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Abstract

Background Although health technology assessment
(HTA) systems base their decision making process either
on economic evaluations or comparative clinical benefit
assessment, a central aim of recent approaches to value
measurement, including value based assessment and pric-
ing, points towards the incorporation of supplementary
evidence and criteria that capture additional dimensions of
value.

Objective To study the practices, processes and policies of
value-assessment for new medicines across eight European
countries and the role of HTA beyond economic evaluation
and clinical benefit assessment.

Methods A systematic (peer review and grey) literature
review was conducted using an analytical framework
examining: (1) ‘Responsibilities and structure of HTA
agencies’; (2) ‘Evidence and evaluation criteria considered
in HTAs’; (3) ‘Methods and techniques applied in HTAs’;
and (4) ‘Outcomes and implementation of HTAs’. Study
countries were France, Germany, England, Sweden, Italy,
Netherlands, Poland and Spain. Evidence from the litera-
ture was validated and updated through two rounds of
feedback involving primary data collection from national
experts.

Electronic supplementary material The online version of this
article (doi:10.1007/s10198-017-0871-0) contains supplementary
material, which is available to authorized users.
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Results All countries assess similar types of evidence;
however, the specific criteria/endpoints used, their level of
provision and requirement, and the way they are incorpo-
rated (e.g. explicitly vs. implicitly) varies across countries,
with their relative importance remaining generally
unknown. Incorporation of additional ‘social value judge-
ments’ (beyond clinical benefit assessment) and economic
evaluation could help explain heterogeneity in coverage
recommendations and decision-making.

Conclusion More comprehensive and systematic assess-
ment procedures characterised by increased transparency,
in terms of selection of evaluation criteria, their importance
and intensity of use, could lead to more rational evidence-
based decision-making, possibly improving efficiency in
resource allocation, while also raising public confidence
and fairness.

Keywords Health technology assessment (HTA) - Value
assessment - Innovative medicines - High cost medicines -
Pharmaceutical policy - European Union - Systematic
review - Expert consultation

JEL Classification I (Health, Education, and Welfare) - 11
(Health) - 110 (General) - 111 (Analysis of Health Care
Markets) - 118 (Government Policy; Regulation; Public
Health)

Background

Current value assessment and appraisal approaches of medical
technologies using economic evaluation or adopting com-
parative clinical benefit assessment in order to inform cover-
age decisions and improve efficiency in resource allocation
have been subject to criticism for a number of reasons.
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Most health technology assessment (HTA) systems base
their decision-making process on cost per outcome metrics
of economic evaluations such as, for example, the cost per
quality adjusted life year (QALY) [1]. However a key
limitation of the QALY approach is the inadequacy of
capturing social value [2—4]. It is clear that a central aim of
more recent approaches to value measurement, including
value-based assessment and value-based pricing, involves
the incorporation of additional parameters capturing other
dimensions of value into the overall valuation
scheme [5, 6]. Although a number of additional criteria
beyond scientific value judgements are considered to assess
the evidence submitted and inform coverage decisions in
different HTA settings [7], their use remains implicit or ad
hoc rather than explicit and systematic.

Another drawback is caused by the way in which value
is assessed and appraised, often resulting in unexplained
heterogeneity of coverage decisions across settings even
for the same drug-indication pair [§—14]. Although some of
this decision heterogeneity could be justified on the
grounds of different budget constraints and national pri-
orities, inconsistencies in medicines’ eligibility for reim-
bursement across countries can give rise to an international
‘post-code’ lottery for patient access, even in the same
geographical region and can have important implications
for equity and fairness, especially when differences remain
unexplained [11]. Several studies have acknowledged the
need for well-defined decision-making processes that are
fairer and more explicit [15-17]. By ensuring ‘account-
ability for reasonableness’ and providing a better under-
standing of the rationale behind decision-making, decisions
will also have enhanced legitimacy and acceptability
[12, 18].

By reviewing and synthesising the evidentiary require-
ments (both explicit and implicit), the methods and tech-
niques applied and how they contribute to decision-making,
the objective of this study is to provide a critical review of
value assessment and appraisal methods for new medicines,
including the evaluation criteria employed across a number
of jurisdictions in Europe deploying explicit evaluation
frameworks in their HTA processes. More specifically, the
study seeks to determine whether HTA processes incorpo-
rate additional criteria beyond economic evaluation or clin-
ical benefit assessment, and, if so, which ones and how they
inform coverage recommendations. To date no study has
provided a similar review and analysis of HTA policies and
practices for innovative medicines across different European
countries to this extent. In fulfilling the above aims, the next
section outlines the methods and includes the components of
the analytical framework adopted for this purpose; subse-
quently, the evidence collected from eight European coun-
tries is presented and discussed, before presenting the policy
implications.
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Methods

We outline and propose a conceptual framework to facilitate
the systematic review of HTA processes and capture their
salient features across settings following previous evidence
[19]. Based on that, we collected the relevant evidence, rely-
ing on both primary and secondary sources. The evidence base
covered eight EU Member States that have arms-length HTA
agencies and recognised HTA processes. The study took place
in the context of Advance-HTA, an EU-funded project aiming
to contribute to advances in the methods and practices for
HTA in Europe and elsewhere [20].

Secondary sources of evidence comprised a systematic
review of the country-specific value-assessment peer review
literature using an analytical framework to investigate the
practices, processes and policies of value-assessment and their
impact, as observed in the study countries.

Evidence from the literature was validated by means of two
rounds of feedback involving primary data collection: the first
was from Advance-HTA consortium partners [20], while the
second involved a detailed validation of the study’s results by
national experts following the incorporation of all literature
results and feedback from Advance-HTA partners.

Analytical framework outlining the value
assessment and appraisal characteristics of HTA
systems

Existing frameworks for analysing and classifying coverage
decision-making systems for health technologies were
reviewed and adjusted according to the needs of the current
examination, which focuses on the assessment and appraisal
stages of the coverage review procedure from the HTA
agency’s or institution’s point of view, without having any
special interest on the decision outcomes per se [21-23].

The main value assessment and appraisal characteristics
necessary to outline the practices and processes in the
different countries of interest as reflected through
their national HTA agencies were classified using an ana-
lytical framework consisting of four key components, each
having a number of different sub-components: (1) ‘Re-
sponsibilities and structure of HTA agencies’; (2) ‘Evi-
dence and evaluation criteria considered in HTAs’; (3)
‘Methods and techniques applied in HTAs’; and (4) ‘Out-
comes and implementation of HTAs’. These were consid-
ered to be the main components needed in order to
sufficiently capture the features of the different HTA
systems.

In the context of this study, the second component was
more extensively examined because a key subject of our
investigation was to identify and analyse any additional
concerns and evaluation criteria beyond those informing
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Fig. 1 Main components and sub-components of the analytical framework applied

economic evaluations or clinical benefit assessment. The
sub-components of the main components are described
below and are shown in Fig. 1.

Responsibilities and structure of HTA agencies

The first component considers the operational characteris-
tics of national HT A agencies. It includes details about the
function and responsibilities of HTA agencies, the relevant
committees within agencies tasked with assessment and
appraisal, details on the topic selection process, and whe-
ther methodological guidelines exist for the conduct of
pharmacoeconomic analysis.

Evidence and evaluation criteria considered in HTAs

This component relates to the types of evidence evaluated and
the particular evaluation criteria considered. Generally, the
assessed evidence can be classified into features relating to the
disease (indication) under consideration, or into characteris-
tics relating to the technology being assessed. The former is
reflected through the ‘burden of disease’ (BoD), i.e. the
impact that the disease has, which depends mainly on the
severity of the disease and the unmet medical need. The latter
can be classified into clinical benefit (mainly therapeutic
impact and safety considerations), innovation (e.g. clinical
novelty and nature of treatment), and socioeconomic impact
(e.g. public health impact, productivity loss impact). Other
important characteristics relate to efficiency (e.g. cost-effec-
tiveness, cost), ethical/equity considerations, accepted data
sources, and relative importance (i.e. weighting) of the
evidence.

Methods and techniques applied in HTAs

This component is associated with the evaluation methods
and techniques used. In terms of the analytical methods

applied (i.e. comparative efficacy/effectiveness, type of
economic evaluation), methodologies differ based on their
outcome measure and their elicitation technique, the choice
of comparator(s) and the perspective adopted. In relation to
the clinical evidence used to populate the analysis, crucial
details involve accepted or preferred data sources (i.e.
study designs), data collection approaches (e.g. require-
ment for systematic literature reviews) and synthesis (e.g.
suggestion for meta-analysis) of the data. In terms of
resources used, important considerations include the types
of costs and data sources. For both clinical outcomes and
costs, discount rate(s) applied and time horizons assumed
are included, together with the existence of any explicit or
implicit willingness-to-pay (WTP) thresholds on cost-ef-
fectiveness based on which recommendations are made.

Outcomes and implementation of HTAs

The final component relates to the outcomes of the evaluation
procedures and their implementation. Key characteristics
include the public availability of the evaluation report; the
policy implications of whether and how outcomes are applied
in practice (e.g. pricing vs. reimbursement); the usage of any
access restrictions; how decisions are disseminated and
implemented; whether appeal procedures are available; and
the frequency of any recommendation revisions.

Systematic literature review

The systematic literature review methodology was based on
the Centre for Reviews and Dissemination (CRD) guidance
for undertaking systematic reviews in health care [24].

Inclusion criteria (country selection and study period)

The study countries (and the respective HTA agencies)
were France (Haute Autorité de Santé, HAS), Germany

@ Springer



A. Angelis et al.

(Institut fiir Qualitdt und Wirtschaftlichkeit im Gesund-
heitswesen, IQWiG), Sweden (Tandvards- och
likemedelsformansverket, TLV), England (National Insti-
tute for Health and Care Excellence, NICE), Italy1
(Agenzia Italiana del Farmaco, AIFA), the Netherlands
[Zorginstituut Nederland, ZIN (formerly College voor
zorgverzekeringen, CVZ)], Poland (The Agency for Health
Technology Assessment and Tariff System, AOTMiT) and
Spain [Red de Agencias de Evaluacion de Tecnologias
Sanitarias y Prestaciones del Sistema Nacional de Salud
(RedETS) and the Interministerial Committee for Pricing
(ICP)].2 The study countries were selected because of their
variation in health system financing (tax-based vs. social
insurance-based), the organisation of the health care system
(central vs. regional organisation), the type of HTA in
place (predominantly economic evaluation vs. predomi-
nantly clinical benefit assessment), and the perspective
used in HTA (health system vs. societal), so that the sample
is representative of different health systems and HTA
approaches across Europe.

The study period for inclusion of relevant published
studies was from January 2000 to January 2014, with
article searches taking place in February 2013 in the first
instance and an update taking place at the end of January
2014. The year of 2000 was selected as the start date
because the HTA activity of most countries started then or
was significantly expanded in scope since then. Feedback
from the Advance-HTA consortium partners was provided
in August 2014. Additional input, including the most recent
updates on national HTA processes, was collected from
HTA experts and national competent authorities between
March and May 2016.

Identification of evidence

Two electronic databases (MEDLINE—through PubMed
resource—and the Social Science Citation Index—through
the Web of Science portal) were searched for peer-reviewed
literature only using a search strategy for English articles
published up until the time of the literature search (including

' Other HTA agencies exist on regional level (e.g. UVEF is
responsible for HTAs in the Veneto region).

2 RedETS is the Spanish Network of regional HTA agencies
coordinated by Institutde Salud Carlos III (ISCIII) and could be
regarded as the National HTA advisory body at federal level.
However, at this (federal) level it does not assess pharmaceuticals, but
mostly non-drug health technologies, such as screening programmes
and medical devices. Although the ICP, led by the Direccién General
de Farmacia under the Ministry of Health, is the committee
responsible for the assessment of drugs, producing mandatory
decisions at federal level regarding the reimbursement and pricing
of pharmaceuticals, the vast majority of economic evaluations for
drugs are conducted at autonomous community level by regional
HTA agencies.
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all results from the oldest to the latest available) using the
following keywords: ‘health technology assessment +

pharmaceuticals’;  ‘health  technology  assessment +
methodologies’; ‘value assessment + pharmaceuticals’;
and ‘value assessment + methodologies’.  Furthermore,

reference lists from the studies selected were screened (see
following section), retrieving any additional studies cited
that could be of relevance. Finally, grey literature was
searched including published guidelines from the HTA
agencies available online through each agency’s website.

Study selection and data extraction

Articles were selected according to a four-stage process as
outlined in Fig. 2 [24]. In the first stage, all titles and
abstracts were reviewed, with abstracts not relevant to the
topic excluded; where content relevance could not be
determined, articles were passed through to the next stage.
In the second stage, all relevant abstracts were assessed
against a number of pre-determined selection criteria by
two of the authors; these criteria included: (1) language
(only English articles were included), (2) study country
(only studies examining the eight countries of interest
were included), (3) study context (only national coverage
HTA perspectives were included), (4) study type (product-
specific technology appraisal reports were excluded), (5)
record type (conference proceedings or titles with no
abstracts available were excluded). In the third stage, full
articles for all abstracts meeting the eligibility criteria were
retrieved; in addition, relevant studies identified from ref-
erence screening and grey literature, including published
guidelines from HTA agencies, were incorporated (non-
English articles cited by English documents were included
in this stage). Finally, in the fourth stage, full articles were
reviewed and relevant data were extracted. An Excel
template listing the value assessment and appraisal char-
acteristics (categories and sub-categories) of interest was
used for data extraction. Data were extracted in free text
form, with no limitations on the number of free text fields,
and as little categorisation of data as possible, in order to
avoid loss of information. The lead author extracted the
data while the other authors independently checked the
extracted templates for completeness and accuracy.

Expert consultation

Upon consultation of the preliminary results with the
partners of the Advance-HTA consortium, it became
obvious that in a few cases (primarily for France and to a
lesser degree for Sweden), the evidence from the peer
review literature was outdated and did not reflect actual
practices, being even contradictory in some cases. As a
result, we solicited comments and feedback from the
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Fig. 2 Flow chart of literature review process
consortium partners in order to update and supplement the  experts in the study countries, who were asked to review

information extracted from the systematic review. In a final ~ and validate the outputs of the study. Experts (n = 18)
step, all updated results tables were shared with HTA  were affiliated with academic or research institutions (36%
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of total) and national competent authorities, such as HTA
agencies or payer bodies (64% of total), and provided
further evidence and guidance, including—in some cases—
additional literature sources outside the originally selected
review period, if appropriate. Expert input from these two
rounds of consultation are quoted as ‘personal communi-
cation’ from the Advance-HTA project [25].

Results

Figure 2 shows a flow chart of the review process and the
respective number of articles in each stage. In total, 2778
potentially eligible peer-reviewed article listings were
identified in the electronic databases; of these 255 articles
were identified as potentially useful and were read in full.
A total of 130 articles met the eligibility criteria, and an
additional 18 articles were identified as possibly relevant
through reference screening or as grey literature. The
content of 101 articles from the literature review was
finally used to inform the findings (Supplementary
Appendix 1). An additional five studies were identified
during the expert consultation process and were taken into
consideration in discussing and interpreting the results
(Supplementary Appendix 2).

Responsibilities and structure of national HTA
agencies

Across the study countries, HTA agencies exist mainly in
the form of autonomous governmental bodies, having
either an advisory or regulatory function. Usually, a tech-
nical group is responsible for early assessment of the evi-
dence following which an expert committee appraises the
request for coverage and produces recommendation(s) for
the final decision body.

The topic selection process is generally not entirely
transparent, with the belief that most agencies predomi-
nantly assess new medical technologies that are expensive
and/or with uncertain benefits. In some cases, topic selec-
tion is not applicable as all technologies that apply for
reimbursement need to be assessed.

In all study countries, with the exception of Italy and
Spain, official country-specific pharmacoeconomic
guidelines for the evaluation process are available,
mainly concerning methodological and reporting issues
[26, 27]. In England, in addition to the evaluation pro-
cess, guidelines also exist for the purpose of application
submission requirements, including the description of
key principles of the appraisal methodology adopted by
NICE [27]. For all countries, application of the guide-
lines is recommended. It is worth clarifying that

@ Springer

although some of the HTA agencies tend to focus on
medicines, others evaluate all types of health care
interventions; in this case the term “pharmacoeconomic”
might not be adequately representative of the types of
guidelines in place, in which case they could be referred
to as “methods for HTA” as in the case of NICE. A
summary of the responsibilities and structure of the
national HTA agencies in the study countries is pre-
sented in Table 1.

Evidence and evaluation criteria considered
in HTAs

Generally all countries assess the same groups of evidence,
however the individual parameters considered and the way
they are evaluated differ from country to country. All
countries acknowledge the consideration of a wide variety
of data sources including scientific studies (e.g. clinical
trials, observational studies), national statistics, clinical
practice guidelines, registry data, surveys, expert opinion
and other evidence from pharmaceutical manufacturers
[28]. A summary of the evidence and the evaluation criteria
under consideration across the study countries is presented
in Table 2.

Evaluation principles and their relevance to priority
setting

In France, the assessment of the product’s medical benefit or
medical service rendered (Service Médical Rendu, SMR),
and improvement of medical benefit (Amélioration du Ser-
vice Médical Rendu, ASMR), determine a new drug’s
reimbursement and pricing respectively. As of October
2013, economic criteria have been introduced with the
Commission for Economic Evaluation and Public Health
(CEESP) evaluating the cost-effectiveness (without a cost-
effectiveness threshold in place) of products assessed to have
an ASMR 1, II or III that are likely to impact social health
insurance expenditures significantly (total budget impact
greater than EUR 20 million); results are used by the Eco-
nomic Committee for Health Products (CEPS) in its price
negotiations with manufacturers [29]. Nevertheless, and
under this current framework, these economic evaluations do
not have the same impact on price negotiation as does the
ASMR, which is linked directly to pricing. Instead, the role
of economic evaluations is consultative in this process.

In Germany, the new Act to Reorganize the Pharma-
ceuticals Market in the Statutory Health Insurance (SHI)
System [Gesetz zur Neuordnung des Arzneimittelmarktes
in der gesetzlichen Krankenversicherung (AMNOG)] came
into effect on 1 January 2011. Since then, all newly
introduced drugs are subject to early benefit assessment.
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4 Sub-groups are examined as part of benefit assessment but in order to guide pricing, not reimbursement eligibility. If a drug has an added benefit for some groups but not for others, a so-

called “mixed price” is set that reflects both its added benefit for some patients and lack thereof for others
¥ No clear order between “need and solidarity” and cost-efficiency. In the entire health system a more complete ordering is seen where human dignity takes precedence over the principles of

need and solidarity, which takes precedence over cost-efficiency
% For therapeutic benefit, other designs such as non-randomised or observational studies might be accepted in exceptional cases if properly justified, e.g. in the case that RCTs are not possible

“¥ Not all regions have either HTA agencies or regional committees for drug assessment. However, at regional level drug assessment is limited to prioritizing (or not) its use by means of
to be conducted, if there is a strong preference for a specific therapeutic alternative on behalf of doctors or patients, if other study designs can provide sufficiently robust data, etc

guidelines or protocols together with some type of incentives to promote savings

% CBA is not standard practice in the evaluation but, rather, can be initiated if no agreement is reached between sickness funds and manufacturer on the price premium or if the manufacturer

does not agree with the decision of the G-BA regarding premium pricing (added benefit)
% The assessment in France is purely ‘scientific’ i.e. focuses on the absolute and comparative merits of the new therapy and its placement in the therapeutic strategy

4 Already implemented but analysis conducted separately by the distinct CEESP. The health economic evaluation does not impact the reimbursement decision
# The commission will also make a statement if a drug shall be used as first choice or only if other existing therapeutics are not effective in a patient

2 NICE principles include fair distribution of health resources, actively targeting inequalities (SoVJ); equality, non-discrimination and autonomy

4 ASMR V drugs should be listed only if they reduce costs (lower price than comparators or induce cost savings)
% TIn the form of the new IPT—Informes de Posicionamiento Terapéutico/Therapeutic Positioning reports.

' Also indirectly through a seat for an ethicist in the Committee

Table 2 continued

1S

Pharmaceutical manufacturers have to submit a benefit
dossier for evaluation by the IQWiG. A final decision is
made by the Federal Joint Committee (Gemeinsamer
Bundesausschuss, G-BA). Benefit for new drugs encom-
passes the “patient-relevant therapeutic effect, specifically
regarding the amelioration of health status, the reduction of
disease duration, the extension of survival, the decrease in
side effects or the improvement of quality of life” [30].
Importantly, all new drugs are reimbursed upon marketing
authorisation, with benefit assessment mainly determining
price rather than reimbursement status.

In Sweden, a prioritisation framework with three
explicit factors for the allocation of resources is used: (1)
human dignity; (2) need and solidarity; and (3) cost-effi-
ciency [31-34]. However, in the specific legislation for the
pharmaceutical reimbursement system, human value is
generally seen as the overriding criterion with no clear
order between the other two [25]. Marginal benefit or
utility, according to which a diminishing cost-effectiveness
across indications and patient groups is explicitly recog-
nized, could be regarded as a fourth principle, mainly
meaning that there are no alternative treatments that are
significantly more suitable [31, 35, 36].

In England, the Secretary of State for Health has indi-
cated to NICE a number of factors that should be consid-
ered in the evaluation process: (1) the broad balance
between benefits and costs (i.e. cost-effectiveness); (2) the
degree of clinical need of patients; (3) the broad clinical
priorities for the NHS; (4) the effective use of resources
and the encouragement of innovation; and (5) any guidance
issued by the Secretary of State [37-39]. Decisions are
supposed to reflect societal values, underlined by a fun-
damental social value judgment [40].

The Netherlands focuses on four priority principles
when assessing medical technologies: (1) the “necessity”
of a drug (severity/burden of disease) [41, 42]; (2) the
“effectiveness” of a drug, according to the principles of
evidence-based medicine (EBM) [42, 43]; (3) the “cost-
effectiveness” of a drug [44]; and (4) “feasibility”, i.e.
how feasible and sustainable it is to include the interven-
tion or care provision in the benefits package [45, 46].

In Italy, reimbursement of pharmaceuticals at the central
level is evaluated by AIFA’s Pricing and Reimbursement
Committee (CPR), which sets prices and reimbursement
conditions for drugs with a marketing authorisation based
on evidence of the following factors: the product’s thera-
peutic value (cost/efficacy analysis) and safety (pharma-
covigilance), the degree of therapeutic innovation, internal
market forecasts (number of potential patients and expec-
ted sales), the price of similar products within the same or
similar therapeutic category and product prices in other
European Union Member States [25]. In autonomous
regions, pricing and reimbursement of new drugs does not



Using health technology assessment to assess the value of new medicines...

require—except for very innovative drugs—epidemiologic
or economic evaluation studies nor assessment of cost
impact from the adoption of new drugs, as in other coun-
tries [25, 47].

An HTA in Poland is considered complete if it contains
(1) a clinical effectiveness analysis; (2) an economic
analysis; and (3) a healthcare system impact analysis. No
studies were available from the systematic review referring
to the evidence assessed or the different parameters con-
sidered by AOTMiT in Poland [48].

Finally, in Spain different regions apply a range of
different assessment requirements, but in general four main
evidence parameters are considered: (1) the severity of the
disease; (2) the therapeutic value and efficacy of the pro-
duct; (3) the price of the product; and (4) the budget impact
for the Spanish National Health System. The assessment is
usually a classification or a cost-consequences analysis that
does not take into account the long-term effects of a ther-
apy or the possible need of specialized care utilization.
Patient well-being and quality of life are also considered
[49].

Evaluation criteria taken into account in HTAs

Burden of disease In France, both the severity and the
existence of alternative treatments act as formal criteria,
thus essentially defining the concept of ‘need’ [41].
Severity is considered as part of the SMR, taking into
account symptoms, possible consequences, including
physical or cognitive handicap, and disease progression in
terms of mortality and morbidity [25]. The existence of
alternatives is scored against a binary scale (yes vs. no)
[50, 51].

In Germany, severity is considered as part of added
(clinical) benefit assessment. The clinical assessment is
based on “patient-relevant” outcomes, mainly relating to
how the patient survives, functions or feels, essentially
accounting for the dimensions of mortality, morbidity and
HRQoL [52].

In Sweden, severity of the condition and the availability
of treatments reflected through marginal benefit/utility as a
sub-principle appear to be two of the primary criteria for
priority-setting, with more severe indications being
explicitly prioritized via greater willingness to pay (WTP)
[31, 35, 36, 41].

In England, the degree of unmet clinical need is a formal
criterion taken into account, being reflected by the avail-
ability of alternative treatments [41, 53]. NICE acknowl-
edges that rarity plays a key role in the assessment of
orphans and NICE’s Citizens’ Council has stated that
society would be willing to pay more for rare and serious
diseases [54]. The severity of the disease is taken into
account mainly through the special status of life-extending

medicines for patients with short-life expectancy as
reflected through the issuing of supplementary advice of
life-extending end-of-life (EOL) treatments by NICE
[53, 55].

Severity of disease, availability of treatments, and
prevalence of the disease are generally considered across
the remaining countries, either explicitly or implicitly,
although not always as mandatory requirements by law but
just as good HTA practices (e.g. as in Poland for the case
of treatments availability) [25].

Therapeutic impact and safety Clinical evidence relating
to therapeutic efficacy and safety acts as the most important
formal criterion of the evaluation process in France [56].
The product’s SMR relates to the actual clinical benefit,
responding to the question of whether the drug is of suf-
ficient interest to be covered by social health insurance. It
takes into consideration the following criteria: (1) the
seriousness of the condition; (2) the treatment’s efficacy;
(3) side effects; (4) the product’s position within the ther-
apeutic strategy given other available therapies; and (5) any
public health impact [25, 27].

Similarly to France, in Germany all clinically relevant
outcomes are considered and final clinically meaningful
outcomes (e.g. increase in overall survival, reduction of
disease duration, improvement in HRQoL) are preferred
over surrogate and composite endpoints [27, 28, 52, 57,
58]. HRQoL endpoints are considered if measured using
validated instruments suited for application in clinical trials
[25, 30]. With regards to uncertainty, IQWiG ranks the
results of a study according to “high certainty” (random-
ized study with low bias risk), “moderate” (randomized
study with high bias risk), and “low certainty” (non-ran-
domized comparative study). The complete evidence base
is then assessed and a conclusion is reached on the prob-
ability of the (added) benefit and harm, graded according to
major added benefit, considerable added benefit, and minor
added benefit. Three additional categories are recognized:
non-quantifiable added benefit, no added benefit, and lesser
benefit [25, 52].

All types of clinically relevant outcomes are accepted in
Sweden, including final outcomes, surrogate endpoints, and
composite endpoints, with generic QoL endpoints being
preferred over disease-specific endpoints [25, 57]. Gener-
ally, all effects of a person’s health and QoL are supposed
to be considered as part of the assessment stage, including
treatment efficacy and side effects [35, 36, 56].

In England, data on all clinically relevant outcomes are
accepted with final clinical outcomes (e.g. life years
gained) and patient HRQoL being preferred over interme-
diate outcomes (e.g. events avoided) or surrogate endpoints
and physiological measures (e.g. blood glucose levels)
[57, 59-61]; particular outcomes of interest include
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mortality and morbidity. Safety is addressed mainly
through the observation of adverse events [53]. Uncertainty
is addressed explicitly through quality of evidence,
implicitly through preference for RCTs, and indirectly by
rejecting a submission if evidence is not scientifically
robust.

Italy, the Netherlands, Poland and Spain include surro-
gate and composite endpoints in the analysis, in addition to
disease-specific quality of life endpoints. Therapeutic value
is the most critical criterion for reimbursement in the
Netherlands, as part of which patient preference data and
user friendliness may also be considered [43].

All countries take into consideration safety data to
reflect clinical harm, mainly in the form of the incidence
and severity of adverse events.

Innovation level 1In the French setting, clinical novelty is
considered by definition through the product’s ASMR
relating to its relative added clinical value, which informs
pricing negotiations [25]. Additional innovation charac-
teristics relating to the nature of the treatment (e.g. dif-
ferentiating between symptomatic, preventive and curative)
are also considered, but as a second line of criteria
[25, 56, 61, 62].

In Germany, clinical novelty is considered implicitly as
part of the consideration of added therapeutic benefit for
premium pricing. Ease of use and comfort (if relevant for
morbidity or side effects) can be reflected indirectly through
treatment satisfaction for patients, which can be considered
as an additional aspect but not as an explicit factor, similarly
to the nature of the treatment/technology [63].

In Sweden, innovation characteristics relating to the
added therapeutic benefit (only if it can be captured in the
CE analysis), as well as ease of use and comfort are
included in the assessment process [25, 41, 56, 61].

As reflected through NICE’s operational principles, the
encouragement of innovation is an important consideration
in England. By definition, the incremental therapeutic
benefit as well as the innovative nature of the technology
are formally taken into account as part of the product’s
incremental cost effectiveness ratio (ICER) [53].

Among the remaining countries, clinical novelty is
essentially considered in all countries; ease of use and
comfort might only be considered implicitly and informally
if at all, whereas there are mixed approaches in terms of a
treatment’s technology nature.

Socioeconomic impact In terms of socioeconomic
parameters, in France ‘expected’ public health benefit acts
as another explicit dimension via an indicator known as
public health interest (“Intérét de Santé Publique”, ISP),
which is assessed and scored separately by a distinct

@ Springer

committee as part of the SMR evaluation but not used often
[25, 41, 62, 64].

In Germany, public health benefit is not explicitly con-
sidered but only partially reflected through the requirement
from manufacturers to submit information on the expected
number of patients and patient groups for which an added
benefit exists, as well as costs for the public health system
(statutory health insurance) [25, 63]. All direct costs have
to be considered, including both medical and non-medical
(when applicable), whereas indirect costs are not a primary
consideration but can be evaluated separately if they are
substantial, with productivity losses due to incapacity being
included only on the cost side [65]. In turn, productivity
losses due to mortality are considered in the outcome only
on the benefit side (to avoid double counting). Budget
impact analysis (BIA) is mandatory and should include any
one-off investments or start-up costs required in order to
implement a new technology, with methodology and
sources clearly outlined [27, 65].

Among the other study countries, any public health
impact of the drug is usually considered, but not neces-
sarily in an explicit manner, whereas social productivity
might be reflected through the incorporation of indirect
costs, either explicitly or implicitly [25]. In England for
example, although productivity costs should be excluded,
cost of time spent on informal caregiving can be presented
separately if this care might otherwise have been provided
by the NHS or personal social services (PSS) [66].

Efficiency In France, up until now cost-effectiveness was
not acknowledged as an explicit or mandatory criterion, but
BIA, while not mandatory, is highly recommended [25].
Although the expert committee had been reluctant to use
cost-effectiveness criteria in the evaluation process
[56, 67], following a bylaw passed in 2012 (which took
effect in 2013) the role of economic evidence was
strengthened [51]. The CEESP gives an opinion on the
efficiency of the drug based on the ASMR of alternative
treatments.

In Germany, economic analysis [cost-benefit-analysis
(CBA)] is not standard practice in the evaluation, but,
rather, is optional and can be initiated if no agreement is
reached between sickness funds and the manufacturer on
the price premium, or if the manufacturer does not agree
with the decision of the G-BA regarding premium pricing
(added benefit); instead, BIA is mandatory (Advance-HTA,
2016). ‘Cost-effectiveness’ acts as one of the most
important formal evaluation criteria in Sweden. Parameters
having a socioeconomic impact, such as avoiding doctor
visits or surgery, productivity impact, and, in general,
savings on direct and indirect costs are also considered
[35].
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As already reflected through NICE’s working principles,
the relative balance between costs and benefits (i.e. value-
for-money), and the effective use of resources should be
taken into account in England (e.g. through the explicit
cost-effectiveness criterion) [37]. Some studies also sug-
gest that the impact of cost to the NHS in combination with
budget constraints (budget impact considerations) are taken
into account alongside the other clinical and cost-effec-
tiveness evidence [39, 67-70].

In the assessment process by ZIN, the cost-effective-
ness criterion follows that of the therapeutic value and
the cost consequences analysis. Cost-effectiveness is
only considered for drugs with added therapeutic value,
which are either part of a cluster and are reimbursed at
most at the cluster’s reference price, or are not reim-
bursed in the absence of possible clustering [43, 71]. The
Netherlands usually performs its own BIA, although
voluntary submission from the manufacturer is also an
option [43, 67].

All other study countries evaluate the efficiency of new
drugs through cost-effectiveness evaluation and BIA, but
this is not always mandatory or an explicit criterion in
value assessment and pricing/reimbursement negotiations.

Other types of evidence Additional explicit parameters
considered in France include the technology’s place in
the therapeutic strategy, mainly in relation to other avail-
able treatments (i.e. first-line treatment vs. second-line
treatment etc.), and the technology’s conditions of use
[25, 50, 51].

Germany is the only country that does not apply any
conditions of use in regards to specific sub-populations,
in principle reimbursing drugs across the whole indica-
tion spectrum as listed on the marketing authorisation
[25]. Nevertheless, recent IQWiG appraisals increasingly
focus on providing value assessments at sub-population
level.

As reflected through the ethical prioritisation framework
used by the Swedish TLV, the ethical considerations of
human dignity, need and solidarity act as principles for the
evaluations.

Besides the notion of clinical need as reflected through
NICE’s principles, other equity considerations include the
‘need to distribute health resources in the fairest way
within society as a whole’ and the aim of ‘actively tar-
geting inequalities’, both of which are explicitly mentioned
by NICE as principles of social value judgements [37].
Equality, non-discrimination, and autonomy are other
explicit ethical considerations [41].

The Netherlands also takes into consideration explicitly
ethical criteria based on egalitarian principles, such as
solidarity and affordability of the technology by individual
patients [25, 33, 41].

In terms of the remaining countries, conditions for use
may be placed in Italy, Poland and Spain, the therapy’s
place in therapeutic strategy considerations exist for Italy
and Spain, whereas ethical considerations are evident in
Italy and Poland (implicitly or indirectly). However, the
use of any additional explicit parameters may not be
transparent in these settings.

Synthesizing the evidence and taking into account all
factors: weights

It is not clear how all the factors discussed so far interact
with one another, what their relative importance is and
what the trade-offs are that HTA agencies are prepared to
make between them when arriving at recommendations
[70, 72]. For example, in France the weights of the
assessment parameters considered and the appraisal pro-
cess overall do not seem to be clear or transparent [56],
although the evidence that informs this judgment is dated
and may be contestable. In Spain, the assessment takes into
account mainly safety, efficacy, effectiveness, and acces-
sibility and it does not consider explicitly efficiency and
opportunity cost; still the way this is undertaken and the
weights of different criteria remain unknown [73]. All
countries consider a number of different data sources for
the assessment process, with randomised controlled trials
(RCTs) usually being the most preferred source for clinical
data.

HTA methods and techniques applied

Assuming the existence of an additional benefit (or lesser
harm) compared to existing treatment options, all coun-
tries with the exception of France and Germany are
adopting some type of economic evaluation, mainly cost
utility analysis (CUA) or cost-effectiveness analysis
(CEA), as the analytical tool to arrive at value-for-money
recommendations aiming at improving effiiency in
resource allocation; both France and Germany used to
apply a comparative assessment of clinical benefit as the
sole methodology, with economic evaluation progressively
becoming more important in France as of 2013 but in the
context of the existing method of assessment. A summary
of analytical methods and techniques applied as part of
HTA and their details is presented in Table 3.

Analytical methods

In Sweden and England the preferred type of economic
evaluation is CUA with cost per QALY gained being the
favoured health outcome measure, but CEA being also
accepted if there is supporting evidence to do so (as in the
case that the use of QALY for a particular case seems
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inappropriate) [27, 28, 37, 38, 60, 74-77]. In Sweden, CBA
with WTP as an outcome measure can also be applied.

In France, up until now comparative assessment of
clinical benefit incorporating final endpoints as an outcome
measure acted as the preferred evaluation procedure.
However, economic analysis of selected drugs with
expected significant budget impact is continuously being
considered more formally, especially if its choice is justi-
fied and any methodological challenges (especially asso-
ciated with the estimation of QALYs) are successfully
addressed [27, 28, 41, 50, 51, 58]. The choice between
CEA and CUA depends on the nature of the expected
health effects (if there is expected significant impact on
HRQoL then CUA is used, otherwise CEA).

In Germany, economic evaluations are performed within
therapeutic areas and not across indications, thus, an effi-
ciency frontier approach of CBA using patient relevant
outcomes is the preferred combination of analysis
method and outcome measure [22, 27, 28, 58, 65]. Since
the introduction of the AMNOG, economic evaluations are
supposed to be conducted for cases when price negotiations
fail after the early benefit assessment and the verdict is
challenged by the technology supplier or the statutory
health insurer [65]. However, no such analysis has been
submitted so far and seems unlikely to ever happen because
the CBA would have to be re-evaluated by IQWiG, which
would hardly bring any better results [25].

In the Netherlands and Italy, the preferred type of eco-
nomic evaluation is CUA if the improvement in quality of
life forms an important effect of the drug being assessed, or
if this is not the case, a CEA [78, 79]. In Spain, any of the
four methods of analysis may be used (CMA, CEA, CUA
or CBA).

Types of clinical evidence considered

In relation to clinical evidence, all countries acknowledge
that randomised controlled head-to-head clinical trials are
the most reliable and preferred source of treatment effects
(i.e. outcomes), with data from less-rigorous study designs
being accepted in most study countries (England, France,
Germany, Sweden, Poland, Spain, Italy), e.g. when direct
RCTs for the comparators of interest are not available
[28, 53, 61].

Most agencies require systematic literature reviews to be
submitted by manufacturers as a source of data collection,
and carry out their own reviews. A meta-analysis of key-
clinical outcomes is recommended for pooling the results
together given the homogeneity of the evidence in Eng-
land, Italy, Netherlands and Poland [28, 53].

If evidence on effectiveness is not available through
clinical trials, France and the Netherlands allow for a
qualitative extrapolation based on efficacy data, with Spain
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conducting quantitative extrapolation, and Sweden, Eng-
land, Italy and Poland applying both qualitative and
quantitative modelling. In Sweden, England and Nether-
lands, short-term clinical data are extrapolated also if data
on long-term effects are absent.

Resources/cost evidence

In terms of resources used, in addition to direct medical
costs, France and Sweden consider all relevant costs,
including direct non-medical and indirect costs, both for
patients and carers [27, 28]; however, only direct costs are
considered in the reference case analysis and incorporated
in the ICER in the case of France [50]. Germany also takes
into account informal costs and productivity gains sepa-
rately as a type of benefit, whereas England additionally
considers cost of social services.

Poland incorporates direct medical costs and direct
non-medical costs. In the Netherlands, the Health Care
Insurance Board’s “Manual for cost research” applies for
the identification, measurement and valuation of costs;
pharmacoeconomic evaluations need to include both
direct and indirect costs inside and outside the healthcare
system [78]. In Italy, it is recommended to include direct
costs; indirect costs can be taken into account in a sep-
arate analysis [25]. Spain incorporates both direct and
indirect costs (the latter on rare occasions), as well as
costs of labour production losses or lost time and informal
care costs, in the analysis [25, 58]. Finally, all countries
recommend the application of country-specific unit costs
[28].

Discounting and time horizon

In all study countries, both costs and benefits are dis-
counted [27, 58, 61, 74], and uncertainty arising due to
variability in model assumptions is investigated, usually in
the form of a sensitivity analysis. In Italy, information on
discounting is not available at the moment due to an update
in progress by AIFA [25]. In terms of a suitable time
horizon, none of the countries use an explicit time frame
but, instead, they adopt a period that is long enough to
reflect all the associated outcomes and costs of the treat-
ments being evaluated, including the natural course of the
disease [27, 80].

Acceptable ‘value for money’ thresholds

No explicit, transparent, or clearly defined cost-effective-
ness thresholds exist in any of the countries except for
England, Poland, and an academic proposal for Spain.

In line with the World Health Organization (WHO)
suggestions of two to three times the gross domestic
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product (GDP) per capita, a three times GDP per capita
threshold has been implemented in Poland. Generally, a
drug is deemed cost-effective by AOTMIiT if cost per
QALY estimates are less than three times the GDP per
capita (but smaller than 70,000 PLN per QALY/LYG)
[25,81].

In Spain, a €21,000-€24,000 per QALY threshold was
recently provided by Servicio de Evaluacion y Planifi-
cacion Canarias (SESCS) to the Ministry of Health; how-
ever, this might not be actively adopted in practice [25].

In England, although evidence suggests the existence
of a threshold ranging somewhere between £20,000 and
£30,000 [44, 59, 75, 82], it is evident that such a
threshold range might not be strictly applied in practice,
with some products having a cost per QALY below these
ranges receiving negative coverage recommendations, and
other products above these ranges ending up with positive
recommendations [60, 83, 84]. Indeed, several studies
point towards the existence of a threshold range based on
which additional evidence on several factors is required
for the recommendation of technologies with an ICER of
above £20,000, and even stronger evidence of benefit in
combination with explicit reasoning required for the
coverage of technologies with an ICER above £30,000
[38, 39, 44, 53, 56, 85]. However, a more recent study
using data on primary care trust spending and disease-
specific mortality estimated an empirical based “central”
threshold of £12,936 per QALY, with a probability of
0.89 of less than £20,000 and a probability of 0.97 to be
less than £30,000 [86].

In Germany, the efficiency frontier approach is used to
determine an acceptable “value for money”, even though
this is not involved in the process of the initial rebate
negotiations. In Sweden, recent evidence suggested that the
likelihood of approval is estimated to be 50% for an ICER
between €79,400 and €111,700, for non-severe and severe
diseases respectively [87].

In the Netherlands, there is no formal threshold in place
but there have been some attempts to define one. The
€20,000 per life-year gained (LYG) threshold used in the
1990s to label patients with high cholesterol levels eligible
for treatment with statins has been mentioned in discus-
sions on rationing, but was never used as a formal threshold
for cost-effectiveness. The same was the case with a
threshold that the Council for Care and Public Health
wanted to implement based on criteria such as the GDP per
capita, in line WHO recommendations, which, for the
Netherlands, would translate into €80,000/QALY [71]. The
Council also suggested that the cost per QALY may be
higher for very severe conditions (a tentative maximum of
€80,000) than for mild conditions (where a threshold of
€20,000 or less may apply) [46], but none of the above was
ever implemented.

HTA outcomes and implementation

In all countries, assessment and appraisal of outcomes are
used mainly as a tool to inform coverage recommenda-
tions relating to the reimbursement status of the relevant
technologies; all countries use the results to inform pricing
decisions directly or indirectly. A summary of the types of
HTA outcomes and their implementation in the study
countries is presented in Table 4.

Timing and public availability

Generally, the time needed for the evaluation of a health
technology to be completed differs from country to country.
However, in line with the EU Transparency Directive, all
countries must have reached a decision on pricing and reim-
bursement within 180 days post marketing authorisation [56].
In all countries, the final decision report is publicly available,
usually through the HTA agency’s website [12, 56], and the
policy implication of the evaluation outcome relates to the
pricing and reimbursement status of the technology: reim-
bursement (list), no reimbursement (do not list), or conditional
reimbursement (list with restrictions) [56, 68].

Policy implications

In France and Sweden, only drugs with additional thera-
peutic value can “obtain a higher reimbursement basis”
[56]; in France, by assessing the evidence of the product’s
medical benefit or medical service rendered (SMR), the
improvement in medical benefit and added therapeutic
benefit (ASMR) are derived, which determine the reim-
bursement status and influence the price level of the pro-
duct respectively, whereas in Sweden the outcome of the
evaluation can also drive the price setting in addition to
coverage decisions [35, 36].

In Germany, the outcome of the clinical/economic
evaluation will be used mainly to inform the negotiation
between sickness funds and manufacturer on the price
premium. In England, reimbursement status has no direct
effects on price, but price indirectly affects the reim-
bursement status of the drug as it will have an impact on
the ICER. In the Netherlands, the positive outcome of an
HTA results in the inclusion of the medical technology in
the positive list [43]; in terms of the reimbursement deci-
sion, if the CEA for a new innovative drug is of
high quality, reimbursement will in principle not be denied
on the basis of cost-effectiveness, despite potentially rela-
tively high cost-per-QALY values [71]. Finally, in Italy, if
a reimbursement status is approved, the pricing is decided
simultaneously. If the reimbursement decision is negative,
the product will be put on the negative list and the price is
determined by the manufacturer (“free pricing”).

@ Springer



A. Angelis et al.

apadoid
readde oyroads ou st o109y} Inq

wPIeOq UOnRNIqIE

SOL ON SOA 1no) o} [eadde ues soruedwo) SOL SOA y3noayy ‘sox REIN [eaddy
waIsAs Suroud
Q0uaIdJaI © 0) 103[qns 1
10 Juswasinquutar otqnd (osomuryarderay].,,) sanisod pue
IST[ 1o} pardador Jou 1oyd SoLIe[NULIO} JUAWISSISS SoLIR[NULIO}
JUSWASINqUIDT (SoH05a1E0 SIsT| st 3nIp 2y Juo[eamnba Snip onnadelay uo paseq Snip
[euoTIRU JUSWASINQUITST onnaderay) jo ased ut DI0H Y ‘souropmg vg-D £q pansst ‘souroping
qy) ur uorsnfouy JURIOHI 4SI[ 9ADISO  SSBID 03 pauSisse aq ueo jonpoid v uonduosarg soLre[nuIoy Sniq Qo1ape uonduosalg uonduosely  uonejuaweduy
auruo paystqnd
(powsQ oyoddey) SUOISIOAP
uondwnsuod pue ainjipuadxad ‘SIOpIOYANEIS SOYISqaM
[eonnaoewreyd uo ejep Jofewr uonewojur juaned
s1op[oyels Jo uonesrqnd enuuy ‘syonpoxd Juruo ay) 0) pANQLISIP pue sWnpuappe auruo
0} pAINqLISIp pue pasInquiial jo sysiy doud Jqe[ieAe [eL)ew ‘sprodar prder ‘sprodax J[qe[ieAe
(SSnIp 10y ON  aurquo uonedIqng orqnd [erouas 1o duruO J0 uoneorqnd VATV ATUOIN Arorqng [euonBULIOJU] JUOUISSISSE TSSO AprQng  uoneurwAssIq
SjuaWAITe sjuowAITe
paseq Surreys
Qoueurioyred SLI pue SUOISIOAP
Se [[om Arezoduroy J[qe[ieAe
SE SuUOnOLISAI ‘suonrendodqns Apo119nd 30U S[IRIOP ;eoerd
Jouru pue ofews SSIUAWIOAISE JouTu oyroads nq sjuowdaiSe Anuo Ul SUOTOLISAT SUOT)OLISAI
SOX Surpnjout ‘sox AAD Jo WsAs ‘Sox Anuo poSeuew SNOLIBA ‘S9X  pue Iofew ‘SO JOJ SUOTOLISAI ‘SO paSeuew Jo 20UASIXY SNOLIBA ‘SO X $S900Y
Y401
aanisod s Jonpoid
SI UOISIOaP uo joedwr
JUSWIASINQUITT soumdIpaw dAIsuadxa ue sey )1 se LINSY
SOX J1‘SOK ureyrad 3dooxe ‘sox SOx  Apoampur AuQ SOX Apoaxrpuy ySnoiy) ‘sox Suroug
SIS
SOX SOX SOX SOX SOX SOx Apyoarpuy ySnoIy) ‘soX  JUSWIASINQUIISY
uonedndun £d10g
Jqe[reAeun
Aporgnd
SI UOTJBULIOJUT
[enUapYUOd (SSQURATIONNF
g ‘(21sqom (SreroyIn -1S00 UO S[IBIop LustSug J1odax
LIALOV Ul epozen) drqnday uerpe)y owos ym odar pue Youdry J[qe[ieAr
S80I 10§ ON uo ysIjod ur) sox SOX U} JO [BUINO[ [RIDYJO Y} UI ‘SO SOX Arewruuns) so X SOX ur y1oq ‘sox Arorqng
(dor1
10 IIIDSI
/S1dpo¥) (LINLOV) (N1Z) (VAIV) (HOIND (A1L) (OIMOD  (dSHID/SVH)
uredg puejod SPURIOYION e pue[Sug uopams Auewron Qouer]

uonejudwedwi pue sowodNno VIH $ dqel

pringer

A's



Using health technology assessment to assess the value of new medicines...

9q P[NOYS JUSWASINQUIII MU AU} JeYM PUB I[QBUOSEBAI ST UOISIAI
© JT soyeSnsoAur uay) AouaSe 9y, JUSWASINGUITAT JO UOTSIARI B J0J AJTIOINE dIBdYI[eAY YN 9Y) JSE [[IM UOTIBAOUUT MU & 0 dnp juawesInquiral ojenbape ou aaey jey) s1opraoxd ‘oonoerd u 4

IoIN)oBJNURW JY) PUB VTV U20MI2q J0BIUOD 9[qeMAUDI ‘[eNUIPYU0d Teak 7 & 0) spea] ssedoid uonenosou ayJ,

IOAO ST ULI) 9y} 20u0 90e[d SIB) UOISIAQI PAIIWI[-OWI) 2T8 SUOISIOAP SISO JWIOS U]

JJauaq pIppe PAYSI[qRIS? ) [IM 23I3. Jou op Ay} JT gD UOISSIWUWOD 0] JYSLI ) ALY SIDINJOBJNUBIA ,

uonisod 1oy urefdxe 0} UONIPNE UE JOJ PI[[ed UA) dIe AJY[, SUOISSIUIMOD 1j0q Aq opew SUOISIoap [eadde ues s1ormoenuey |

SUOIBIIPUI [qe[-}JO Ul pasinquiidl sSnip
‘(0217 ‘s3umyas [endsoy) sgnap Aderoyiowoyd (221 ‘syuaned pue soseastp pajodjes) sourmressord Snip :(juowked-0o ou ‘wns dumy Juswied-0s yuaned 9,0¢ 10 O¢ sTIp xY) snIp Aoewrreyq

sjonpoid pasmquIraI-uou o3 s19Ja1 D sse[D) -osn [ejidsoy 10y sjonpoid 0) s1oJo1 H Sse[) "SHN oyl £q pasmquurar sjonpoid o) sI9Ja1 7 sse[) .
J[qeqreae Koriqnd awoo9q s3nip-uou 10§ syodar SIHPOY ~
(eonoeid ur Jurreys 1500) sowAYOS Jurreys sy po[[eo os 2oud 1omof e Juumbar opnpour Joutw, ((asn jo Sunojruowr) suonendodqns ogroads 0) payosar apnour JolepA, .
SA0U VATV, pue ‘sue[d onnaderay) ‘Surreys-ysu ‘symsar Aq yuswked ‘sarnsidar Suuojiuow ‘deds 1o3pnq ‘SuLIRYS-1S0J ‘SJUSWAAITER dWN[0A—aoLId se yong -
(sdeo 108pnq pue s)usWLISE dwn[oA—ad1d) Surreys-ysii [eroueur] ‘suonemndod-qns dyroads 0} SUONDLISAI ‘UONUAUT PUOISS U AUIDIPAU SIY} dsInquurar A[UO 0) UOHEPUSUIIOdAT JuIpn[ou]
(uo-ppe ue 10j yse ued sperdsoy] Inq ,)0109s, ST 9911d [enjor) sourdIPaWr dAISUAdXd UTR)Idd 10y yoroidde oses-£g-osed B w0 ANSnpur oyl YIIM S9)eqaI sA)ENoSU JUSWUIIAOS ) JO neaInq v
SISIMIOBNUBW YIIM SUONENO0Sau SudLid 10§ pasn ST YISV JO [9A9] UL
(%59 USIY ‘%€ 2IBIPOW ‘9G] MO[) [AJ] YIIYM B ‘SIA JI ‘PUB PISINQUIIAI 3q [[BYS SNIP € JI SOUIULINP YIAS JO [0AS] oY, ,
sorouade VI H Jo soSed qom pue suno[ng Jo wioj Yy} Ul ‘sok A[fensn SIHPOY Jopun saI30[ouydd) InIp-uou Ioq q
(Aurew $1S09 SQUIDIPAW 0] PAJB[I SJUIWA[J) UOISIOA OT[qnd 9y} Ul PAJAap Ik siajowered JwWos Ing dqe[reAr dre s110dar UoneNn[eAd Orwouody
Juowrdo[oAdp QOUAPIAD M 93BIA0D) (T
(uoneynsuod J1adxe pue SSUIPUY MIIAI QINJRISYI] UO Paseq) SIOYINE Y[, 224108

HOW °p
woJj jsonbax
JUQWISSISSE 10 SVH
PIg I19)Je sIeak ¢ wo1j UoISIOAP
‘pug 10)Je Ik ¢ JUALISSIsSE J1 JoU0O0Ss
JUQISSISSE JSIY 451seq Jyouaq Ia)Je 1o s1eak ¢
SOX I0)Je SIBA 7 ‘SO Ie[ngal & UO JOU Inq ‘SO K SOX SO IeaK QU0 ISBI[ 1B ‘SAX A19A9 ‘SO X UoISIASY
(doI1
10 IIIDSI
/S1APY) (LINLOV) (NI1Z) (VAIV) ("HDIND (A1L) (OIMOD  (dSATD/SVH)
uredg puejod SPUBLIOYION A1 pueSug uopoms§ Kueurron QouelL]

penunuod  Aqe],

pringer

A



A. Angelis et al.

Access restrictions

All countries apply access restrictions, usually relating to
specific indications or specific population sub-groups.
France mainly uses financial risk-sharing (price—volume)
agreements [56]. Sweden issues temporary decisions for
cases when there is insufficient certainty around the (clin-
ical) evidence [56], and risk sharing agreements may take
place to speed up the reimbursement process upon the
requirement of additional evidence following the review
[31], in addition to restricting access for specific sub-pop-
ulations. In England, major and minor restrictions exist: the
former relate to cases where the technology is indicated
only for second-line treatment (and beyond), or only for
specific sub-populations, and the latter relate to the need
for specialist supervision or treatment monitoring [39];
performance based agreements (also known as patient
access schemes) also exist, especially in regards to the use
of biologics and cancer drugs, according to which a pre-
specified clinical (endpoint) condition must be reached at a
specific post-assessment time point, i.e. response rules, for
the coverage of the technology to continue [88]. The
inclusion of expensive cancer drugs which are deemed
cost-ineffective in the cancer drugs fund (CDF) is indica-
tive of efforts to enable access to very costly medicines to
patients that need them on a selective basis.

In the Netherlands, the system of coverage with evi-
dence development (CED) for high cost and orphan inpa-
tient drugs was used extensively between 2006 and 2011.
Currently, financial-based agreements and performance-
based risk sharing agreements are considered as well. In
Poland, restrictions could be applied to a positive recom-
mendation, which can be either major, e.g. restricted to
specific subpopulations (monitoring of use), or minor, e.g.
requiring a lower price (so called Risk Sharing Schemes,
but cost sharing in practice) [25]. In Spain, MEAs are
concluded at the regional level. Price volume agreements
(PVAs) are usually applied to single new products where
the negotiated price is conditional on the expected number
of units sold.

Dissemination and implementation

Most countries employ dissemination procedures in order
to support the implementation of their decisions, including
prescribing guidelines and national drug formularies [43].
In France, since 2013, there is a public online drug data-
base allowing the general public to access data and docu-
ments on marketed drugs [89]. In Germany, IQWiG
prepares a variety of dissemination products besides the
dossier assessment including technical scientific reports
(and rapid reports where no commenting procedures take
place), but also public and user-friendly health information
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and working papers on recent developments in the field,
including methodological aspects [52]. The dossier
assessment is provided by the G-BA, which can also issue
prescribing advice [25]. In Sweden, at least for the review
of products that are already on the positive list, informa-
tional material in the form of a fact sheet is produced
(possibly accompanied by supplementary information tak-
ing the form of a PowerPoint presentation and an FAQ
sheet), covering the analysis, the appraisal and the con-
clusion of the evaluation, distributed to the major stake-
holders on the date of the decision and about a week before
it becomes publicly available online [35, 36]. In England,
the NHS is legally obliged to implement NICE guidance
and fund the recommended technologies within 3 months
of the outcome of the decision [53, 60]. In Poland, since the
Reimbursement Act (issued in 2011, effective from 1
January 2012), drugs can be reimbursed under different
lists [25]. Pharmacy reimbursement includes prescribed-
only medicines available to patients through four main
categories of co-payment. Chemotherapy drugs are avail-
able in hospital settings free of charge. Other “regimen”
programs are available, under which drugs for selected
diseases are reimbursed fully to strictly defined patient
populations whose eligibility is decided by appropriate
clinician committees.

Appeal mechanisms and review of decisions

Most countries have appeal mechanisms in place in case
of dissent and they all revise their decisions either
according to fixed time schedule or on a rolling basis
[56, 61]; in France, the drug registration is subject to
renewal every five years and a drug may also be subject
to post-registration studies. Sweden re-evaluates its old
reimbursement list and both Sweden and England may
revise technologies once new evidence becomes available.
On average, positive recommendations (with or without
restrictions) account for approximately 90% of NICE’s
appraisals [90].

Although it appears that revisions were taking place
systematically after four years for in-patient drugs and
on an ad hoc basis for out-patient drugs [42, 56], more
recent evidence suggests that, in practice, the process is
irregular and providers that have no adequate reim-
bursement due to a new innovation will ask the Dutch
healthcare authority for a revision of reimbursement.
The agency then investigates if a revision is reasonable
and what the new reimbursement should be [25]. In
Italy, the negotiation process leads to a 2-year, confi-
dential, renewable contract between AIFA and the
manufacturer [25]; a possible revision is feasible on the
grounds of a new product exceeding the original forecast
of a company.
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Discussion

In all study countries, HTA agencies have an autonomous
function. The evaluation process of medical technologies
typically involves an initial assessment of evidence con-
ducted by technical groups, followed by the appraisal of
the assessed evidence from an expert committee that is
producing reimbursement and coverage recommenda-
tion(s) for the final decision body, which can be either the
payer (e.g. MoH, HIF), or the HTA agency itself.

In addition to the comparative assessment of clinical
benefit, most countries implement a type of economic
evaluation (mainly CUA or CEA) as the main analytical
method to determine the value of new technologies, with
the preferred health gain measure usually being the QALY,
or alternative patient-relevant (if not final) outcomes. Both
direct preference-based elicitation techniques (e.g. TTO,
SG) and indirect multi-attribute classification systems (e.g.
EQ-5D and HUI3) are used to elicit utility scores either
from patients or the general population. The debate around
preferred health gain measures is strong and often contra-
dictory across jurisdictions. For example, while NICE in
England favours the use of the QALY, IQWiG in Germany
strongly opposes its use on the grounds that it does not
reflect patient-level utilities being the ones that actually
matter, rather than population-based utilities [25].

The evaluation (assessment and appraisal) outcome is
used mainly as an aid to make coverage recommendations
in relation to the reimbursement status of medical tech-
nologies, but the analysis outcomes are also used to influ-
ence pricing decisions as well (although this is done only
indirectly in England). Access restrictions for sub-popula-
tions or sub-indications, possibly through the application of
risk-sharing agreements, have become common practice
across many jurisdictions. Information material is often
disseminated by the HTA agencies to a range of stake-
holder groups; the implementation of agencies’ recom-
mendations is usually taking the form of prescribing
guidelines and inclusion into drug formularies. Technology
suppliers across all jurisdictions have the option of dissent/
appeal and revision of recommendations is taking place
either over a standard period of time or when new evidence
becomes available.

Our results show that additional value concerns going
beyond economic evaluation or clinical benefit assess-
ment are captured to a different extent or included in the
evaluation process as criteria that may help to explain
some of the heterogeneity observed in coverage recom-
mendations and decision-making.

Overall, all countries assess similar types of evidence;
however, the specific endpoints used, their level of provi-
sion and requirement, the way they are incorporated (e.g.

explicitly vs. implicitly) and their relative importance vary
across countries. The same holds for the interpretation of
the submitted evidence by HTA agencies [7]. Overall, the
main evidence assessed could be divided into six clusters
of information: (1) burden of disease, (2) therapeutic and
safety impact, (3) innovation level, (4) socioeconomic
impact, (5) efficiency considerations, and (6) other sources
of evidence and criteria.

Conceptual and methodological limitations in value
assessment

Current value assessment (VA) approaches mainly con-
sider comparative clinical efficacy in combination with
clinical cost-effectiveness techniques, while increasingly
incorporating real world data after a new drug has entered
the market, thus essentially reflecting comparative effec-
tiveness and efficiency. However, there is considerable
subjectivity in the criteria selection used to interpret evi-
dence and determine product value, notably which metrics
can be used to measure efficacy and effectiveness, what
type of costs need to be considered, and, very importantly,
how to account for other key dimensions of value.

Most VA approaches examine the efficacy/effective-
ness, or cost-effectiveness of new interventions by mostly
addressing only a partial dimension of ‘overall value’ in a
systematic and explicit manner that relates mainly to
‘scientific value judgments’ (ScVIJ) of their therapeutic
aspect (e.g. safety, efficacy, effectiveness), possibly in
relation to cost. However, as many HTA agencies have
recognised (at least indirectly), the value of new medical
technologies is multi-dimensional, and not only limited to
clinical benefit and cost. In addition to commonly used
ScVIJ, which are based solely on “scientific” evidence
relating to clinical cost-effectiveness and ICERs, other
“social” value factors (social value judgements—SoVJ),
falling under the information clusters of burden of disease,
innovation level and socioeconomic impact, also play a
definitive role in the deliberative process and, ultimately, in
decision-making; however, there is little, if any, evidence
on how SoV]J are captured formally in the appraisal process
across settings.

In most settings, the absence of clarity on the use of
SoV]J, including their interplay with ScVJ, and their influ-
ence on coverage recommendations, remains unknown.
SoVJs are usually considered implicitly by HTAs or deci-
sion-makers mostly on an ad-hoc basis. In most cases it is
not known what their relative importance is, and what trade-
offs HTA agencies are willing to make. As a result, the
concept of ‘overall value’ remains elusive, given that mul-
tiple evaluation criteria apply across different settings, with
differential intensity and in a non-systematic manner.
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Policy implications and ways forward

Following the technical review of policy initiatives and
opportunities for collaboration and research for access to
new medicines in Europe, WHO proposes far more
extensive use of HTA in decision-making [91]. However,
for this to take place, a more holistic perspective and
coordinated action would be needed.

Decision-makers, as well as other stakeholders, need
clear, comprehensive and transparent ways of assessing
clinical and economic benefit and the impact those new
treatments have, from a wider socio-economic perspective,
in order to make rational decisions about priority setting.
Not having such methods creates a conceptual, method-
ological and policy gap. Appropriate adaptations of current
methodologies, or development of new transparent con-
ceptual frameworks, seem to be needed.

NICE in England is one of the forerunner agencies in
acknowledging, formalising and creating a methodological
landscape for SoVJ, which include, first, the burden of dis-
ease the treatment addresses, hence the clinical and policy
importance of the health topic under consideration; second,
the cost impact on resources from a societal perspective;
third, policy objectives relating to the long-term benefits of
innovation [92-94], and, in general, the broader balance
between benefits and costs. The existing influence of disease
severity could be illustrated in the context of EoL treat-
ments, where QALYs gained for terminal illnesses have a
greater weight [95], on the grounds that society places a
special value on extending the lives of the terminally ill [96].
Decision makers have been exploring new ways of consid-
ering additional value parameters, while highlighting the
need for “a broader and more transparent assessment”
methodology, suggesting a move towards value-based
assessment [97, 98]. A comparable approach highlighting
the broader societal implications of introducing a new
technology, addressing considerations of need, equity and
human dignity, are also present explicitly in the case of the
Swedish TLV. Despite the explicit nature of these broader
considerations, it is unclear what their influence is in shaping
VAs and coverage recommendations.

Aspects of HTA shortcomings have also been reflected
by various recent initiatives seeking to establish “value
frameworks” aiming to aid pricing and clinical practice
decisions by considering a variety of parameters for the
assessment of value, possibly in relation to costs. Most of
that work has been led by professional associations seeking
clarity on the determinants of value and their relative
importance to different stakeholders [99—-103]. However,
attention should be paid to their methodologies, for recom-
mendations to be robust and to avoid misguided decisions
[104]. All these initiatives have attempted to adopt multi-
criteria evaluation approaches, albeit in a very simplified and
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relatively abstract manner. Other approaches embedded in
decision analysis could address benefit-risk assessment
considerations of health care interventions [105, 106].
Considering the limitations highlighted by this systematic
review in the context of HTA as it is practised currently, it
looks as though multi-criteria decision analysis methods
could be explored to capture the value of new medical
technologies in a holistic manner and, through this, facilitate
HTA decision-making processes in a spirit of transparency,
comprehensiveness, and flexibility [107, 108].

The heterogeneity in VA systems across Europe, which
also results in significant difference in coverage recom-
mendations across settings based on how HTA agencies
perceive or interpret evidence and the associated uncer-
tainties, has recently acquired another important dimen-
sion; in September 2016, the European Commission
outlined its thoughts to strengthen EU cooperation on HTA
[109]. The Commission’s vision includes several options,
ranging from voluntary long-term cooperation to coopera-
tion on the production of full joint HTA reports. While it is
very premature to speculate what the likely outcome of this
initiative is going to be beyond 2020, when the current
Joint Action 3 ends, the Commission’s desired course of
action seems to be in favour of greater collaboration
amongst HTA agencies. Whatever the form of collabora-
tion, member states will undoubtedly contend that the
principle of subsidiarity will need to hold. This implies that
member states will continue to exercise control on
appraisals and coverage recommendations, but assessment
could be done through some form of collaborative
arrangement (jointly, via mutual recognition, or otherwise).
If so, the precise criteria that are acceptable across member
states will need to be clarified and explicitly incorporated
into the assessment process. The current heterogeneity in
coverage recommendations, which results partly from dif-
ferences in methods applied in the assessment phase, and
special considerations/social value judgements applied in
the appraisal phase, may need to be addressed by recog-
nising the relative importance of the latter in the assess-
ment phase. This would provide greater steering to member
states during the appraisal phase when they seek to make
final decisions on coverage. It will also require significant
debate in order to come to a joint understanding on the
different criteria and their relative importance that can be
used in and inform the assessment phase beyond costs and
effects.

Conclusion
The study highlights a number of significant similarities

but also considerable differences in the practices, processes
and policies of VA for new medicines across eight study
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countries in Europe. These differences exist because of
different national priorities between countries, but also
because of different processes and methodological frame-
works adopted for the elicitation of decision-makers’
preferences. Overall, there is considerable ambiguity with
regards to what additional value criteria to incorporate,
how to establish their relative importance, and whose
preferences to consider. Currently, all these decisions are
subject to decision-makers’ discretion, but are in most
cases exemplified in a less than transparent way, potentially
resulting in some form of bias.

Procedures characterized by greater transparency or
clarity in terms of value criteria used and a higher degree of
comprehensiveness and methodological robustness could
lead to more rational evidence-based decision making,
contributing to more efficient resource allocation and,
potentially, higher societal welfare, while also raising
public confidence and fairness in terms of homogeneity and
consistency of decision outcomes.

The limitations of the current VA methodologies and the
identified conceptual and policy gaps suggest that there is a
need for methodological approaches that encompass multiple
evaluation criteria explicitly, so that value can be an explicit
function of a number of dimensions beyond those that are
currently explicitly and sytematically captured. This is
increasingly becoming imperative in the context of European
collaboration, particularly if some form of joint assessment at
EU level is likely to emerge beyond 2020. Decision analysis
and multi-criteria evaluation approaches could potentially
provide the foundation for measuring and eliciting the value of
new medicines and technologies as they provide a compre-
hensive alternative for quantitative modelling.
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