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The 2015 Pharmaceutical Pricing and Reimbursement Information
(PPRI) Conference presented major challenges in achieving equitable
access to affordable medicines not just in low- and middle-income
countries but in high-income countries as well. This included innova-
tive medicines such as sofosbuvir whose planned market entry hit
public payers of high-income countries unprepared. As further new
medicines with high prices were expected to come to the market in
the future, the “sofosbuvir case” can be seen as a kind of “wake-up”
call.

Apart from high-priced medicines that dramatically challenge the
sustainability of pharmaceutical systems, discussions at the 2015 PPRI
Conference included non-availability of effective low-priced medi-
cines, critical assessment of the intended and unintended effects of
existing policies and supportive tools such as cost-effectiveness ana-
lysis as well as limitations related to transparency in medicine price
information [1].

Local challenges, global learnings?

Compared to previous years, the 2015 debate was characterized
by the fact that all countries, including rich economies, were
struggling to ensure affordable medicine access to their citizens.
Promoting affordable medicines used to be an individual fight,
since pharmaceutical policies for procuring, pricing and funding
medicines are national competence - even in the countries of
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the European Union that harmonised the regulatory framework
for marketing authorisation.

However, driven by a move to “globalising solidarity”, significant
changes occurred between the previous and the current 2019 PPRI
Conference. Authorities and payers took action to systematically
work collaboratively in technical areas, such as horizon scanning,
joint negotiations and procurement. In Europe, cross-country colla-
borations such as the Valetta Declaration or the Beneluxa initiative
were established [2, 3]. The European Commission tabled a proposal
of how to organise health technology assessment in Europe in a sus-
tainable manner, especially for innovative pharmaceuticals [4]. Infor-
mal collaborations increased in recent years, which provide a
platform for pricing and reimbursement authorities for an exchange
of best practices and experiences with policy implementation, such
as the PPRI network [5], allowing for cross-country learnings on best
practices. Lessons from these initiatives are presented at the 2019
PPRI Conference.

Since 2015, the pharmaceutical policy world has seen the adoption of
some Council Conclusions of the European Union related to the chal-
lenge of high-priced medicines [6, 7], the report of The Lancet Commis-
sion on Essential Medicines [8], the report of the UN Secretary General's
High-Level Panel on Access to Medicines [9], the establishment of the
“Fair Pricing Forum” by the WHO [10] and the adoption of a WHO reso-
lution on transparency [11]. Though there are differences in wording
and detail, all these initiatives aimed to develop new models, based on
the principles of equity, fairness, accountability and transparency of
medicine prices and R&D costs, for ensuring access to innovative medi-
cines. The discussion panels at the PPRI Conference will examine these
proposals and identify opportunities for further adaptations of these
new models where necessary.

“Fake” prices - Are price surveys still useful?

During the last few years, policy-makers and payers have increasingly
become frustrated over managed-entry agreements that were initi-
ally perceived as a promising policy option, but are instead used as
an instrument as the last resort. The “price” that governments pay
for making medicines available to their citizens is to agree into confi-
dential arrangements, though signalling a high list price to other
countries. As a result, authorities are frequently confronted with pub-
lished price information that is flawed. This poses new challenges as
more countries apply external price referencing (EPR) because several
middle-income countries started to regulate medicine prices and EPR
is the preferred pricing policy.

While many policy-makers and payers around the globe have
become aware of the weakness of existing pharmaceutical policies
such as EPR, managed-entry agreements and value-based pricing,
recent years have also seen advances in methodologies applied in
pricing and reimbursement policies, e.g. use of multi-criteria decision
analysis for decision-making [12], guiding principles for a well-chosen
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methodological design in EPR [13]. As long as no concrete or well-
defined solution to the medicines access challenge is implemented,
a well-designed mix of existing and further developed policies is the
next best option. These policies need to be tailored to the different
types of medicines and to the country context. Despite their limita-
tions, adequate pricing and reimbursement policies offer value in
promoting equitable access to affordable medicines. Advanced
methodologies and new evidence, including work presented at the
2019 PPRI Conference, should be considered.

Pharmaceutical systems research at the interface of diagnosis and
action

In this respect, pharmaceutical systems research (PSR) can make a
valuable contribution. PSR is a new discipline that derives from
health systems research. Through descriptive case studies, it
addresses topics such as the organisation and funding of pharmaceu-
tical systems, policies (e.g. related to pricing, reimbursement, distri-
bution and rational use of medicines), actors (e.g. authorities,
stakeholders) and implementation procedures. Comparative cross-
country studies, either descriptive or analytic, help improve the phar-
maceutical systems of different settings, in terms of affordability, effi-
ciency and quality [14]. Finally, impact evaluations study the effects
of policy implementation; using a pharmaceutical system lens can
augment the policy relevance of these evaluations. In fact, PSR is a
policy-supporting area of science that can support to work on solu-
tions or, at least, improvements in the pharmaceutical policy frame-
work of individual countries and globally.

Fixing the future

Is it sufficient to have debates, policy papers, scientific evaluation,
methodology advancement, cross-country best practices learnings
and exchange experiences to improve pricing and reimbursement
policies in Europe and other regions? Each of these pathways taken
by policy-makers, payers, researchers and/or stakeholders offers
value. Nonetheless, we need a combination of all to arrive from a
thorough diagnosis to sustainable impact: we need wise and trans-
parent policy-making, robust and multi-disciplinary science, critical
assessment of existing policies and tools as well as frank and in-
depth discussions. The 2019 PPRI Conference makes a significant
contribution to providing a platform for these activities that are criti-
cal to promote equitable access to affordable medicines.
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Patents and other forms of exclusive rights, such as data exclusivity
and market exclusivity, are meant to stimulate innovation by reward-
ing inventors with temporary monopolies over their innovations.
These monopolies enable them to reap economic rewards if they are
successful and thus ensure resources are available for yet more the
development of new medicines. However, given that exclusive rights
are granted over medical innovations, the consequences of mono-
poly pricing can be significant if a high price means that no access
to the treatment is provided to patients or postponed until lower-
priced versions of the product are available.

In the nineties, we have seen the consequences of the system in
global health when 8000 people living with HIV/AIDS were dying
each day in the developing world while lifesaving medicines were
available in wealthier nations but only at very high prices. Even
when more affordable generic antiretroviral medicines (ARVs)
became available from Indian producers, medicines patents pre-
vented their import and use in many countries. Governments and
global institutions found solutions for this problem. The use of flex-
ibilities in patent law [1] and later the availability of patent licenses
from the Medicines Patent Pool [2], coupled with the WHO prequali-
fication of ARVs, ensured widespread availability of low priced ARVs.
Today, the WHO recommended fixed-dose combination HIV medica-
tions are available for less than US$ 70 per patient per year.
Increasingly, high-income countries too, struggle to deal with high
medicines prices. Health ministers find it difficult to obtain good
results in price negotiations with companies that hold strong mono-
poly rights. It is therefore not surprising that patients and their physi-
cians call on governments to make use of the same patent law
flexibilities that helped access more affordable HIV medicines.
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The EU has started a review of the pharmaceutical incentive system
including of mechanisms that create or expand market exclusivity
such as the Supplementary Protection Certificate, Data exclusivity
and the Orphan Medicinal Product legislation that provides 10- year
market exclusivity [3]. The objective of the review is to ‘strengthen
the balance in the pharmaceutical system in the EU and its Member
States’. This process offers the EU and its members the opportunity
to amend current regulations and adopt policies to ensure a better
balance between incentivizing innovation and ensuring people have
access to effective new medicines and treatments. A critical discus-
sion that needs to take place is the question of whether high medi-
cines pricing is the most efficient way of incentivizing innovation. As
two Dutch ministers wrote in The Lancet a few years ago: “The sys-
tem is broken.... Patent and intellectual property exclusivities are the
only cornerstone of the current model. Companies can ask the price
they like. This will no longer do. We need to develop alternative busi-
ness models...[4]

In pharmaceuticals, the importance of striking the right balance
between rewarding innovation and ensuring that medicines are
available and affordable is particularly critical. Time has come to
experiment with developing alternatives to the reliance on high
medicines pricing to finance innovation.
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The development and implementation of policies and their effects —
regardless of pricing, reimbursement, or other policies - is highly
context specific, often with large variations between settings (1). Dif-
ferences in disease prevalence, availability of financial and human
resources, legislation, and values represent only some of the factors
contributing to these observed variations, making it difficult to ana-
lyze the complex pathways leading to change in policy outcomes (2).
Given the multiple influencing factors, the question remains as to
whether or not findings about pricing and reimbursement policies
are applicable and transferable from one context to another. For the
purpose of this paper, applicability means whether the intervention
process could be implemented in the local setting regardless of out-
come and transferability refers to whether it would be as effective in
the new setting as it was in the original study setting (3).

Policy research commonly utilizes case studies to allow in-depth,
multi-faceted explorations of complex issues in real-life settings
through qualitative methods. Another commonly used study design
within this field is a cross-national study consisting of individual case
studies that are analyzed comparatively (2), allowing for general con-
clusions about particular pricing or reimbursement policies. Two criti-
cal elements to allow testing for applicability and transferability are a
(i) detailed description of the process and contextual factors that
contributed to the observed effects and (ii) an iterative analysis of
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cases that are then compared and contrasted to develop general
conclusions.

Both steps require the use of a shared taxonomy when describing con-
text. Differences in taxonomy can inhibit common understanding and
create barriers to determining applicability and transferability (4). Since
pricing and reimbursement policy research is a relatively recent and
evolving field of inquiry, there are several important gaps in a standar-
dized terminology. The Pharmaceutical Pricing and Reimbursement
Information (PPRI) network has promoted a standardized terminology
(5), which is an important milestone in allowing transferability from a
local to a regional, European level. To increase global accessibility to
this valuable lexicon, it is important to continue the development of a
shared taxonomy that is acceptable and applicable across settings, and
this will require consensus building among increasingly larger groups
of stakeholders.

Finally, in order for this taxonomy to remain relevant in evolving
health systems, it is necessary to continuously update the language
and drop outdated terms. This type of monitoring might be achieved
through a standing technical working group composed of global
experts and other invested institutions.
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It is not a secret that the upcoming years will be hot ones in the
pharmaceutical market. Prices of the newest drug generation rising
dramatically has been the rule for some time, and there's no sign of
anything changing. Pharmaceutical prices - whether reference is
made to list prices or hidden nett prices - no longer reflect the value
of the product. The question should be raised if prices ever have
reflected the true value of medicines and how long this ‘bubble of
inflated prices’ will hold.

All stakeholders are responsible for creating the current delicate
situation. It can probably be argued that there was never any
response by the payer until the sustainability of the health care sys-
tem was endangered and the expenditures were in fact already
derailing. In order to get a better grip on the ever-increasing phar-
maceutical expenditures, several instruments were created over time,
more or less independently of each other. Policies such as external
price referencing (ERP), managed entry agreements (MEA), maximum
prices, price reductions, claw-back agreements and preferential poli-
cies are applied worldwide. When new budgetary problems arise,
payers are often forced to look for other methods, which only later
turn out not to be the ultimate solution either. At the same time,
instruments such as end-of-patent policies, ERP and MEA are becom-
ing interlinked and interact, sometimes in a conflicting way, and the
advantages of one system appear to be a disadvantage for another.
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These policies are in fact reactive control mechanisms; maybe a logi-
cal consequence of the offer-based systems that are in place.
Although on a short-term, the goal of decreasing expenditures is
often achieved, no durable solution has yet been found.

An integrated solution is necessary on three different but highly
related components: 1) pricing, 2) financing/reimbursement techni-
ques, and 3) budgeting. Whereas focus nowadays mostly lies on
improving reimbursement and financing of pharmaceuticals due to
high prices (reactive), focus must shift towards budgeting and
demand-driven policy development based on horizon scan outcomes
(proactive). Therefore, a partnership of all stakeholders, including
health care providers (HCPs), industry, patients and payers is needed.
Discussions should be transparent and constructive. HCPs and
patients should be willing to talk about budget impact, budget lim-
itations and making choices. Industry should engage in discussions
on pricing and feasible budgets. And payers should be in the driver's
position with a clear view on where they want to go and what they
are willing to pay for it.

Only with an integrated, transparent and thoughtful solution list
prices will regain their value and credibility.
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Much of the function of HTA and the use of its outputs in healthcare
systems has advanced mostly organically in the past decades. It has
been reactive to political, societal and financial needs rather than
being proactively ‘designed’ to address the needs of diverse and
changing healthcare systems. That may also explain why the current
use of HTA - as well as how its principles are applied - as supporting
tools for making decisions on reimbursement/procurement and use
of (new) health technologies in many countries still predominantly
focus on the clinical, and sometimes health economic evaluation, of
single technologies.

At the same time, the treatment of patients has become much more
complicated due to the development of tailored innovative health
technologies including combinations of technologies, co-dependent
technologies and personalised medicine. Although this personalised
approach is in essence desirable, a big issue is that these innovative
health technologies with skyrocketing prices and only limited infor-
mation on their effectiveness and cost-effectiveness will come to
patients before there is a clue in which patients these treatments
actually work the best. A recent example of such innovative health
technology is the CAR-T therapy for acute lymphoblastic leukaemia
for which data from clinical practice [1] now show that this treatment
may not be as curative as being claimed on the basis of the regula-
tory trials [2].

Therefore there is growing need for HTA that is capable of identify-
ing for whom health technologies work and for whom they are not
essential, hereby guaranteeing that the right treatment is provided,
to the right patient, at the right time and leading to an increase in
societal healthcare benefits [3]. Therefore, if HTA organisations are
expected to make more tailored decisions on complex health tech-
nologies using more complicated data, new HTA methods need to
be developed for this next generation of healthcare.

To support the development of these methods, a new H2020 project
called HTx was started this year. HTx will facilitate the development
of methodologies to deliver more customized information on the
effectiveness and cost-effectiveness of complex and personalised
combinations of health technologies. Additionally, these methods
should also enable personalised treatment advice that will be shared
between patients and their physicians. Finally, the implementation of
these methods can only be realised if we carefully test, validate and
use the methods in HTA practice. This effort will be accomplished in
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close collaboration with the European Network for HTA (EUnetHTA)
and its stakeholders.
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Background: Health technology assessment (HTA) plays an important
role in reimbursement decision-making in many countries, but
recommendations vary widely throughout jurisdictions, even for the
same drug. This variation may be due to differences in weighing of
evidence or due to differences in values, processes or procedures;
together called HTA practices.

Obijectives: To provide insight into the effects of differences in prac-
tices on interpretation of inter-country differences in HTA recommen-
dations for conditionally approved drugs.

Methodology: We included HTA recommendations for conditionally
approved drugs (N=27) up until June 2017 from England/Wales,
France, Germany, Netherlands and Scotland. Recommendations and
practice characteristics were extracted from these five jurisdictions
and this data was validated. The effect of non-submissions, resubmis-
sions and reassessments, cost-effectiveness assessments and price
negotiations on changes in the percentage of negative recommenda-
tions and interpretation of inter-country differences in HTA outcomes
were analyzed with Fisher exact tests.

Region covered: EURO, international level

Time period: 2006-2017

Results: The inclusion of cost-effectiveness assessments led to signifi-
cant increases in proportion of negative recommendations within
England/Wales (from 4% to 50%, p<0.01) and Scotland (from 21% to
71%, p<0.01). The subsequent inclusion of price negotiations led to
significant reductions in the proportion of negative recommenda-
tions in England/Wales (from 50% to 14%, p<0.01), France (from 31%
to 3%, p=0.012), and Germany (from 34% to 0%, p<0.01). Results
indicated that the inclusion of non- and resubmissions might impact
Scottish negative HTA recommendations (from 7% to 21%), but this
effect was not significant. No significant effects were observed in The
Netherlands, possibly due to sample size.

Conclusions and lessons learned: Variations in HTA practices
between international jurisdictions can have a substantial and signifi-
cant impact on conclusions about recommendations by HTA bodies,
as exemplified in this cohort of conditionally approved products. Stu-
dies comparing international HTA recommendations should carefully
consider possible practice variations between jurisdictions.
Keywords: Health technology assessment, conditional marketing
authorization, HTA practices, relative effective