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Wim G. Goettsch
Zorginstituut Nederland & Division of Pharmacoepidemiology and Clinical Pharmacology, Faculty
of Science, Utrecht Institute for Pharmaceutical Sciences

Objectives: Many European countries perform rapid assessments of the relative effectiveness (RE) of pharmaceuticals as part of the reimbursement decision making process.
Increased sharing of information on RE across countries may save costs and reduce duplication of work. The objective of this article is to describe the development of a tool for rapid
assessment of RE of new pharmaceuticals that enter the market, the HTA Core Model R© for Rapid Relative Effectiveness Assessment (REA) of Pharmaceuticals.
Methods: Eighteen member organisations of the European Network of Health Technology Assessment (EUnetHTA) participated in the development of the model. Different versions of
the model were developed and piloted in this collaboration and adjusted accordingly based on feedback on the content and feasibility of the model.
Results: The final model deviates from the traditional HTA Core Model R© used for assessing other types of technologies. This is due to the limited scope (strong focus on RE), the
timing of the assessment (just after market authorisation), and strict timelines (e.g. 90 days) required for performing the assessment. The number of domains and assessment
elements was limited and it was decided that the primary information sources should preferably be a submission file provided by the marketing authorisation holder and the
European Public Assessment Report.
Conclusions: The HTA Core Model R© for Rapid REA (version 3.0) was developed to produce standardised transparent RE information of pharmaceuticals. Further piloting can provide
input for possible improvements, such as further refining the assessment elements and new methodological guidance on relevant areas.
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Medicines regulatory agencies assess a new pharmaceutical on
the basis of efficacy, safety and quality data and recommend the
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granting of a marketing authorization when there is a favorable
balance of the pros and cons of the clinical outcomes for patients
(also referred to as the benefit-risk balance) (1). Due to contin-
uous rising costs in health care and budget restraints third-party
payers require that new, mostly expensive pharmaceuticals also
have a substantial added value compared with treatments that
are already available (1;2). One of the most commonly claimed
values is an added clinical benefit and/or better safety profile.
Comparing the clinical benefits and harms of a (new) technology
with one or more (older) technologies used for the same condi-
tion is commonly referred to as comparative effectiveness in the
United Stated (US), or relative effectiveness (RE) in Europe. In
many European countries RE assessments of pharmaceuticals
are performed as part of the reimbursement decision making
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process (3). These RE assessments need to be performed in a
limited timeframe (90 days for pricing or reimbursement de-
cision or 180 days for pricing and reimbursement decision) to
achieve fast access for patients to new pharmaceuticals as was
laid out in the Transparency Directive (Directive 89/105/EEC)
(4).

There is general consensus that the decision-making pro-
cess on reimbursement decisions should be undertaken within
national or local contexts in European Union Member States.
However, there are potential efficiencies to be gained from en-
hanced collaboration around the collection of evidence under-
pinning these decisions. Increased sharing of information (e.g.,
methods, data requirements, and results) across jurisdictions
may increase the quality and consistency of RE assessments in
Europe. This may prevent duplication of information in various
countries and save resources accordingly (3). To achieve this,
there is a need for tools which allow standardized production
and transparent reporting of RE information. Kleijnen et al. (3)
concluded in a previous study that there are more similarities
than differences in the methodology used for RE assessments
in European jurisdictions indicating that a standardized, cross-
border production of RE assessments may be possible.

The HTA Core Model R© has been developed by the member
organizations of the European Network of Health Technology
Assessment (EUnetHTA) as part of EUnetHTA Joint Action 1
(JA1), a 3-year project (2010–2012) that was initiated by the Eu-
ropean Commission to stimulate sustainable HTA collaboration
in Europe. The aim of the Model is to facilitate the produc-
tion and reporting of shareable pieces of HTA information. The
HTA Core Model R© consists of a set of generic questions (i.e.,
assessment elements) grouped in nine domains (see Figure 1)
(5). For a given assessment, assessors select questions from the
model that they consider relevant for their topic and formulate
them into research questions specific to their assessment. The
model also contains methodological guidance for answering
the questions and provides a structure for reporting. The idea of
splitting HTA in research questions and their answers (includ-
ing the methods for producing the answers) is that for national
report production it is probably easier to adapt information from
standardized pieces of information than from a traditional for-
eign national report. One can easily find and select the pieces
of information required for national purposes and evaluate the
validity of the information due to the structured and detailed
reporting. As assessment questions may be specific to differ-
ent types of technologies, specialized applications were already
available in 2009 for medical and surgical interventions and
diagnostic tests. The HTA bodies involved in developing a tool
for standardized production and reporting of RE information
of pharmaceuticals decided to adapt the framework of the HTA
Core Model R© to suit the expectation and requirements of RE
assessments of pharmaceuticals.

There are some essential differences between the traditional
approach of the HTA Core Model R© and doing a rapid RE assess-

ment of pharmaceuticals. The main reason for these differences
is that a RE assessment has a narrower scope than a traditional
HTA. A RE assessment is a specific element of HTA that focuses
on the clinical benefits and harms of the intervention, whereas
HTA is broader and can also include other aspects, such as eth-
ical, cost, and cost-effectiveness considerations (3). Second, as
a rapid RE assessment is usually conducted just after the phar-
maceutical has received market authorization, the data available
for doing the assessment is often limited. Finally, the restricted
timelines (90 or 180 days) for achieving fast patient access to
new pharmaceuticals impose working restrictions on what is
achievable within these timelines. Based on these differences
in approach, a new application of the HTA Core Model R©, the
HTA Core Model R© for Rapid Relative Effectiveness Assess-
ment of Pharmaceuticals, was developed. In addition to the RE
assessment model, nine methodological guidelines were devel-
oped for conducting a rapid RE assessment of pharmaceuticals.
Some of these guidelines are discussed in detail elsewhere in
this journal (6).

The aim of this article is to describe the development of
the HTA Core Model R© for Rapid Relative Effectiveness As-
sessment of Pharmaceuticals, hereafter referred to as the RE
assessment Model.

METHODS
The development of the RE assessment Model took place in
three phases (see Figure 1) and was led by a coordination team
at the Dutch Health Care Institute (ZIN, formerly know as CVZ).

Phase 1
From May 2010 to March 2011 the first version (v1.0) of the
RE assessment Model was developed. The “Cost and Economic
Considerations Domain” was explicitly excluded at the begin-
ning of the project based on the recommendations of the High
Level Pharmaceuticals Forum (HLPF) that health economic as-
sessments of costs and benefits should not be the primary focus
of the European collaboration (7). The HLPF was a high-level
ministerial platform for discussion between European Union
(EU) Member States, EU institutions, industry, healthcare pro-
fessionals, patients and insurance funds between 2005 and 2008.
A specific working group on RE aimed at supporting Member
States to apply RE systems to allow containment of pharmaceu-
tical costs as well as a fair reward for innovation. The definition
from the RE working group on RE was adopted: the extent to
which an intervention does more good than harm compared
with one or more intervention alternatives for achieving the de-
sired results when provided under the usual circumstances of
healthcare practice (8). The first version of the RE assessment
Model was produced by 8 working groups called Domain teams
that included individuals from 18 HTA organizations from 12
European countries. Each team focused on one domain and the
roles of the individuals in a team were divided into authors and
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Figure 1. Development of the HTA Core Model
R©
for Rapid Relative Effectiveness Assessment of Pharmaceuticals (model for rapid RE assessment).
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reviewers. The authors used the existing text of the HTA Core
Model R© v1.0 for Medical & Surgical Interventions as well as
draft versions of the HTA Core Model R© v1.0 for Screening
Technologies as base text and had the task of updating the text
and to consider adding specific elements and methodological
guidance for pharmaceuticals. Reviewers commented on the
draft versions of authors’ work. Subsequently, all domains were
integrated into one document which was sent to all work pack-
age 5 (WP5)/JA1 organizations for comments in January 2011.
The comments were processed by the authors of the domains
resulting in the first version (v1.0) of the RE assessment Model
(March 2011).

Phase 2
In phase 2 (April 2011 – January 2012), a pilot assessment was
conducted to test the first version of the RE assessment Model
and Guidelines for rapid RE assessment to collect feedback on
the content and feasibility of the tools. The topic of the pilot as-
sessment was pazopanib for the treatment of advanced renal cell
carcinoma. Using the list of pharmaceuticals that received mar-
ket authorization between 1 June 2010 and 1 February 2011, the
topic was chosen based on the preferences of WP5/JA1 mem-
ber organizations and stakeholders. The assessment was also a
multi-HTA-organization effort, including fifty-four individuals
from twenty-two EUnetHTA member organizations from six-
teen European countries. The work was divided in eight domain
teams. Subsequently, results of these domain teams were gath-
ered in one pilot report. Feedback on the outcomes of the pilot
was collected throughout the project and through structured sur-
veys. Details about the pilot and the surveys are described in a
different article in this journal (9).

Phase 3
In phase 3 (February 2012 – March 2013), the experience from
the pilot as well as discussions between WP5/JA1 organiza-
tions were used to make the second version (v2.0) of the RE
assessment Model. The changes were implemented by the co-
ordination team, after which the domain teams from the first
version of the RE assessment Model functioned as reviewers.
Subsequently, the RE assessment Model was subject to consul-
tation by WP5/JA1 organizations and the WP5/JA1 Stakeholder
Advisory Group, that consisted of a group of content related ex-
perts from various stakeholders (June/July 2012), and the public
(October/November 2012). At each round of consultation, all
comments were compiled into one document and each comment
was addressed with a response whether the suggested change
was implemented and a reason for rejection (if applicable) or
explanation of how the comment was processed.

RESULTS
Based on the comments of the consultations and discussions be-
tween WP5/JA1 organizations, the coordination team produced

the final version (v3.0) of the RE assessment Model which was
published on EUnetHTA’s Web site in March 2013. The final
version of the RE assessment Model (v3.0) is limited to four
domains with thirty-nine assessment elements (see Table 1).
Table 2 lists the main changes that were made to the RE as-
sessment Model and the number of comments received during
the consultation. Details on the nature of the comments are in-
cluded in Supplementary Table 2, which can be viewed online
at http://dx.doi.org/10.1017/S0266462314000609. Only those
comments are included in Supplementary Table 2 for which
there was consensus among the respondents.

Phase 1
In the first version, the existing text of the HTA Core Model R©
was adapted for the purpose of undertaking a rapid assessment
of pharmaceuticals and focusing more on the comparative na-
ture of the assessment. In addition, the number of assessment
elements was downsized. The most relevant comments from
WP5/JA1 members on V1.0 included a preference for one gen-
eral methods section instead of domain specific sections, the
need for a specific “relative effectiveness” section and more
emphasis on the comparative nature of the assessment.

Phase 2
The main points for improvement that were gathered from the
pilot assessments included the following: an extensive litera-
ture search was not considered feasible (too time consuming),
the general scope should include outcomes, overlap between as-
sessment elements should be reduced, the number of assessment
elements should be narrowed down and the last four domains
were considered less relevant for a rapid assessment.

Phase 3
The most visible adaptations were implemented in the second
version of the RE assessment Model as a result of the experi-
ence from the pilot and comments from WP5/JA1 members on
version 1.0 that had not been addressed yet. First, the Social,
Ethics, Organizational and Legal domain were excluded from
the RE assessment Model as it was believed that these domains
are out of scope for a RE assessment (which focuses on the
clinical benefits and harms), they require too much work within
the restricted timelines and they are more context specific and,
therefore, less suitable for cross-border assessment. However,
it was believed that for specific pharmaceuticals some social,
ethical, organizational, and legal aspects may still be relevant,
especially at the scoping phase of a RE assessment. There-
fore, a checklist with questions was developed and included
in the RE assessment Model (see Supplementary Table 1). Be-
cause the assessment is comparative in nature, only new issues
should be dealt with, which arise from a difference between
the pharmaceutical to be assessed and its major comparator(s).
If a question in the checklist is answered with “yes”, further

491 INTL. J. OF TECHNOLOGY ASSESSMENT IN HEALTH CARE 30:5, 2014

https://doi.org/10.1017/S0266462314000609 Published online by Cambridge University Press

http://dx.doi.org/10.1017/S0266462314000609
https://doi.org/10.1017/S0266462314000609


Kleijnen et al.

Table 1. Assessment Elements of the HTA Core Model for Rapid Relative Effectiveness Assessment of Pharmaceuticals

Domain Topic Assessment element AE number

Health problem and current
use of technology

Target condition What is the disease or health condition in the scope of this assessment? A0002

What are the known risk factors for the condition? A0003
What is the natural course of the condition? A0004
What is the burden of disease for the patient? A0005
What is the burden of the disease for society? A0006

Target population What is the target population in this assessment? A0007
How many people belong to the target population? A0023

Utilization For which health conditions and populations, and for what purposes is the technology used? A0001
How much are the technologies utilized? A0011

Current management of the
condition

How is the health condition currently diagnosed according to published guidelines and in
practice?

A0024

How is the health condition currently managed according to published guidelines and in practice? A0025
Regulatory status What is the marketing authorization status of the technology? A0020

What is the reimbursement status of the technology? A0021
Description and technical
characteristics of
technology

Features of the technology What is the technology and the comparator(s)? B0001

What is the approved indication and claimed benefit of the technology and the comparator(s)? B0002
What is the phase of development and implementation of the technology and the
comparator(s)?

B0003

Who performs or administers the technology and the comparator(s)? B0004
In what context and level of care are the technology and the comparator used? B0005

Investments and tools required
to use the technology

What kind of special premises are needed to use the technology and the comparator(s)? B0008

What supplies are needed to use the technology and the comparator? B0009
What kind of data and records are needed to monitor the use of the technology and the
comparator?

B0010

What kind of registry is needed to monitor the use of the technology and comparator? B0011
Safety Patient safety What kind of harms can use of the technology cause to the patient? C0001

What is the dose relationship of the harms? C0002
How does the frequency or severity of harms change over time or in different settings? C0004
What are the susceptible patient groups that are more likely to be harmed? C0005
What are the user-dependent harms? C0007
How safe is the technology in relation to the comparator? C0008

Environmental safety What kind of harms are there for public and environment? C0040
Clinical effectiveness Mortality What is the expected beneficial effect of the intervention on overall mortality? D0001

What is the expected beneficial effect on the disease-specific mortality? D0002
What is the effect of the intervention on the mortality due to causes other than the target
disease?

D0003

Morbidity How does the technology affect symptoms and findings? D0005
How does the technology affect progression of disease? D0006

Function What is the effect of the technology on patients’ body functions? D0011
How does the use of technology affect activities of daily living? D0016

Health-related quality of life What is the effect of the technology on generic health-related quality of life? D0012
What is the effect of the technology on disease-specific quality of life? D0013

Patient satisfaction Was the use of the technology worthwhile? D0017

AE, assessment elements
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Table 2. Changes That Were Made during the Production of the HTA Core Model
R©
for Rapid Relative Effectiveness Assessment and Results of Consultations

Changes that were made during the production of the HTA Core Model R© for Rapid Relative Effectiveness Assessment
1st version
� Exclusion of ‘Costs and economic evaluations’ domain
� Text of model was adapted for evaluation of pharmaceuticals and the ‘comparative’ element was added
� Selection of assessment elements considered relevant (78 elements selected)
2nd version
� The model was limited to the first four domains
� A short checklist was included to check if there may be relevant social/legal/ethical/organizational issues to add to the first four domains during the scoping phase
� The general scope of the subject under assessment was changed to include also outcomes
� Domain specific methods sections were replaced by one general methods section
� Methods section was based on the assumption that RE assessment submission file by the marketing authorization holder and the European Public Assessment Report are the
primary sources for doing an assessment (instead of doing a de novo assessment)

� Further selection of assessment elements considered relevant (41 elements selected)
� Guidance was included on how to produce a ‘relative effectiveness section’ that combines data from all domains included
� Formulation of text in the assessment elements was improved including more emphasis on ‘relative’ assessment
� Other textual revisions in the model including improved consistency between the narrative part of the RE assessment Model text and the assessment elements tables
3rd version
� Textual revisions
� Reduction of overlap between text in RE assessment Guidelines and RE assessment Model
� Text about the history and development of the RE assessment Model was moved to an appendix
� Further selection of assessment elements considered relevant (39 elements selected)
� Textual revisions
Results of consultations
Target consultation group No. of comments No. and type of organizations that commented
WP5 organizations: comments on 1st version 430 12 HTA organizations from 11 countries
WP5 organizations: comments on 2nd version 195 5 HTA organizations from 5 countries
WP5 stakeholder advisory group 36 3 European industry organizations

1 European consumer organization
Public 216 3 European industry organizations

2 pharmaceutical companies
1 HTA organization

Total= 877

analysis of these issues may be warranted. Second, the project
scoping was altered from Technology, Indication, Comparator
(TIC) to Patient, Intervention, Comparator, Outcome (PICO).
Whereas in the HTA Core Model R© outcomes are determined
per domain (not in the general scope), in the RE assessment
Model outcomes are included in the general scope of the as-
sessment. This is possible as there is less variance in outcomes
as only domains with clinical outcomes are included. In addi-
tion, it was regarded preferable to have a central discussion on
the relevant outcomes because it is crucial for correct scoping
of a RE assessment. To reduce overlap in methodological guid-
ance, one general methods section was developed for the RE
assessment Model in contrast to the HTA Core Model R© that
contains methods sections per domain.

The traditional HTA Core Model R© is based on the principle
of doing a de novo assessment including an extensive literature

search. This was changed for the RE assessment Model as this
is not feasible in the short timeframe of a rapid assessment.
The methods section of the RE assessment Model was based
on the assumption that a submission file by the marketing au-
thorization holder (including a systematic literature search) and
European Public Assessment Reports are the primary sources
for undertaking the assessment. The European Public Assess-
ment Report is produced by the European Medicines Agency
as part of the market authorization process for a pharmaceuti-
cal. There was a further exclusion of assessment elements that
were not considered relevant. Finally, guidance was included in
the RE assessment Model on how to produce a “relative effec-
tiveness section” that combines data from all domains included
(synthesis).

The main comments on v2.0 from the WP5/JA1 mem-
bers, Stakeholder Advisory Group and public consultation are
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included in Supplementary Table 2. Most of these were ad-
dressed in the final version of the RE assessment Model. The
main changes that led to the final version (v3.0) of the RE as-
sessment Model were textual revisions, reduction of overlap
between text in RE assessment Guidelines and RE assessment
Model and further exclusion of assessment elements that were
not considered relevant.

The following comments were not addressed in the final ver-
sion of the RE assessment Model. First, a considerable number
of comments from stakeholders, such as industry, related to the
procedure of performing an assessment, including stakehold-
ers involvement. It was decided that procedure related aspects
should not be part of the RE assessment Model, as the focus of
the Model is methodology and guidance for reporting, and that a
separate procedure manual would be drafted for WP5/JA2 for
doing cross-border assessments of pharmaceuticals. In addition,
stakeholders requested to include more information on different
types of modeling to extrapolate efficacy data to effectiveness
data. It was decided to not include this information as these
methods are still very much in development and not consid-
ered common practice by most HTA organizations. The request
to exclude methods for post-authorization rapid assessments
and solely focus on pre-authorization rapid assessments was
rejected as WP5/JA1 organizations wanted the RE assessment
Model also to be suitable for the reassessment of products for
which new information is available. Furthermore, stakeholders
pointed out that the RE assessment Model does not provide
guidance for the marketing authorization holder on the required
content of the submission file. Providing this guidance was
considered out of scope for the current development of the RE
assessment Model as the development of a template for a RE as-
sessment submission file is planned for EUnetHTA JA2. Finally,
the WP5/JA1 organizations agreed with stakeholders that infor-
mation produced with the RE assessment Model should limit
duplication of the content of regulatory documents. However,
further testing of the RE assessment Model in pilots should
show whether this requires adaptation in the RE assessment
Model itself.

DISCUSSION
The aim of this article was to describe the development of
the Model for Rapid RE assessment which allows standardized
production and reporting of RE information. The current RE
assessment Model was based on the HTA Core Model R© and
produced through collaboration of 18 European HTA organiza-
tions. The final RE assessment Model deviates from the tradi-
tional HTA Core Model R© used for assessing other types of tech-
nologies. This is due to the limited scope (strong focus on RE),
the timing of the assessment (just after market authorization),
and strict timelines (e.g., 90 days) required for performing the
assessment. The RE assessment Model was reduced to only the
first four domains of the HTA Core Model R© (instead of all nine)

and a reduced number of assessment elements, thirty-nine re-
search questions in total, in these domains. Furthermore, it was
decided that the primary information sources should preferably
be a submission file provided by the marketing authorization
holder and the European Public Assessment Report.

The actual number of assessment elements included in an
assessment could be lower than thirty-nine. If a specific as-
sessment element is considered not relevant for the pharma-
ceutical(s) being assessed it should be excluded. Although the
number of assessment elements was reduced substantially it is
still a considerable amount of work to process them all in a rapid
assessment. An argument for further downsizing the number of
assessment elements is that avoiding overlap and duplication of
information between assessment elements is more relevant for
a rapid RE assessment compared with a traditional assessment
produced by an HTA Core Model R© as it is more likely that not
only individual assessment elements will be used for national re-
porting but the whole assessment. The “report” is more sharable
between countries due to the generic (not context specific) in-
formation in the RE assessment . Hence, the flow of information
throughout the assessment becomes more relevant and the sum-
mary becomes a crucial part of the concise document instead of
the detailed reporting of the results cards. Further piloting may
show whether more of these assessment elements are abundant
for a rapid RE assessment, enabling further downsizing of the
RE assessment Model.

Whereas medicines regulatory agencies focus on the
benefit-risk assessment of a pharmaceutical to establish whether
the pharmaceutical will do more good than harm in a defined
group of patients (1;10), the assessment of the RE focuses on
the achieved health outcomes relative to comparative treatment
options. In addition, in comparison to licensing assessments,
RE assessments place more focus on clinically relevant out-
comes (e.g., overall survival) and put more emphasis on the
applicability (external validity) of data (1). The product of the
licensing assessment (e.g., European Public Assessment Report
in Europe) is considered a relevant source of efficacy and safety
information for doing a RE assessment of pharmaceuticals (4),
however, due to the above mentioned differences, it is not con-
sidered suitable as direct input (as such) for reimbursement
decision making.

One of the issues that is still under debate is the final as-
sessment of the RE in which the clinical benefits and harms are
adequately combined. The current RE assessment Model guides
how to produce the relative effectiveness section (synthesis) in
which information about the clinical benefits and harms should
be presented in combination. However, combining the clinical
benefits and harms in the RE assessment model only consists of
visual parallel presentation of both data and not of one quanti-
tative answer that combines both data. In the future, it would be
preferable to achieve a quantitative way to illustrate the balance
of benefits and harms. However, these methods are, as yet, not
well developed or used. The European Medicines Agency and
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the Committee for Medicinal Products for Human Use have
also not been able to identify established quantitative methods
to balance risk and benefits for the market authorization process
(11;12). If RE is combined with health economic assessments,
which is current practice in assessments for the National In-
stitute for Health and Care Excellence in the UK, it might be
suggested to use quality-adjusted life years (QALY) as a com-
bined outcome for the assessment of benefits and harms. But
the use of the QALY is still under debate, especially outside
economic assessment, and preferences and ideas on the use of
QALYs deviate around Europe.

As discussed by Kleijnen et al. (9), the pilot with the RE
assessment Model and guidelines also showed that the tradi-
tional way of collaborating that has been used for the HTA Core
Model R©, in which many organizations are included as author of
the assessment, does not seem viable for producing a rapid as-
sessment. Instead, it is suggested that a few authoring agencies
(e.g., two) per assessment would be preferred to avoid duplica-
tion of work and information, to increase consistency through-
out the assessment and have more efficient communication be-
tween authors. The combination of the authoring agencies could
vary according to needs and topics. Broad participation from
various countries could still be ensured by involving several
organizations in an in-depth review of the assessment.

The RE assessment Model was developed as a result of the
recommendations of the HLPF on RE assessment. The HLPF
emphasized the importance for EU Member States to exchange
information on (the production of) RE assessments, but also
acknowledged that decisions on the detailed operation of
undertaking RE assessments, are most appropriately made at a
national level (7;8). The RE assessment Model and Guidelines
were developed to facilitate standardized production and shar-
ing of RE information while also leaving room for divergence
in methods and interpretation, if desired, between European
Member States. For example, the RE assessment Model and
Guidelines do not oblige the inclusion or exclusion of specific
study types (e.g., observational studies) or the use of specific
outcomes (e.g., surrogate outcomes) as there may be diverging
views between Member States on the value of this type of data.
However, the Guidelines help the assessor to make choices
regarding methods and the RE assessment Model facilitates
transparent reporting of the methods used. Other methodologi-
cal principles on RE assessment defined by the HLPF have been
respected as well such as addressing transparently uncertainty
in the evidence base, addressing issues regarding translating
evidence on relative efficacy into conclusions on relative
effectiveness, comparison with the most appropriate healthcare
interventions and identifying areas in which the evidence base
on an intervention could most usefully be developed in the
future.

The RE assessment Model is a European project, however,
it could also be useful for countries outside Europe. So far,
to the best of our knowledge, no standardized tools have been

developed that aim at providing RE information that is useful
beyond the national context. The increased interest in compar-
ative effectiveness data worldwide and increased resources for
these study types (e.g., through the American Recovery and In-
vestment Act of 2009 [13]) indicates that outside Europe there
is also a need for assessing the relative or comparative effec-
tiveness of health technologies. It is, for example, expected that
formulary decisions in the United States will increasingly be
based on comparative effectiveness, whereas there is a need for
guidance and training on how to use these data (14). As Euro-
pean countries have national/local legislations on coverage of
pharmaceuticals, the RE assessment Model was developed to
suit multiple countries. Therefore, it could also suit countries
outside of Europe.

A limitation in the development of the RE assessment
Model is that, due to time and resource constraints, the de-
velopment process included only one pilot assessment (9). It
is uncertain whether the lessons learned from this pilot would
also be applicable to other assessment topics. On the other
hand, we believe that the experience involved in this project
(multiple HTA organizations who perform assessment of var-
ious pharmaceuticals on a day-to-day basis) warrants that the
adaptations made to the RE assessment Model are in general
applicable to RE assessments. Further piloting of the RE assess-
ment Model in the years to come, using a range of pharmaceu-
ticals, should show the usefulness and provide input for further
development.

In conclusion, the commitment of so many organizations
and countries in the development of tools for RE assessment
shows that there is a clear need for standardized RE information,
ultimately resulting in assessments with better quality and less
duplication of information. The RE assessment Model, includ-
ing nine methodological Guidelines, was developed to facilitate
standardized RE information. Possible future improvements can
be made by refining the assessment elements and new method-
ological guidance on relevant areas.
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