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Abstract

Background: Breast cancer is a cause of morbidity for more
than half a million of patients in Europe, resulting in broad
societal impacts that affect patients, families, and societies
from a human, emotional, economic, and financial perspec-
tive. Expenditure for cancer medicines represents one of the
principal driving costs of healthcare. The aim of this review
is to describe the European policy and regulatory landscape
of innovation uptake in breast oncology — with emphasis on
value in cancer healthcare. Summary: In Europe, several re-
imbursement models or policy tools have been developed
by countries to compose their benefit packages. The most
commonly applied scheme is the product-specific eligibility
model, prioritizing selected medicines and their indications.
Mixed models are commonly developed, addressing the
protection of more vulnerable people, ensuring protection
from impoverishment caused by cancer and containing dis-
parities. However, the risk to incur significant out-of-pocket
expenses for essential or newer medicines for cancer is still
substantial in Europe, especially in low- and middle-income
countries, determining greater financial distress and poorer
outcome for patients. Value-based priority setting is an es-
sential mechanism to ensure timely access to the most valu-
able medicines for breast cancer patients. Estimations of the
value of medicines can be provided within health technol-
ogy assessment services and networks and informed by ben-
efit scales and tools. Key Messages: There is ample room for

reciprocal support across the diverse cultural and legal re-
alities in Europe. The aim is common: save cancer patients
from premature death by ensuring the timely access to the
best care, protecting from financial hardships and distress to
leave no cancer patient behind in poverty. Steps are to be
taken to promote value-based priority setting, paving the
way toward universal health coverage in Europe, where
health of people is protected, and affordable best quality
care is the only standard pursued and acceptable.

© 2019 S. Karger AG, Basel

Introduction: The Financial Burden of Cancer in
Europe, a Heterogeneous Environment within a
Multitude of Diverse Countries

Cancer is a major health challenge, reported as the sec-
ond cause of mortality worldwide and a principal cause
of morbidity, disability, and premature death. Cancer
caused 9.6 million deaths in 2018, affecting >18 million
people in the world: it has broad societal impacts that af-
fect patients, families, and societies from a human, emo-
tional, economic, and financial perspective [1].

Expenditure for cancer medicines represents one of
the overall driving costs of healthcare in Europe. The
trend of expenditure for cancer medicines is rapidly ris-
ing at a higher rate than the overall healthcare expendi-
ture, primarily as a consequence of approval and reim-
bursement of novel high-cost drugs [2]. Great variability
exists across the European countries regarding the reim-
bursed medicines. A wide array of social and economic
determinants, as well as the financing arrangements and
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organizational structure of the health systems and their
performance are influencing the health expenditure [3].
For instance, the 2017 report of the Organisation for Eco-
nomic Co-operation and Development (OECD) revealed
a difference in healthcare expenditure that can be as high
as 4 times more in some high-income countries, like Lux-
embourg, Germany and Sweden compared to certain
Eastern Europe countries, like Poland, Bulgaria, and Ro-
mania (i.e., EUR 4,000 in comparison to EUR 1,000 per
person, yearly). Health expenditure represented on aver-
age <10% of the European gross domestic product or
GDP (range 4.2-12.3%). Interestingly, 20% of the allo-
cated resources were spent on medical goods (mainly
pharmaceuticals), ranging between EUR 203 and 742 pro
capita. Nevertheless, patterns of expenditure for medi-
cines varied across countries: in some countries, the out-
of-pocket expenditure for medicines accounted for more
than two-thirds of the total expenditure, while in other,
social protection offered up to 80% of reimbursement
within a governmental insurance scheme.

Direct health costs of cancer care expenditure were es-
timated at around EUR 86 billion (in 2014), of which 22%
was attributable to cancer medicines [4]. Across the coun-
tries, the expenditure pro capita for cancer ranged be-
tween EUR 55 and 323 per inhabitant. However, the direct
financial burden of cancer for the patients is still signifi-
cant — even in higher-income European countries consis-
tently spending on cancer healthcare. In one study from
Germany, for example, more than one-third of cancer pa-
tients reported income loss as a sequel to their disease,
impacting on patient’s quality of life and producing dis-
tress [5]. One survey from France revealed that breast can-
cer patients are exposed to a higher risk of financial dis-
tress from the out-of-pocket expenses, impairing their
quality of life [6].

The Financial Burden of Breast Cancer Care

Due to its epidemiological burden and wide options of
effective multimodal treatments, breast cancer is gener-
ally related to significant financial efforts for health sys-
tems. In Europe, more than half a million of women and
men have been diagnosed with breast cancer in 2018, ac-
counting for 137,000 deaths [1]. In Europe, breast cancer
has the highest healthcare costs, accounting for 12% of
the total cancer healthcare costs in the region [7]. Direct
and indirect economic costs attributable to breast cancer
are substantial, and cost burden increases with disease
stage. It is estimated that the mean treatment costs of
stages II, III, and IV breast cancer are 32, 95, and 109%
higher than those of stage I disease, and the mean treat-
ment costs of regional and distant breast cancer are 41
and 165% higher than those of local disease [8]. In pa-
tients with later stages of disease, higher total cost burden
is generally experienced by patients, an estimated USD
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47,000-67,000 per person in one revision of the literature
(which applies more to high-income countries) [9].

Since 2000, when the first targeted therapy for breast
cancer has been approved, several novel targeted agents
for breast cancer have been approved and reimbursed,
providing more opportunities for patients to be cured
and survive longer, leading to an important increase in
the financial burden. In one high-income European study
issued by an insurance company, the costs of treating
breast cancer patients increased overall since 2006; the
main determinants for costs increase were medicines, in
particular targeted agents, while only a slight increase was
evident for hormone and cytotoxic agents [10].

This situation underlines that the containment and ra-
tionalization of spending for healthcare is critical at all
levels and needs a multisectoral management that consid-
ers selection and prioritization of the medicines per ef-
fectiveness and quality, informing the patterns of reim-
bursements and resulting in no risk for patients to incur
in poverty because of cancer. Out-of-pocket expenses, in
fact, and in general financial distress including cata-
strophic health expenditure related to treatment lead to
decreased quality of life and impede the delivery of the
highest-quality-standard treatments, substantially affect-
ing the cancer outcome of patients [11].

Financial burden of cancer is actually a major and of-
ten neglected determinant of the outcome of cancer pa-
tients [12].

An Overview of the Reimbursement Policies and
Tools for Decision-Making in Europe

The Reimbursement Models

A multitude of reimbursement schemes and models
have been developed in Europe, as a single model is not
applicable in all contexts. Commonly, >1 model is used
in one country; however, a dominant scheme can often be
recognized within a mixed approach.

Reimbursement models can be based on eligibility cri-
teria for defining coverage according to diseases or popu-
lations, specific medicines or class of medicines and con-
sumption, or income. Tools and strategies used to aid the
process are positive and negative reimbursement lists,
managed entry agreements (MEA), and reference pricing
lists [13].

Product-specific schemes are based on the selection of
specific medicines for partial (co-payment) or full reim-
bursement (no co-payment); medicines outside the
scheme are labelled as non-reimbursable and are provid-
ed only as out of pocket. The decision to reimburse can
be informed by several criteria, often >1. Usually, reim-
bursement bodies take into consideration several aspects
including cost-effectiveness, medical unmet need, public
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health relevance, and the value or magnitude of benefit of
medicines.

A disease-specific scheme reimburses medicines and
treatment protocols for specific disease or health condi-
tions. This means that the emphasis is put on the value of
the medicines in the context of the disease, so that the
same medicines can be differently reimbursed, according
to the role in disease management.

A population group-specific reimbursement addresses
single disease, age-restricted groups or populations ex-
posed to impoverishment, and social and financial vul-
nerability.

Some models for reimbursement are based on more
stringent supply-demand cogency within a defined time-
line, like the consumption-based eligibility schemes. In
such models, patient’s gross pharmaceutical expenditure
is limited up to a threshold of out-of-pocket expenses,
that can be fix or variable across different populations and
period of the year; when the patient surpasses the thresh-
old, a partial or total reimbursement scheme applies.

In addition to the lists, the reference pricing system is
based on a common reimbursement level or reference
price for a group of interchangeable medicines (reference
group) [14]. Beyond stimulating more convenient price
negotiations and enhance resource- saving, reference
pricing system can increase the selection from patients of
generics, sparing some of the direct out-of-pocket costs
of illness. It can potentially synergize with the obligations
for generic substitution and in some instance, for bio-
similars.

MEA are another strategy that is aimed at providing
risk sharing among payers and pharma industry. MEA
are real contracts between the public payer and the com-
panies, aiming to mitigate the uncertainties of effective-
ness, especially for drugs coming from adaptive pathways
(introduction of a promising pharmaceutical product
earlier along the product life cycle like conditional mar-
keting authorizations) [15]. The risk sharing aims to min-
imize the costs for the health system as not all patients
benefit from a certain medication; it is based on criteria
for the validation of the benefit achieved, including per-
formance- and value-based MEA, when clinical outcomes
are taken into account (efficacy, effectiveness, toxicity,
medical unmet need).

The Policy Tools in Assistance of the Reimbursement

Models

Lists of reimbursements are compiled in the develop-
ment of benefit packages of medicines, namely the medi-
cines selected for the partial or total reimbursement (pos-
itive lists, formulary) for defined clinical indications. In
general, countries list and update more commonly the
medicines to reimburse and not the ones not eligible to
reimbursements (negative list) [13]. However, explicit
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Table 1. Criteria for reimbursement of medicines utilized in Euro-
pean countries to inform priority setting in the construction of
benefit packages

Country Added Medical Safety Cost- Budget
value  priority effectiveness  impact

Armenia v Ng v

Austria v

Belarus v

Belgium v v

Bulgaria v v v

Croatia v

Czech Republic v v v

Denmark v v

Estonia N Ng v v N

Finland N N N N

Iceland v v

Kazakhstan N Ng v

Latvia v v v

Lithuania N v v

Malta N v N

Netherlands v v v v

Norway v v v

Poland N N N N N

Portugal v

Moldova v N Ng v

Russia v

Serbia v

Slovenia N N

Spain v

Turkey v v v

Ukraine N N

UK v

Source: WHO Europe [16].

negative lists may enhance the de-investments process,
when lower-value interventions have been previously ini-
tiated or inaccurately developed and require de-engage-
ment for priority investments.

A Situational Analysis in Europe

Several reimbursement models or policy tools are gen-
erally used by each country to compose their benefit pack-
ages. The most commonly applied scheme is the product-
specific eligibility model, present in nearly three-quarter
of European countries (32 out of 45), according to World
Health Organization (WHO) European Regional Office
(EURO) report entitled “Medicines Reimbursement Poli-
cies in Europe” [16]. However, hybrid systems are also
used, including a group-specific model with a supplemen-
tary product-specific scheme in Ireland and a disease-spe-
cific scheme in Kazakhstan. An approach exclusively per
disease types in the outpatient setting is predominant in
the Baltic countries as well as in the Commonwealth of
Independent States of the former Soviet Union. However,
as the value of medicines can vary across different clinical
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Income Country Reimbursement list

Austria
Belgium
Croatia
Cyprus
Czechia
Denmark
Estonia
Finland
France
Germany
Greece
Hungary
Iceland
Ireland
Israel
Italy
Latvia
Lithuania
Luxembourg
Malta
Netherlands
Norway
Poland
Portugal
Slovakia
Slovenia
Spain
Sweden
Switzerland
HIC United Kingdom
Albania
Armenia
Azerbaijan
Belarus
Bulgaria
Kazakhstan
Romania
Russian Federation

Turke:

Yes
No
Not available

Substitution of
biosimilars

Generic HTA

substitution

Fig. 1. An overview of the normative environment for reimburse-
ment of medicines in Europe [16]. For generic substitution, “yes/
no” are intended as “allowed/not allowed”; for HTA, “no” includes
the countries that were developing an HTA service at the time of
the survey, not yet operational. Reimbursement lists include posi-

indications, a supplementary disease-specific scheme can
be present under a product-specific model, as is the case
in France, Ireland, and Portugal; this approach allows a
refinement in the reimbursement of the medicines for dis-
eases, providing a framework close to an evidence-in-
formed and perhaps value-based priority setting.
Population group-specific reimbursements usually
use a modular system that can allow to differentiate ac-
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tive and negative lists. HIC, high-income country; UMIC, upper-
middle-income country; LMIC, lower-middle-income country;
LIC, low-income country; RPS, reference price system/internal
reference pricing; MEA, managed entry agreements for medicines
in the outpatient setting; HTA, health technology assessment.

cess, according to income and productivity. In Turkey,
the co-payment is set at 20% for workers, while retired
people have a co-payment of <10%.

The major factors included in the decision-making for
reimbursement in Europe include added value to existing
therapies, medical priority and unmet needs, safety, cost-
effectiveness, and budgetary impact (Table 1). In Europe,
only 2 countries include all these features in the decision for
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2 Croatia, Czechia, Iceland, Ireland, Uzbekistan

3 Belarus, Bulgaria, Slovakia

Reimbursement pattern
2

0

Con tecnologia Bing
B GeoNames, HERE, MSFT, Microsoft, Wikipedia

0= full reimbursement; 1 = partial reimbursement; 2 = medicine available only as out of pocket
Number of medicines surveyed for availablity and reimbursement in the countries

(n=42 countries; medicines: trastuzumab, pertuzumab, T-DM 1, lapatinib)

4 Albania, Armenia, Austria, Belgium, Cyprus, Denmark, Estonia, Finland, France, Germany, Greece, Hungary, Isracl, Italy,
Kazakhstan, Kyrgyzstan, Latvia, Lithuania, Luxembourg, Malta, Netherlands, Norway, Poland, Portuga, Romania, Russian
Federation, Serbia, Slovenia, Spain, Sweden, Switzerland, Turkey, Ukraine, United Kingdom

Fig. 2. Pattern of reimbursement of cancer medicines according to the 2016 ESMO survey in European Countries
on cancer medicines availability and affordability [20]. The map reports an averaged estimation for the 4 medi-
cines surveyed and must be intended as indicative.

reimbursement (Estonia, Poland); overall, countries con-
sider 2.5 features, on average. Eight countries were able to
make decision based on a single element, that was mainly
the added value to preexisting therapies: this was the most
commonly considered decisional factor across the coun-
tries. However, chronic diseases are usually given priority,
and commonly these patients have no extra co-payments.
The identification of the vulnerable populations in this
model could be the path to catalyze Universal Health Cov-
erage, for the poor, underserved, and frailest populations.
In general, cancer qualifies as a chronic disease to reduce
the out-of-pocket expenses and financial burden for the pa-
tient, as reported for Albania, Finland, Romania, and the
UK. A mixed scheme also applies to chronically ill patients
under a scheme per population group, to offer the most
convenient solutions to accommodate people’s needs.

Policy Tools to Inform and Operationalize the

Reimbursement Models in Europe

All the countries surveyed in the WHO EURO report
acknowledged the usefulness of a reimbursement list to
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facilitate and operationalize the medicines strategies [16]
(Fig. 1). However, only 3 countries (Spain, UK, Germany)
compiled a negative list, to stress the medicines not eli-
gible to reimbursement, as a result of a technical and pol-
icy assessment. Interestingly, Germany emphasized the
importance of de-investments or non-priority invest-
ments by compiling only a negative list, in counterten-
dency to the other European countries. When grouping
the countries per income, differences in the capacity to
build and operationalize policy-making processes is evi-
dent. In European lower- and middle-income countries,
>60% (n = 8/13) were not considering a reference pricing
list and 85% (n = 11/13) had no potential for value-based
negotiations of cancer medicines via MEA.

Generic substitution was generally allowed and man-
datory in one-quarter of the countries (n = 12/45). Only
4 countries did not allow generic substitution, and none
were low- or lower-middle income countries. There was
wide variability in the patterns of substitution of biosim-
ilars; for instance, one survey in Central and Eastern Eu-
rope revealed that substitution and interchangeability
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were generally allowed, although in most countries the
decision was left at the discretion of the physician after a
clinical judgment [17]. Some countries in Europe apply
restriction to the use and reimbursement of biosimilars,
limiting it to the indications assessed in the non-inferior-
ity exercise (no extrapolation allowed in Croatia and Ser-
bia), only in non-first-line therapies, or for selected ex-
trapolated indications (Malta, Bulgaria) [18]. This par-
tially contrasts with the international positions and
evidence on the topic, especially for the cases when sub-
stitution is allowed [19].

Reimbursement Pattern of Selected Breast Cancer
Medicines in Europe and the Consequences of Policy
Decisions

The state of the reimbursement of cancer medicines in
Europe has been evaluated in 2016 through a survey of
the European Society for Medical Oncology (ESMO) on
their accessibility and availability [20] (Fig. 2). The study
revealed substantial differences in the formulary avail-
ability, out-of-pocket costs and affordability of several
anticancer medicines, including WHO essential medi-
cines [21]. For cytotoxic chemotherapy indicated in
breast cancer, the majority of European Countries pro-
vided the full reimbursement or with a minimal quota of
co-payments. Non-priority breast cancer medicines pro-
viding a narrower magnitude of benefit were more com-
monly reimbursed in Western European countries and
not prioritized in the benefit packages of most Eastern
European countries. However, some challenges were re-
vealed for more expensive or innovative drugs with a
valuable role in breast cancer treatment, including trastu-
zumab. Of note, trastuzumab is a WHO essential medi-
cine for breast cancer [21]. The analysis of 42 countries
(12 lower- and middle-income) of WHO European Re-
gion revealed that high-income countries were more like-
ly able to provide the anti-human epidermal growth fac-
tor receptor 2 (HER2) medicines with a full reimburse-
ment or low co-payments than low- and middle-income
countries. One out of 4 lower- and middle-income coun-
tries provided no reimbursement for trastuzumab, result-
ing in significant out-of-pocket expenses; the rates in-
creased to 3 out of 4, when pertuzumab and T-DM1 were
analyzed. In high-income countries, no co-payment was
requested for trastuzumab and less than one-quarter re-
quired co-payments for the other newer anti-HER2 com-
pounds.

Opverall, the data provide a direct link between policy
decisions to reimburse/not reimburse medicines and pa-
tients’ access to valuable medicines. For instance, trastu-
zumab is an essential medicine for the treatment of breast
cancer overexpressing HER2, with a recognized potential
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to save more lives [22]. Pertuzumab and T-DM]1 are not
considered essential medicines but can have a role in the
management of patients in resource-enhanced settings,
namely in a setting where essential medicines can be as-
sured to all cancer patients and preventive, early detec-
tion, and curative treatments have already been devel-
oped; in fact, both these medicines scored well using the
ESMO Magnitude of Clinical Benefit Scale (MCBS), a
policy tool developed to inform on the intrinsic value of
cancer medicines; a score of 4 out of 5 stated their rele-
vance in cancer treatment, provided they are affordable
[23]. Evidence-based policy and policy-making tools like
MCBS have the potential to select and prioritize relevant
cancer interventions by effectiveness and cost-effective-
ness, to assure maximal benefit for most patients. Indeed,
it addresses the delicate question of equity in care, to en-
sure no cancer patient is discriminated, regardless of the
diagnosis she/he carries, histology, subtype, or stage at
presentation. This requires planning cancer programs
within resilient health systems and implementing care
across the entire cancer continuum.

Thelink between cancer planning and cancer outcome
has been clarified more recently and modelled on breast
cancer. A study from the OECD assessing the perfor-
mance of health systems in Europe quantified the prog-
nostic role of national cancer planning, namely how pol-
icy-making impacts on patients’ outcome [24]. The study
revealed that expenditure on cancer medicines, access
to innovative medicines, and GDP were correlated with
outcome. The analysis showed that several elements cor-
related with the survival for breast cancer patients: an im-
plemented national cancer control plan developed ac-
cording to cancer-specific targets within defined time-
frames, monitored and with quality assurance and
standard protocols of treatment. The quality of gover-
nance in policy-formulating was the key determinant for
outcome, together with budget size and resource alloca-
tion, prioritization, and quality - all elements of perfor-
mance of the health systems.

One of the parameters to evaluate the health system
performance for cancer is the mortality-to-incidence ra-
tio (MIR); however, it is also clear that the MIR is not a
good proxy for cancer-specific survival and must not be
used for the estimations of cancer burden in populations
[25, 26]. One study from Central and Eastern Europe
found that the average expenditure on oncology drugs
per capita was 2.5 times higher in Western than Eastern
Europe [27]. A negative correlation was described be-
tween the expenditure for oncology medicines and the
MIR, suggesting that appropriate investments indicate a
better performance of healthcare systems for cancer, po-
tentially resulting in a better outcome for patients. Ac-
cordingly, a value- based prioritization in medicines was
suggested to reduce the disparities in cancer treatments
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across European countries, blending clinical care and
policy-making.

So, what is Europe doing to mitigate the disparities of
outcome of cancer patients, when policy recommenda-
tions or limited budget exposes patients to inequalities in
access to treatment? Long-term sustainable solutions
based on the country need are highly desirable, especially
when timely developed. To mitigate some inequalities in
access to healthcare expertise that can be only found in
reference centers, a cross-border healthcare policy has
been structured, under the European Union Directive
2011/24 [28]. The Directive aims to enhance the access to
treatments, with emphasis on rare disease, including e-
networking of experts.

The Role of Health Technology Assessment in
the Uptake of Innovation and Adoption of New
Therapeutic Agents

Health technology assessment (HTA) is a multisec-
toral and multi-expertise approach to the evaluation of
medicines and medical devices and goods based on a mul-
tidisciplinary approach that embraces all the relevant
knowledge for health - effectiveness, health economics,
social science, and medical humanities [29]. An HTA ap-
proach for the selection and prioritization of medicines
has been suggested by the WHO [30]. In Europe, the Eu-
ropean Union has been working on HTA since 2008, es-
pecially to inform the decisions on medicines to be fi-
nanced and reimbursed, supporting the price negotiation
process [31]. The European network for health technol-
ogy assessment (EUnetHTA) is a multiple stakeholder
coordination mechanism created “to define and imple-
ment a sustainable model for the scientific and technical
cooperation on HTA”, on a voluntary basis [32]. The net-
work includes patients, consumers, health providers,
payers and industry Stakeholders. The aim of the network
is to strengthen international collaboration to reduce du-
plications of efforts and support countries with lower ca-
pacities to set up and sustain an HTA service. This can be
critical when HTA are developed with substandard ca-
pacities or supported by unilateral stakeholders, with the
risk to provide non-evidence-based or biased policy in-
formation, for example, due to lack of multisectoral en-
gagement or poor involvement of civil society [33]. No-
tably, nearly 50% of low- and middle-income European
countries do not rely on an HTA approach to inform the
policy of reimbursement of medicines due to low capac-
ity to develop and sustain the assessment mechanism
(Fig. 1). HTA provides the tools for evaluation and prior-
ity setting of innovative therapies. In the context of value-
based prioritization and sustainability of resilient health
systems, the HTA model has been complemented broad-
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ly by the development of frameworks and tools, to ad-
dress the selection and pricing of medicines via a multi-
dimensional approach. The WHO essential medicine list
(EML) cancer medicines working group stated that the
HTA-based prioritization process for selection of medi-
cines can be informed by scales of value, developed as
policy-assisting tools across the continuum of healthcare,
rooting in the clinical expertise and close to the patients’
voices. Inter alia, the ESMO MCBS has been recognized
as areliable scale to screen valuable medicines for consid-
eration in the EML, serving oncology across the globe
[23]. In one validation study of MCBS against the regula-
tory environment in Israel, the scale showed good corre-
lation with the HT A-based decision-making of the coun-
try, suggesting that the use of the scale could complement
and integrate the HTA process for medicines. The MCBS
scale can provide a rapid assessment/screening tool for
countries with low HTA capacity and not (yet) included
in the HTA cross-country networks [34]. Overall, the use
of MCBS and of the value frameworks has been proposed
to integrate the HTA process, welcoming a “structured
and systematic approach that can discriminate between
oncology medicines of higher value than others for assist-
ing in the rational and appropriate use of limited public
resources to deliver effective and affordable care” [35].
For breast cancer, the use of WHO EML and the infor-
mation from MCBS could be a powerful strategy to pri-
oritize the most effective medicines with an impact on
healthcare, ensuring value for money (see suppl. Appen-
dix 3; see www.karger.com/doi/10.1159/000502637 for
all suppl. material). In particular, the MCBS-informed
HTA approach can serve as the effective environment to
enhance the timely uptake of novel medicines, screening
among a plethora of new drugs and technologies - in-
cluding diagnostic tools and companion diagnostics.

Off-Patent Medicines: Optimization of Policies for

Uptaking of Generics and Biosimilars in Europe

The implementation of national medicines policies has
been regarded by European countries as the bedrock to
guide actions toward national and regional health system-
related goals. The principle is more commonly embedded
in the national allocation of the resources, ensuring no di-
version from essential health products and service by fa-
voring substandard or less relevant interventions [2]. Ac-
cording to the WHO, health-related goals have the cogent
aim to ensure timely and equitable patient access to effec-
tive and affordable medicines with established safety, effi-
cacy, and quality via multiple policies, including the ones
devoted to cost containment and rationalization. Explicit
economic goals are also acknowledged: the improvement
of prescribing and dispensing medicines is part of them. In
the era of value-based healthcare, the substitution of qual-
ity generic and approved biosimilars for off-patent drugs
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is the key to assure sustainable development of cancer
healthcare, particularly for the control of the costs of
healthcare. The uptake of generics and substitution with
branded molecules is a current common practice in Eu-
rope; however, disparities exist as every country has inter-
preted the value of the exercise of biosimilarity differently,
shaping often restrictive normative environments [16].
One study performed in Eastern European countries re-
vealed that prices of biosimilars range between 25 and 55%
of the price of the originator [17]. One country (Romania)
adopted in 2014 an HTA approach for reimbursement of
biosimilars, based on number of European countries with
a positive reimbursement status and therapy cost. How-
ever, according to the more recent positions of the scien-
tific and medical societies, the uptake of biosimilars must
be endorsed and facilitated to assure the equal and timely
access to affordable medicines, reducing the overall direct
costs of illness; this means that a new HTA evaluation in
all the single countries could be spared, favoring the ben-
efit of the timely and earlier uptake of biosimilars, as well
established for generics. Introduction of biosimilars across
several indications is expected to have cumulative potential
savings of EUR 50-100 billion by 2020 [36].

In this regard, the statement on biosimilars from
ESMO is clear: efforts must be provided to address the
timely access to innovation, especially cancer medicines,
and be sure that less effective non-priority medicines are
identified, informing the policy-makers. It is also clear
that “with potential savings and rapidly increasing range
of biologic products and well-informed healthcare pro-
fessionals and patients, biosimilars do represent one of
the ways forward to obtain sustainability” [19]. Major
national efforts to re-estimate again and again the qual-
ity of approved biosimilars is discouraged, when the ex-
ercise of biosimilarity has been fulfilled based on a rigor-
ous quality methodology and satisfying the regulatory
requirements; facilitations to catalyze access to valuable
medicines at a lower cost is primarily a commitment for
patients and healthcare self-preservation and develop-
ment.

Conclusions

Reimbursement policies and strategies to enhance ac-
cess to innovative therapies for breast cancer are heteroge-
neous across Europe. Under the normative environment
and leadership of the EU and with the support of key inter-
national Societies, projects to facilitate the formulation of
effective policies for cancer medicines are underway. Ac-
cess to quality valuable medicines, primarily essential med-
icines and priority medicines has demonstrated to translate
into a better outcome for patients. However, the variability
in the organization and resilience of health systems in ef-
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fectively responding to the rapid development of oncology
knowledge along with the burden of uptake of new medi-
cines has represented a major challenge for many countries,
particularly when decisions on reimbursement must be
taken. Despite diverse normative environments, collabora-
tion is endorsed by European countries by working togeth-
er for cross-border agreements in the area of healthcare as
well as sharing experience and expertise, building up suc-
cessful frameworks to inform national policy-making and
HTA networks. The lesson of European countries is that
across diverse cultural and legal realities, including income,
there is ample room for reciprocal support, acknowledging
the ultimate goal of health system strengthening: save pa-
tients from premature death by ensuring the timely access
to the best care, protecting from financial hardships and
distress to leave no cancer patient behind in poverty. Steps
are to be taken to promote value-based priority setting in
order to pave the way toward universal health coverage,
where health of people is protected, and best quality care is
the only standard acceptable.
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