediate effective dosage, or a new alternative therapy reducing the need to switch to
last resort therapies, which are often very expensive.

2.3 Current challenges to capturing the full value of value added
medicines

Current HTA decision frameworks and pricing rules in place in some countries have been reported as
the key hurdles preventing the full recognition of value added medicines’ benefits, and creating a
disincentive for further development . For example, approaches such as internal reference pricing
or tendering processes, involve very little consideration on added value and focus almost solely on
cost. More detailed HTA approaches, especially those using cost-effectiveness analyses, may use
outcome measures that do not fully capture all the added benefits of improved care, such as greater
convenience of use.

This white paper aims to assess the key challenges in current European HTA decision frameworks for
full value recognition of value added medicines. It suggests policy changes which are required to
better acknowledge the value of these medicines by European HTA bodies, i.e., what would be the
optimal HTA decision framework contributing to better and timely patient access to value added
medicines and rewarding development efforts from manufacturers.

3. Current challenges of European Health Technology
Assessment (HTA) decision frameworks

3.1 HTA decision framework concept

Following marketing authorisation of new medicines, most European Union (EU) Member States
(MS) use HTA decision frameworks to decide if a medicine can be publicly funded by the national
healthcare system (Figure 2).
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Figure 2. From medicine approval to funding
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Medicine funding and pricing are matters on which decisions are made at the national level, i.e., by
each single European country independently of others, following its own methodologies. Across
their differently operating health care systems, there is a lack of shared value definitions, no
common understanding of the attributes that contribute to value in healthcare, and a lack of joint

formal processes to assess therapeutic options and to set health priorities>*2.

The HTA decision frameworks can be presented according to 6 key features™*, which
characteristics differ between European countries.

Methods

Attributes

Stakeholders

Value judgement decisions
Eligibility criteria

ok wNRE

Perspective

3.2 HTA methods

HTA agencies currently base their decision either on relative clinical benefit assessment and/or
health economic assessments,™ and may be clustered in three key archetypes of HTA decision
frameworks, i.e., clinical model, health economic model, and mixed model.

Clinical model

Some HTA agencies, such as the Institute for Quality and Efficiency in Health Care (IQWiG)™ / the
Federal Joint Committee (G-BA)' in Germany, use clinical benefit assessment as a key decision
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driver. A cost-benefit assessment is only conducted in case of disagreements during pricing
negotiation, following arbitration process.

Until recently, France also solely used the clinical model, but introduced economic assessment in
2013 (see the “mixed model”section).

Health economic model

A number of HTA agencies, including the National Institute for Health and Care Excellence (NICE)"’
and the Scottish Medicines Consortium (SMC)*® in the United Kingdom, as well as the Dental and
Pharmaceutical Benefits Agency (TLV)* in Sweden, mainly base their decisions on cost-effectiveness
analysis using the incremental cost-effectiveness ratio (ICER).

Mixed model (Clinical/HE)

Some HTA agencies combine both clinical benefit assessment and health economic assessment
when making their decisions (cost-effectiveness and budget impact analysis).

In some of these ‘mixed’ HTA frameworks, decisions are mainly driven by budget impact analysis
rather than cost-effectiveness analysis. For example, in Italy and Spain, cost-effectiveness analysis
and budget impact analysis are not mandatory for national pricing and reimbursement application,
but they can be submitted by the manufacturers®®?!; however budget impact analysis plays a key
role at regional levels (“budget holders”). In Poland, cost-effectiveness analysis is required for
products with no equivalent reimbursed product on the market, but the Polish HTA Agency
(AOTMIT) recognises that for decision makers, budget impact analysis is often more important
because of its greater transparency and simpler way of calculating costs***>.

In other HTA frameworks, for example in the Netherlands (the National Health Care Institute, ZIN24),

cost-effectiveness/cost-utility analysis is an important criterion in decision making.

In France, the HTA model is mixed but dominated by clinical assessment performed by the
Transparency Committee of the National Authority for Health (HAS). Health economic assessment
was introduced in 2013 and is performed by the Economic and Public Health Assessment Committee
(CEESP), another committee part of the HAS, for innovative and high-budget impact medicines, in
order to inform payers when setting prices. Cost-effectiveness analysis is required for medicines
claiming a major, important, or moderate improvement of the actual benefit (Amélioration du
Service Médical Rendu, or ASMR-I, Il, or lll) and medicine with yearly projected revenues of €20
million or more during the second full year of availability on the market; budget impact analysis is
optional, except if annual sales revenues are expected to be of €50 million or above?.

Other models under discussion

Inconsistency, variability and lack of predictability are reported in the current HTA value frameworks
and, to address these challenges, initiatives such as Multiple Criteria Decision Analysis (MCDA) for
healthcare decision making have been frequently debated over the last years®®?”?® 293° Thjs
method seems conceptually very appropriate for integrating multiple attributes. However, due to
technical issues, it is currently mainly used for experimental pilot projects or for academic purposes.

Other methods, such as the ‘replacement approach’ are also under discussion, albeit more from an
academic perspective and appear to be unrealistic in practice ">
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An interesting methodology gaining popularity in HTA is the constraint optimisation model***3. This
method uses mathematical programming techniques to maximise population and society health
gain, while adhering to a predefined budget and other recognised constraints.

Brief description of these methods is provided in Appendix 1.
3.3 HTA attributes

HTA attributes integrate three dimensions:

1. Attribute definition
2. Relative importance of each attribute
3. Evidence collection and hierarchy per attribute

Attribute definition and weight

The HTA Core Model® (version 3.0) ** of the European network for HTA (EUnetHTA) - integrating a
European vision of the best HTA practice - defined nine domains of attributes including:

Health Problem and Current Use of the Technology
Description and technical characteristics of technology
Safety

Clinical Effectiveness

Costs and economic evaluation

Ethical analysis

Organisational aspects

Patients and Social aspects

Legal aspects

e NV R WNRR

However, the weight of each attribute is not specified and left to the appreciation of individual HTA
bodies. Although all these attributes are considered important for HTA practice, HTA bodies tend to
mainly consider clinical efficacy, safety, and - depending on country - economic aspects, as key
attributes.

The WHO “2015 Global Survey on Health Technology Assessment by National Authorities”?®,

assessing the frequency of covering 10 different pre-specified aspects of HTA, showed that more
emphasis was put on safety, clinical effectiveness, and economic and budgetary considerations,
rather than on other potential components of HTA. Acceptability to healthcare providers and
patients, equity issues, ethical issues and feasibility considerations (e.g. availability of budget, human
resources, and infrastructure) were rarely considered.

Interviews conducted with 9 European HTA experts (from France, Germany, Italy, the Netherlands,
Poland, Spain, Sweden, and the UK) asking to rank attributes in the order of importance from the
HTA perspective, provided similar results (Figure 3). Details of these interviews per country are
provided in Appendix 2.
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Figure 3. Importance of HTA attributes from HTA expert perspective (n=9)
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in eight EU countries using either clinical, economic or mixed HTA decision framework models

® EU funded project to advance and strengthen the methodological tools and practices relating to the application and

implementation of HTA.
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reported that HTA agencies mainly based their “formal” assessment on what the authors called
“scientific value judgements” encompassing safety, efficacy and effectiveness; this evidence being
potentially assessed in relation to cost. The authors highlighted that “social value judgements”
including burden of disease, innovation level and socio-economic impact were also used as
attributes, but in an implicit and non-systematic way, with no clarity on their relative weight in
decision making™. They concluded that, even if most HTA bodies are recognising the importance of
multiple criteria beyond clinical and economic attributes in decision-making, the different HTA
decision frameworks would require a more transparent and structured process to assess health
technologies from a wider socio-economic perspective'”.

In particular, patient perspective is an important feature to be considered in HTA decision
frameworks. Patient preferences for aspects of their healthcare can make their perspectives on
medicine value significantly different from those of physicians or payers. Even though patient-
centeredness is increasingly discussed along the medicine development value chain, some efforts
remain to be made to develop a patient-centric HTA?"*#3%494L42 T4 gppreciate patients’ perspective
and integrate it in a decision framework, three different and complementary components need to
be considered (definition reported in Appendix 3):

e Patient-reported outcome (PRO)
e Patient-centered outcome (PCO) (or patient-relevant outcome)

e Patient preferences

PROs are generally considered in all HTA decision framework models. However, their results are
usually undermined due to methodological issues associated with collecting PRO data, and the lack
of appropriate validated instruments. To anticipate HTA bodies’ expectations in terms of PRO tools
and methodological requirements, it is important to get engaged in early HTA advice.

Regarding PCOs, HTA attributes based on expert or clinician criteria are likely not patient-centric,
because patients and experts or clinicians have a different appreciation of which outcomes are
important for them. Previous research showed that outcomes of the greatest importance to patients
might not be the ones on which physicians are putting emphasis. For example, in oncology, it has
been shown that, in contrast to physicians, patients would value a treatment with positive
probability of durable survival more than a therapy with same mean survival but no variability
(“hope of durable survival”)®; in other words, the surrogate endpoint “disease-free survival” may be
preferred to the endpoint “overall survival” in cases where disease progression is associated with
bothersome symptoms and/or affects quality of life. Another study explored how various
stakeholders valued new cancer treatments through estimated ICER values based on structured
interviews; it was found that oncologists valued gains in survival the most, while patients and the
general population valued improved quality of life the most. Healthcare policy makers placed a
higher value on survival gain, but at a lower willingness to pay™**.

Finally, patient preferences have currently low weight in HTA decision frameworks. For example, in
England, while patient preferences are widely used by the National Health Service (NHS) to
determine healthcare organisation policies, the HTA body (The National Institute for Health and Care
Excellence-NICE), on the contrary, does not integrate patient preferences in HTA methods guidance.
In Germany, there have been some pilot experiences by the HTA body (the Institute for Quality and
Efficiency in Healthcare-IQWiG) to integrate patient preference in the field of oncology and
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depression; although it was very informative and enlightening, this experience has not been pursued
further. Notably, HTA bodies using cost-utility analysis rely on quality-adjusted life years (QALY) for
assessing health gain. QALYs are derived from preference elicitation of the overall society.
Therefore, the social tariffs used to generate utility from the QoL instrument are based on society
and not individual patient preference. Although this makes perfect sense for budget allocation
between conditions, it is more questionable for resource allocation within a given condition®.
Moreover, socio-economic benefits such as increased convenience of use may not be adequately
captured by QALY measurements*.

Evidence collection and hierarchy per attribute

How the attributes are collected is also an important element of the HTA decision framework.
Attributes collected in randomised clinical trials (RCTs) are generally regarded as the “gold standard”
study design with respect to minimizing the risk of bias. However, if RCTs are designed to maximise
internal validity, they may have some limitations regarding external validity (e.g. restricted patient
population due to strict eligibility criteria) and may not be the most appropriate study design for
answering all evidence questions of potential relevance to HTA bodies. RCT are often poorly
transferable and not broadly generalizable, thus providing little insight on value of interventions in
real life, which is the information needed by HTA bodies. A wide range of alternative designs are
described in the literature (e.g. pragmatic design, adaptive design, observational longitudinal
studies) which might be more appropriate depending on the research question.

Due to limitations associated with the use of RCTs to assess relative effectiveness of medicines (eg.
in clinical practice), there is a growing interest in the use of real world data by HTA agencies. A
recent research conducted by Makady A. et al (2017)¥in six EU countries in the context of the EU

c,48

IMI GetReal project”™ showed that the use of real world data varied depending on the context of
assessment (i.e. initial reimbursement discussion, input for pharmaco-economic analyses,

conditional reimbursement scheme) and differed between HTA agencies.

Of note, the opportunity for coverage with evidence development does not exist in all countries and
can be restricted to specific categories of medicines, for example, expensive hospital-only medicines
in the Netherlands®, or innovative products in France. This may be a key limitation for medicines
which benefits can be demonstrated in real-life practice, such as improved adherence or
persistence.

3.4 Stakeholders

Involvement of stakeholders in HTA bodies is heterogeneous between countries®’. Even if some
efforts to better engage the citizens and patients in HTA are ongoing, this process is still in its

infancy>">?

. The type and level of involvement vary widely between countries, i.e., consultation
regarding perspectives, experiences or preferences about health technologies, versus participation

in prioritisation, scoping, evidence assessment, and dissemination of HTA findings’>*%. When

© A three-year project launched in 2013, run by the Innovative Medicines Initiative (IMI), a EU public-private consortium
consisting of pharmaceutical companies, academia, HTA agencies, regulators, patient organisations and SMEs.
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citizens, patients and healthcare providers are represented in HTA organisations, they usually have a
consultative role and their perspective is rarely explicitly documented in HTA reports.

3.5 Value judgement decision

The value judgement decision is the step that allows moving from the evidence review and anal