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1. BACKGROUND

The ‘Transforming Breast Cancer Together' initiative was established when influential policy makers and organizations strongly committed
to cancer care began to collaborate following a poignant cancer care event on 8 November 2017, hosted by Elena Gentile (S&D) and Lieve
Wierinck (ALDE), Members of the European Parliament (MEPs), The ultimate goal of this initiative is to reduce the societal impact of breast
cancer by elevating it as a health policy priority in order to improve breast cancer prevention, diagnosis and care across Europe. The
initiative is driven by a group that currently includes the following stakeholders:

MEP Elena Gentile (S&D), MEP Lieve Wierinck (ALDE) and MEP Cristian Silviu Busoi (EPP)
Eli Lilly & Co (Eli Lilly & Co joined the group at a later stage)
European Society of Surgical Oncology (ESSO)

Europa Donna - The European Breast Cancer Coalition
European Cancer Patient Coalition (ECPC)

European School of Oncology (ESO) and ABC Global Alliance
European Society of Breast Cancer Specialists (EUSOMA)

GE Healthcare

Helsinn

Novartis

Working With Cancer

YVVVVYVYYYYYVYYVYYVY

Throughout 2018 the group executed a number of awareness building activities under the concept of a “String of Pearls”, where each
activity aimed at raising awareness of pressing issues concerning breast cancer represents a new ‘pearl’ on the string. Indeed, a number
of initiatives commenced to address a multitude of issues related to breast cancer prevention and care, including the need to address the
differences in cancer care across European Member States, the importance of diagnosing and treating breast cancer in the early stages, the
need for support in the workplace for patients suffering from breast cancer, and the unique needs of patients with advanced breast cancer.

Some of the concrete outcomes of the ‘Transforming Breast Cancer Together' initiative include:

» The direct and regular involvement of 3 Members of the European Parliament in defining the strategy and activities of the
campaign, plus the involvement of other stakeholders in the groups outreach, including the European Commissioner for Health
and EU Member States’ Ministers of Health.

»  Patient empowerment through various activities which have directly or indirectly targeted patients, such as:

o The dissemination of the “Call to Action” to patient advocates in 47 countries by Europa Donna, as well as by ECPC and
other members of the campaign.

o An interview by Working With Cancer of MEP Lieve Wierinck about her experience with cancer and her political
commitment to improve cancer care.

»  Two op-eds written by supporting MEPs published in both EU outlets and national publications aimed at increasing general public
awareness of the challenges of breast cancer and existing disparities in Europe.

»  Addressing the critical need for implementation of Breast Cancer Units across Europe and the standardization in the management
of patients through specialized breast cancer specialists. Indeed, the group has been raising awareness about a European
accreditation in Breast Cancer Surgery that ESO, ESSO, EUSOMA and Europa Donna have started to develop in order to standardize
breast cancer surgical treatments regardless of the country in which the patient is treated.

In light of the above, this white paper intends to provide an up-to-date overview of the health and economic burden of breast cancer in
Europe, and present breast cancer not only as a population health problem, but also as a socio-economic problem, as it underlines that
European healthcare systems are still heterogeneous with stark inequalities existing in access, quality and patient outcomes. Lastly, it will
review recent EU level policy initiatives related to breast cancer, as it stresses that the EU has played an important role in tackling breast
cancer and that it should continue to provide its support on breast cancer diagnosis and care. Indeed, the white paper comes at a crucial
time for the EU, with European elections coming up in May 2019 and policymakers about to discuss the competences, the scope and the
priorities of the European Union.
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2. BREAST CANCER IN THE EU: OVERVIEW OF THE
HEALTH AND ECONOMIC BURDEN FOR SOCIETY

Cancer, in all its forms, is the second most common cause of mortality in Europe, after cardiovascular diseases', making it a formidable
societal issue. Despite significant improvements in screening, diagnosing and treating the disease, cancer continues to represent a heavy
burden on European society?. While cancer can be considered a ‘silver tsunami’ - predicted to increase further, considering the ageing of
the European population? - it is also increasingly affecting a younger demographic, as is the case for breast cancer, where about 20% of all
breast cancer cases diagnosed in Europe are in patients under 50 years old*.

Breast cancer has a profound impact on European society as a whole as it is the most common cancer in Europe.® In addition, breast cancer
is the leading cause of cancer death among women, causing 94 300 deaths in 2015 and accounting for 16% of all female cancer deaths®.
European women have a 1 in 8 chance of developing breast cancer.” Clearly, breast cancer is a pressing public health issue.

It should be emphasized that this situation varies across Europe and geographical patterns, and stark differences between regions are
emerging. The incidence rate is higher in Northern, Southern and Western Europe - where they are amongst the highest in the world® -
than in Eastern Europe®. However, while we find the highest rates of new cases of breast cancer in Northern and Western Europe, it is in
Eastern Europe where we find the highest death rates from breast cancer. This concerning situation illustrates the large health inequities
that currently exist across and within Member States'™. Survival rates of patients with breast cancer have increased in most countries
across Europe, but remain lower in Estonia, Poland, the Czech Republic, the UK and Ireland, according to the Organization for Economic
Co-operation and Development (OECD)", looking at data from 2008-2013. While Eastern European countries demonstrate higher death
rates from cancer, the data does not suggest a clear east-west pattern, as there are a number of northern and western European countries
with higher mortality than their immediate neighbours. For example, whilst mortality from breast cancer has fallen in most EU countries
since 2000, particularly strong reductions occurred in Denmark and Malta. In Croatia, on the other hand, breast cancer mortality rate has
increased since 2000 and the country now has the highest mortality rates of all EU countries'2.Differences in incidence and mortality rates
may reflect the availability of accurate statistics or collection methods. There are, for example, countries (such as Greece) where there are
no cancer registries, making it difficult to assess geographical patterns or to draw conclusions within and across countries'.

In terms of the economic burden of breast cancer, a study found that the cost of lung, breast, colorectal, and prostate cancers in the EU
in 2009 was €55-3 billion i.e., 44% of the total economic cost of cancer in the EU."* Lung cancer was said to have the highest economic
cost (€18-8 billion, 15% of overall cancer costs), followed by breast cancer (€15-0 billion, 12%). Breast cancers accounted for the highest
healthcare costs (€6-73 billion; 13% of all cancer-related healthcare).'

In Europe, higher socioeconomic status has been linked to an elevated rate of breast cancer compared with those in lower socioeconomic
status'®. These differences are not necessarily based on socioeconomic status itself but rather due to differences in risk factors such
as lifestyle, birth control and hormone replacement therapy (HRT) usage, and reproductive factors such as older age at first pregnancy.
However, women of a higher socioeconomic status have a lower rate of death from breast cancer than do those from a lower socioeconomic
status. This could be due to having greater access to mammography screening compared with women of a lower socioeconomic status.'”

1 OECD/EU (2018), Health at a Glance: Europe 2018: State of Health in the EU Cycle, OECD Publishing, Paris.

https://doi.org/10.1787/health_glance_eur-2018-en

2 Global Burden of Disease Collaborative Network, Global Burden of Disease Study 2016 (GBD 2016) Cancer Incidence, Mortality, Years of Life Lost, Years Lived with Disability, and
Disability-Adjusted Life Years 1990-2016, Institute for Health Metrics and Evaluation, 2018

3 |bid.

4 Ferlay J, et. al. (2018). Global Cancer Observatory: Cancer Today. Lyon, France: International Agency for Research on Cancer. Available from: https://gco.iarc.fr/today, accessed [30
October 2018].

5 Ferlay, J. et al. “Cancer incidence and mortality patterns in Europe: Estimates for 40 countries and 25 major cancers in 2018” European Journal of Cancer, Volume 103, 356 - 387

6 OECD/EU (2018), Health at a Glance: Europe 2018: State of Health in the EU Cycle, OECD Publishing, Paris.

7 European Commission Initiative on Breast Cancer (2018) “Recommendations from European Breast Guidelines” Accessible at: http://ecibc.jrc.ec.europa.eu/recommendations/

8 Bray, et. al. (2018) ‘Global Cancer Statistics 2018: GLOBOCAN Estimates of Incidence and Mortality Worldwide for 36 Cancers in 185 Countries’ CA CANCER J CLIN 2018; 0:1-31

9 Abbott, P.(2013) “The Invisible Woman: Unveiling the impact of advanced breast cancer on women, families, society and the economy across Europe”, Here and Now Report, Available
at: https://www.wearehereandnow.com/files/here-and-now-report.pdf

10  European Institute of Women'’s Health (2017) “Policy Brief: Women and Breast Cancer in the EU - a life Course Approach”. Available at:https://eurohealth.ie/women-and-breast-
cancer-in-the-eu-a-life-course-approach/

11 OECD/EU (2016) Health at a Glance: Europe 2016 - State of Health in the EU Cycle, OECD Publishing, Paris.

12 OECD/EU (2018), Health at a Glance: Europe 2018: State of Health in the EU Cycle, OECD Publishing, Paris.

13 OECD/EU (2016) Health at a Glance: Europe 2016 - State of Health in the EU Cycle, OECD Publishing, Paris.

14 Ramon Luengo-Fernandez et. al (2013) “Economic burden of cancer across the European Union: a population-based cost analysis” Lancet Oncology, 14 (12), pp.1165-1174

15 lbid.

16  European Institute of Women’s Health (2017) “Policy Brief: Women and Breast Cancer in the EU - a life Course Approach”. Available at:https://eurohealth.ie/women-and-breast-
cancer-in-the-eu-a-life-course-approach/

17 Ibid.
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Morbidity and mortality from breast cancer have profound social and economic impacts. For working women, breast cancer can have a
significant and sometimes devastating impact on their careers through shortened employment, fewer working hours, and loss of income
(see section 8). In addition, many households depend on women aged 50+ for social and economic support. A significant proportion of these
women look after their own children or their grandchildren, or both'. Many also care for elderly and disabled relatives and do voluntary
work in the community. If they are unable to do some or all of this ‘grey economy’ work, then replacing their unpaid labour has an estimated
replacement cost of around €8,767 per year for each woman, a total of €876-5 billion from 11 European countries.

For healthcare systems and all stakeholders, noticeably policymakers, it is important to understand the profound social and economic
impact of breast cancer.

3. INEQUALITIES IN BREAST CANCER SCREENING
AND DIAGNOSIS IN EUROPE

Across Europe there remain significant disparities in the incidence of breast cancer and outcomes of care. The overall risk of dying is
decreasing, in line with improvements in screening, diagnosis and treatment; however, variation in the rate of reduction exists according to
stage of disease and country®. The CONCORD study demonstrated that five-year relative survival for breast cancer in Europe ranged from
57.9% and 62.9% in Slovakia and Poland, respectively, to 75.5%, 79.8%, and 82% in Germany, France, and Sweden with regional variations
evident.?' Such trends have been established in other studies, notably the Eurocare 5 report and The International Cancer Benchmarking
Partnership Study.?? Factors implicated include late diagnosis associated with advanced stage at presentation as well as variation in
treatment.?®

In general, there are major difference across the individual EU member states in breast cancer screening and care, which result in some
countries having much lower survival rates than others.?* The higher incidence rate in western European countries compared to those in the
south can be at least partly, explained by early detection through screening services and by lifestyle issues in western countries.?

The situation in Romania with regards to breast cancer exemplifies these disparities well. According to a study conducted by The Coalition
for Women's Health?%2, Romania's average survival rate for patients with breast cancer is almost 10% lower than the EU’s average, despite
the lower incidence of the disease.?® According to the study, there would be three possible reasons for this worrying discrepancy: the lack of
a national screening program (the first pilot was launched in 20182°), inadequate education about women's health, and insufficient financial
resources for breast cancer care. Another worrying statistic uncovered by the Coalition for Women'’s Health report is that for women over
65, the mortality due to breast cancer has increased by 28% in Romania in the period 1990-2013. Over the same time, the mortality rate in
the EU has decreased by 14% in the same age range.

The lack of a viable national screening program has disadvantaged patients’ health in Romania. Indeed, Romania ranks second to last in
Europe for the percentage of women who have had a mammogram test in their lives.>° This issue also affects countries such as Greece and
Slovakia, two countries that also lack a national screening program.

18  Abbott, P. (2013) “The Invisible Woman: Unveiling the impact of advanced breast cancer on women, families, society and the economy across Europe”, Here and Now Report,
Available: https://www.wearehereandnow.com/files/here-and-now-report.pdf

19 Ibid.

20 Ferlay, J. et al. (2012) “Cancer incidence and mortality patterns in Europe: estimates for 40 countries in 2012". Eur ] Cancer 2013;49:1374-403

21 Coleman, M.P. et. al. (2008) “Cancer survival in five continents: a worldwide population-based study (CONCORD)". Lancet Oncology 2008;9:730-56.

22 De Angelis, R. et al. (2014) “Cancer survival in Europe 1999-2007 by country and age: results of EUROCARE-5—a population-based study” Lancet Oncology 2014;15:23-34.

23 Coleman M.P. et. Al. (2011) “Cancer survival in Australia, Canada, Denmark, Norway, Sweden, and the UK, 1995-2007 (the International Cancer Benchmarking Partnership): an
analysis of population-based cancer registry data”. Lancet 377:127-38

24 Busoi, C. S.(2018) Time to address the EU’s inequalities in breast cancer diagnosis and care Available: https://www.euractiv.com/section/health-consumers/opinion/time-to-address-
the-eus-inequalities-in-breast-cancer-diagnosis-and-care/

25 Abbott, P. (2013) “The Invisible Woman: Unveiling the impact of advanced breast cancer on women, families, society and the economy across Europe”, Here and Now Report,
Available: https://www.wearehereandnow.com/files/here-and-now-report.pdf

26 The Coalition for Women's Health & Roche Romania (2017) POVARA CANCERULUI DE SAN TN ROMANIA. BENEFICIILE INVESTITIEI INTR-UN PROGRAM DE SCREENING PENTRU
CANCERUL DE SAN Available: https://www.roche.ro/content/dam/rochexx/roche-ro/roche_romania/ro_RO/files/2017/pr-171101-studiu%20Deloitte-povara-cancerului-de-san.pdf

27 ISRA Center, The Coalition for Women'’s Health & Roche Romania (2016) Female Oncologic Diseases in Romania Available: https://www.think-pink.be/Portals/1/dtxArt/blok-document/
bestand/db638d6e-2604-4838-b83e-c30010d0e138.pdf

28 International Agency for Research on Cancer (2018) “Cancer today” Available at: http://gco.iarc.fr/today/home

29 Marica, I. (2017) “Romania to use EU funds for first breast cancer screening program” published in romania-insider.com. Available: https://www.romania-insider.com/breast-cancer-
screening-program/

30 Busoi, C.S.(2018) Time to address the EU’s inequalities in breast cancer diagnosis and care Available: https://www.euractiv.com/section/health-consumers/opinion/time-to-address-
the-eus-inequalities-in-breast-cancer-diagnosis-and-care/
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These inequalities demand that European and national decision-makers assign the highest priority to initiate the much-needed measures
necessary to see a consistent and continued improvement in survival rates. This priority action will see the EU make progress in the fight
against breast cancer. Patients with breast cancer will have improved outcomes and a higher quality of life, their families will benefit as well,
and with sustained action the overall societal impact of this disease will lessen.

4. EVOLUTION OF BREAST CANCER
TREATMENT PARADIGM

REDEFINING CANCER - KEY MILESTONES AND INNOVATIONS

Cancer research, including on breast cancer, is undergoing a continuous and remarkable revolution, with exciting discoveries frequently in
the news. For several types of cancer, a paradigm shift has appeared in the past 10-15 years, with survival rates extended far beyond what
was once considered the norm (notably HER-2 breast cancer).3' A recent novel and comprehensive study? evaluated the therapeutic value
of all (62) new cancer medicines approved by the US Food & Drug Administration (FDA) and the European Medicines Agency (EMA) between
2003 and 2013. The results of this study revealed an extension in overall survival (OS) of 3.43 months (mean) for all cancer drugs approved
in this time period over the survival associated with treatments available in 2003. While modest, even minor improvements in survival can
have an effect of reducing mortality at the population level. Importantly, the mean improvement in OS for new breast cancer treatments
was 8.48 months (mean), substantially higher than that seen for the group mean, and far beyond the 3-month threshold that regulators
deem to be clinically meaningful. This substantial improvement offers hope to patients with breast cancer and to society, and suggests that
innovation in the oncology drug market can bring real value to patients and society.

While new research on cancer provides hope for the development of new treatments, it also adds a layer of complexity. For instance,
historically, “breast cancer” was understood to be a single disease until Perou et al. (2000) classified it into 4 distinct subtypes.>® Today
further research - yet to be validated - suggests that there could be at least ten distinct molecular subtypes of breast cancer that could each
require a different treatment approach.

IMPORTANCE OF INVESTMENTS IN PREVENTION, DETECTION, TREATMENT AND MANAGEMENT OF BREAST CANCER

Breast cancer is a potentially curable disease if diagnosed and treated at an early stage; breast cancer cases diagnosed at an early stage
(Stage I/11) have a better prognosis (5-year survival rate of 85%-98%) than patients diagnosed with advanced breast cancer (Stage llI/IV) (5-
year survival rate of 30%-70%). To date, there are still many European women who are diagnosed too late due to inadequate participation
in screening programs; at the same time, the availability of therapeutic solutions is limited, in particular for patients that are diagnosed in
a late stage.®

To gain the maximum improvements in breast cancer and metastatic breast cancer survival rates, patients must have access to
mammography to enable early diagnosis and early treatment around the European Union. Over time success will lead to reduced health
care costs and relieve the economic burden placed on national governments.*®

Due to its high incidence, breast cancer has the highest health care costs (€6-73 billion)*” of all cancer-related health care costs in Europe, but
that figure could be significantly reduced by treating the disease in its earliest stages. Research repeatedly shows that treatment costs are
substantially lower in the earlier stages of breast cancer: in France, treating patients with early-stage localized disease is €20,000 cheaper
than treating patients in the advanced stages of breast cancer. In Belgium, the average per-patient cost during a 6-year period is €19,827 for
patients with stage | disease versus €35,201 for patients with stage IV disease (a €15,000 difference per patient each year)®.

31 Drakaki, A, Hurvitz, S.A. (2015) “HER2-Positive Breast Cancer: Update on New and Emerging Agents” AmJ Hem Onc. 2015, (11), 4

32 Salas-Vega S., et. al. (2017) “Assessment of Overall Survival, Quality of Life, and Safety Benefits Associated With New Cancer Medicines” JAMA Oncol, 2017 Mar 1;3(3):382-39
33 Perou CM, et. al. (2000) “Molecular portraits of human breast tumours.” Nature. 2000 Aug 17; 406(6797):747-52

34 Curtis C et al. (2012) “The genomic and transcriptomic architecture of 2,000 breast tumours reveals novel subgroups” Nature Apr 18;486(7403):346-52.

35 Dileo, A et.al. (2015) “New approaches for improving outcomes in breast cancer in Europe” Breast, 24(4), 321-330.

36 Ibid.

37 Gentile, E and Wierinck, L. (2018). On breast cancer our work is far from over Available: https://euobserver.com/opinion/141126

38 Ibid.
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A review of the EU-28, and Iceland and Norway, from 2005 to 2015 found a strong correlation between per capita spending on cancer and
improved survival®. This association was found to be especially strong for breast cancer and colorectal cancer, significantly, two of the
cancers with the highest absolute numbers of deaths in Europe and two of the top three cancers that impact productivity in terms of years
of potential life lost (YPLL)%.

The potential for further significant scientific advances in the prevention, detection, treatment and management of breast cancer is high,
building on the findings from research in recent years. However, this will require increased funding of research, increased cross-disciplinary
collaboration, improved clinical trial methodologies and the communication of and translation of research findings into clinical practice.*'
In Europe, on average, only 5% of cancer research funding is spent on investigating metastasis even though 90% of cancer deaths are due
to it.4?

5. THE PSYCHOLOGICAL IMPACT OF BREAST CANCER

Receiving a diagnosis of breast cancer can be one of the most distressing and devastating events women ever experience. Women may
not know where to turn for help as often the urgent demands of treatment may impel health care providers to focus on physical aspects of
care. However, addressing the physical demands of the disease is just one part of a comprehensive treatment plan that must also include
support for patients’ psychological needs.

Patients who receive a cancer diagnosis often experience various levels of stress, anxiety, and fear related to uncertainty about what the
future holds. Such emotions have a significant impact upon psychological health. Treatments that drain time and energy can make it hard
to enjoy socializing, favorite activities and important family-related tasks. Many patients experience difficult changes related to sexual
function, child bearing and for some, early menopause. Breast cancer diagnoses that require drastic surgical steps, such as a mastectomy,
can have a prolonged impact on a patient's body image and sense of self. Navigating the logistical and financial aspects of treatment,
whether addressing complicated insurance and payment questions or making difficult decisions regarding various treatment plans, can
additionally contribute to stress and overwhelm patients as they map the course of action that best suits their lifestyle and needs. A breast
cancer diagnosis can also lead to more severe problems such as depression, which can make it more difficult for them to adjust, make the
most of treatment, and utilize sources of support.

The link between physical and psychological health, particularly as it pertains to breast cancer, is well documented. According to one meta-
analysis®, mortality rates were found to be nearly 26 times higher in patients with depressive symptoms and 39 times higher in patients
who had been diagnosed with major depression.

It is essential to equip providers with the knowledge and skills that address patients’ needs beyond the physical and to embrace the need
for psychological care as an integral part of a comprehensive treatment plan.

39 Jonsson, B. et. al. (2016) “Comparator report on patient access to cancer medicines in Europe revisited” IHE Report 2016:4. Available at: https://www.efpia.eu/media/412110/ihe-
report-2016_4_.pdf

40  Ibid.

41 Mayer, M. (1998). Advanced breast cancer. 2nd ed. Beijing: O'Reilly

42 SteegP., and Sleeman J., (2010). “Cancer metastasis as a therapeutic target”. European Journal Cancer. 46: 1177-1180.

43 Satin, )., Linden, W. and Phillips, M. (2009). Depression as a predictor of disease progression and mortality in cancer patients. Cancer, 115(22), 5349-5361.
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6. UNMET NEEDS: THE EUROPEAN PERSPECTIVE

Despite advances in the treatment of breast cancer, as many as one in three patients diagnosed with early breast cancer go on to develop
advanced breast cancer “ and a small yet consistent percentage of women (about 10%)*, in Western Europe, have advanced-stage disease
at diagnosis. This rate is much higher in low-middle income countries such as some Eastern European countries.*

Breast cancer in advanced stages is associated with low survival rates across Europe, and there is not enough therapeutic support for those
who are living with the disease®’.

To win the fight to improve cancer care across Europe, policymakers need to increase awareness and promote screening in each member
state adapted to the age group. The focus in younger women will be to educate about the lifestyle factors related to a breast cancer
diagnosis later in life and the importance the lifestyle factors related to a breast cancer diagnosis later in life and the importance of being
breast aware and informing your physician without delay of any abnormalities. Younger women should have regular clinical breast exams
performed by a health care professional. Younger women with a family history of breast and/or ovarian cancer should make arrangements
with their physicians for regular and appropriate checkups*. Between the ages of 50 and 69 intensified awareness campaigns promoting
the importance of mammography screening will realise benefits. Further mammography screening should be available for women ages 45-
49 and 70-74 when appropriate based on their needs and assessment in the country. Policies need to be designed to ensure that patients
living with breast cancer - including in the advanced stage - have the support they need to make sure the impact on their everyday lives is
as low as possible and will reap the desired outcomes. National authorities will also have to ensure they prioritize healthcare resources to
deliver the best outcomes in a sustainable manner. Importantly, all breast cancer patients, including those with advanced breast cancer,
should be treated by a multidisciplinary and specialized team.

There are also opportunities to improve the follow-up care for breast cancer survivors, to ensure that these women are being seen by
healthcare providers on a regular basis for physical, pelvic and bone health exams, and mammograms. Equally important is follow-up
education for patients so that they have an awareness of the potential symptoms of local, regional and distant recurrence.

These important policy needs were further brought to light by a multi-disciplinary Expert Working Group (EWG) on metastatic breast cancer
(MBCQ) consisting of stakeholders from across the MBC pathway in Europe, including healthcare professionals, patient advocates and
informal carers’ advocates, policymakers, academics, industry representatives and former healthcare payers.*® These experts argue that
there are four major areas where policy changes are most needed to improve the outcomes for MBC patients in Europe. First, the group
calls for a multi-stakeholder and collaborative approach to build a knowledge-based approach to care. Second, they underline the need to
improve the collection and use of real-world data in the decision-making process. Third, the experts point out the need to improve access to
care and treatment for patients and, last but by no means least, to increase patient support, participation and empowerment.

44 O'Shaughnessy, J. (2005). “Extending Survival with Chemotherapy in Metastatic Breast Cancer”. The Oncologist, 10(suppl_3), 20-29.

45  F. Cardoso, et. al. (2018) “4th ESO-ESMO International Consensus Guidelines for Advanced Breast Cancer (ABC 4)” Annals of Oncology 0: 1-24

46 Cleary, J., et al. (2013). “Supportive and palliative care for metastatic breast cancer: Resource allocations in low- and middle-income countries. A Breast Health Global Initiative 2013
consensus statement”. The Breast, 22(5), 616-627.

47  Gentile, E and Wierinck, L. (2018). On breast cancer our work is far from over. Available: https://eucbserver.com/opinion/141126.

48 Europa Donna (2008) Guide to Breast Health. Available at: https://www.europadonna.org/wp-content/uploads/GuidetoBreastHealth-ED.pdf

49 A multi-stakeholder collaboration. (2017). A Policy Roadmap On Addressing Metastatic Breast Cancer. Available: https:/lillypad.eu/WP/wp-content/uploads/MBC-Policy-Roadmap-
Report-digital-version-17.09.2017.pdf.
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7. EUROPEAN HEALTH SYSTEMS
RESPONSE TO BREAST CANCER

HOW DIFFERENT EU COUNTRIES ARE RESPONDING TO THE BREAST CANCER CHALLENGE

From the numerous insights we have gained from examining the differences in cancer care across Europe, we can conclude that costs could
be significantly reduced if we treat the disease in its earliest stages before it becomes metastatic.*®

Major differences in breast cancer prevention, screening and treatment persist in Europe. For instance, all Western European countries
have attained a five-year net survival rate of at least 80%, but survival is still lower in several Central and Eastern European countries,
although it has increased in recent years®'. While the lowest rates are generally found in Eastern Europe, even in the Western Europe, there
are worrying discrepancies. For instance, Ireland spends as much per capita as France, but the life expectancy of patients five years after
diagnosis is still lower in Ireland than in France.>? This underscores the point that in parallel to the need to invest in cancer care, there is also
a need to focus on how to best spend this money.

ANALYSIS OF SPENDING LEVELS ON TREATMENT FOR BREAST CANCER

The UK spends only 8% of its cancer budget on breast cancer. This is 3% lower than Germany and 7% lower than the spend in the Netherlands,
which are amongst the highest spending countries in Europe. In terms of per capita spending, the difference between the UK, Germany
and the Netherlands becomes even more pronounced?3. The UK spends €10.24 per capita on breast cancer, whilst Germany spends almost
triple this amount on breast cancer (€28.05 per capita). The Netherlands, which has a similar incidence rate to the UK, spends €36.45 per
capita on breast cancer®.

However, it should also be mentioned that fragmentation in spending levels on treatment for breast cancer can also be found within
countries, as can disparities in access to care and outcomes of cancer patients.

In terms of how equitable access to breast cancer treatments are across Europe, data shows that the uptake of trastuzumab for the
treatment of breast cancer in the UK was below that of the other big five EU countries over the past decade. In addition, and importantly, in
several Eastern European countries, trastuzumab is only available for early breast cancer and not for metastatic disease, with clear negative
impact on the survival of HER2+ advanced breast cancer patients.

POPULATION-BASED MAMMOGRAPHY SCREENING PROGRAMS

Population-based breast cancer screening programs began in the 1980s in Sweden (1986), Finland (1987), UK (1988), and the Netherlands
(1989). 26 EU Member States currently have regional or national registries, which support the cancer control programs by tracking data.>
As of 2017, 25 of 28 Member States are either planning, piloting, or rolling out population-based breast cancer screening programs or had
already established them.*® The coverage of these screening programs varies across Member States. The highest participation rate for
women ages 50-69 was in Denmark (84%) and the lowest in the Wallonia region of Belgium (6%). Large inequities in screening therefore
remain within many European countries. A key challenge is how to reach out to socio-economically disadvantaged women.*’

50 Gentile, E and Wierinck, L. (2018). On breast cancer our work is far from over. Available: https://euobserver.com/opinion/141126.

51 OECD/EU (2018), Health at a Glance: Europe 2018: State of Health in the EU Cycle, OECD Publishing, Paris

52  Gentile, E and Wierinck, L. (2018). On breast cancer our work is far from over. Available: https://euobserver.com/opinion/141126.

53  ABPI. (2017). UK breast cancer care outcomes: A comparison with Europe. Available: http://cancercomparator.abpi.org.uk/resources/ABP1%20breast%20cancer%20briefing%20
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MULTIDISCIPLINARY SPECIALIST BREAST UNITS

There is a wide variation of breast cancer care among and within European countries, and in particular still a lack of access to multidisciplinary
specialist breast units (SBU). Wide variations in healthcare systems and professional working can mean that many patients are not treated
according to multidisciplinary guidelines. This is the case even in high-resource countries that have cancer plans.*® Furthermore, there
is still considerable variation in the training for breast surgical specialists as there is no standardization of training across Europe, which
further results in a great disparity in surgical treatments in breast cancer®®. A recent study in Germany highlighted the value of certified
multidisciplinary SBUs in showing a statistically significant improvement in guideline-adherence and overall survival for patients treated at
multidisciplinary SBUs following the certification process®.

A “European Breast Cancer Conference manifesto on breast centres/units”' was published in 2016 by several medical and patient
organisations and underlines this important need. The manifesto’s aim is to call on policy-makers and politicians to ensure that all breast
cancer patients in Europe are treated in a SBU. In order to achieve this, the manifesto argues that we need to promote the evidence
that breast units staffed with specialist multidisciplinary teams deliver superior care and quality of life to patients. We further need to
acknowledge the evidence that treatment in multidisciplinary units leads to overall cost savings as well as a higher quality of care. Finally, the
manifesto calls on policy-makers to audit the current national provision of breast cancer care and implement mandatory reimbursement
and care models that mean treatment can only be carried out in SBUs, as well as introducing a breast unit quality certification scheme that
is accredited by an accreditation body.

8. BREAST CANCER POLICY ACROSS EUROPE

MILESTONES IN EU CANCER POLICY

Despite healthcare governance within the European Union being predominantly a competence of the individual member states, the
European Union does have a mandate and obligation in the policy domain of public health. In this respect, EU institutions play a key role in
promoting policies to ensure cancer care and resources’ prioritization across Europe.

With the adoption, in 2009, of the Communication on Action Against Cancer: European Partnership®, the European Commission reinforced
its long-term commitment to the fight against cancer by launching the European Partnership for Action Against Cancer (2009-2013).% The
partnership aimed to ensure that integrated cancer plans are in place in all EU countries (resulting in an increase from 17 plans in 2009 to
25 today); reduce the incidence of cancer in the EU by 15% by 2020; and carry out 500 million screening examinations for breast, cervical
and colorectal cancer between 2010-2020. In terms of breast cancer specifically, the plan also suggested the development of a voluntary
European pilot accreditation scheme for breast cancer screening and follow-up, building on the European guidelines for quality assurance
in breast cancer screening and diagnosis® (fourth edition published in 2006 and supplemented in 2013) as the most longstanding and
developed guidelines in the area. Moreover, since 2014, a Commission Expert Group on Cancer Control®® has been set up to help draw
up legal instruments, policy documents, guidelines and recommendations on cancer control at the request of the Commission as well as
facilitate the coordination and exchange of information between Member States.

The EU Joint Action on Cancer Control® (CANCON - 2014-2017), an EU-financed collaboration among European public health institutes and
stakeholders to foster a quality-based screening program and better integration of care, was an important milestone in the development of
EU cancer policy. Of particular relevance, it delivered a European Guide on Quality Improvement in Cancer Control®, with evidence-based
recommendations to reduce inequalities in cancer care, including recommendations of relevance for breast cancer care.
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The Rational Therapy for Breast Cancer (RATHER)® is a noteworthy initiative related to breast cancer. An EU-financed project of the European
Commission’s 7th Framework Program of Research and Development, it was launched in January 2011, lasting for a period of 7.5 years.
The project focuses on key aspects of breast cancer research and involves the combined efforts of six universities and two biomedical
companies and a wide range of organizations.

The European Commission Initiative on Breast Cancer (ECIBC)*, is another notable initiative aimed at ensuring and harmonizing breast
cancer services quality across European countries. Launched in 2012, it involves 35 countries actively collaborating together, including
EU member states, EFTA members, associate and acceding countries. The European Commission’s DG Santé has allocated a total of
€2,400,000 to ECIBC. The ultimate goal is to establish a European quality assurance scheme for breast cancer services, addressing all care
processes, including screening, diagnosis, treatment, rehabilitation, survivorship care, and palliative care. In June 2017, it published the
European Guidelines for Breast Cancer Screening and Diagnosis’. Over the course of the next two years, approximately 90 evidenced-
based recommendations regarding screening and diagnosis will be developed and published. Supplemental recommendations will also be
developed and updated as new evidence and priorities emerge.

In 2015 the European Parliament published a written declaration on breast cancer.” It called for the implementation of nationwide
mammography screening and multidisciplinary SBUs by the 2016 deadline, as called for in the European Parliament resolutions of 2003
and 2006 and required by the European Guidelines for Quality Assurance in Breast Cancer Screening and Diagnosis (4th edition). The
declaration stated that among the hundreds of thousands of women diagnosed with breast cancer every year, those with metastatic breast
cancer should have access to, and be treated in, an SBU, and their ongoing needs for care and psychosocial services should be coordinated
and supported by the SBU as per the EU Guidelines. The European Commission was also called upon to ensure that the project delivered
an accreditation protocol for breast cancer services by 2016.

THE KEY ROLE OF BREAST CANCER ADVOCACY GROUPS IN EU POLICY

While there is still a significant need to improve breast services and catalyse policy change to do so, much progress has been made over
the last 15 years, notably thanks to advocacy groups which play an important role in achieving changes in policy and gaining agreement to
implement important breast services nationally. For instance, Europe’s breast cancer advocacy organisation, Europa Donna-The European
Breast Cancer Coalition has been working to ensure that women in Europe have access to accurate and up-to-date information, quality
mammography screening, optimal treatment and follow up for breast cancer. Advocating for population-based mammography screening
programs and for specialist breast units have been among their key priorities since 2000. Since that time, they have worked directly with
Members of the European Parliament on the drafting and passage of the 2003 and 2006 European Parliament resolutions on breast cancer
as well as the 2010 and 2015 European Parliament written declarations on the fight against breast cancer in the EU. After the publication of
the 4th edition of the “European Guidelines for quality assurance in breast cancer screening and diagnosis” in 2006 and with the support of
the European Commission, Europa Donna created its “Short Guide to the EU Guidelines”; this became a key tool in educating and convincing
health professionals and policy makers of the need for implementation. This guide, now translated into 17 languages, has been instrumental
in getting health systems to implement both population-based screening programs and specialist breast units in numerous EU countries.

Results speak for themselves: there were 10 national screening programs in 2002 and there are 25 in 2018; there were only a handful
of countries with specialist breast units in 2002 and now there are at least 14 countries that have these units. Following Europa Donna’s
advocacy efforts to convince policy makers of the need for an EU wide accreditation/certification scheme to ensure that breast services
meet quality standards, the Commission designated the Joint Research Centre, its science and knowledge service, to carry out the European
Commission Initiative on Breast Cancer (ECIBC).

Lastly, Europa Donna also carries out annual education programs enabling advocates from their 47 member countries to be trained on
best practice so that they return to their countries with knowledge and skills to insist on high quality breast services. Since 2008 Europa
Donna has also made primary prevention and improving services for women with MBC priorities for advocacy and is currently providing
educational initiatives in these areas as well.

In the same vein, the ABC Global Alliance, launched in November 2016, was established by the European School of Oncology (ESO) to
provide all involved partners (patients/advocates, health professionals, pharmaceutical and diagnostic companies, regulators, research
groups, societies, organizations and individuals) with a platform where all can work together, in projects designed to improve the lives of
advanced breast cancer (ABC) patients, as well as share resources.
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The Alliance is the continuation of the work being developed since 2006, initially with a Task Force and then with a dedicated Consensus
Conference that, today, is responsible for the development of the international guidelines on how to manage advanced breast cancer.
These guidelines are currently officially the European guidelines and are being adapted and implemented in many countries around the
world, including Latin America, Africa and Asia-Pacific regions. Indeed. it is imperative that all involved partners work together worldwide,
developing concrete projects with substantial impact to overcome the gaps. The ABC Global Alliance is a platform where all involved partners
can come together and collaborate in these common projects and may provide support for the central coordination and implementation,
as well as advocating for the overall improvement of the lives of ABC patients. The first step done by the ABC Global Alliance was the ABC
Global Charter’ that is a comprehensive needs assessment of this field and defines 10 objective and measurable goals that can be achieved
within the next 10 years. The Charter allows for a focused strategy from the Alliance as well as a way to measure if advances are being made.

The two above mentioned initiatives represent only two of many advocacy initiatives which aim at ameliorating the lives of breast cancer
patients and at pushing for policy change in this sense. It is primordial that these advocacy groups are able to communicate with and guide
policymakers, both at EU and national level, so that health systems are adapted to the specific needs associated with the disease and to
provide the best possible outcomes, while reducing discrepancies, in the breast cancer care.

POLICY ON WORKING WITH CANCER IN THE EU

As we have seen, breast cancer and advanced breast cancer poses a serious threat to patients, families and European society. Patients
diagnosed with breast cancer experience a traumatic event which has devastating repercussions on all the aspects of their life from their
physical state to their mental health to their social life to their professional career. Indeed, a patient's or a survivor's career is strongly
impacted when he or she has to fight against the associated depression, anxiety, sleep disorders, loss of appetite, lack of interest in life, pain
and fatigue, all whilst trying to maintain a balanced and successful professional life. Unfortunately, there have often cases when diagnosed
patients have suffered unfair treatment and dismissals because of their illness.

At EU-level there is no legislation to specifically protect ill and terminally ill employees. The EU Employment Equality Directive (EED), which
protects all workers from discrimination, provides for a framework to protect workers living with a disability, however, as there is no EU-
wide agreed definition of disability, it is unclear whether ‘sickness’ can be considered as such. The European Commission argued that the
concept of disability must be understood as referring to a limitation which results from physical, mental or psychological impairments and
which hinders the participation of the person concerned in professional life, and that it does not cover ‘sickness’, although it can include
conditions caused by incurable or curable long-term illnesses (i.e. chronic illnesses). The European Court of Justice (EC)) has also, through
jurisprudence, suggested that long-term iliness can be considered a disability. Therefore, it is still difficult in theory to assess whether cancer
represents a form a certain disability and is under the remit of the EED and no distinctive policy has been adopted on the matter.

Regardless of the absence of a European legislative framework surrounding the rights of cancer patients and survivors to work, the difficulty
of remaining in or finding work is still a significant issue. Indeed, there are numerous hurdles for all patients and survivors, from diagnosis,
which usually results in long periods of sick-leave because of medical treatments and other functional restrictions, to the ‘after’ period,
where many cancer survivors still face long-term symptoms and impairments after their treatment ends, such as fatigue, thinking and
memory problems (i.e. ‘chemo-brain’) and peripheral neuropathy, making it more difficult to remain in or re-enter the job market.” This
issue is set only to increase due to parallel rises in cancer incidence and survival’, a scenario which results in a growing numbers of people
living - and needing to work - with the disease or with the long-term side effects.

Working during or after their illness represents an important aspect of life for patients and survivors as it helps them maintain a sense
of normality and contribution to their families and lives, mitigating the shock and impact of the diagnosis and treatment. At the same
time, this is also a societal problem and a threat to the European economy, with the combined cost to Europe of cancer related sick leave,
underemployment and unemployment estimated at €9.4bn annually, with a considerable part assumed to be due to breast cancer, as it is
the most common female form of the disease in Europe™.

At a national level, there has been some progress in this regard, with a number of countries, such as the Netherlands, Ireland and the United
Kingdom, giving cancer patients the same rights as those with disabilities and laws in Italy giving workers with cancer the right to move to
part-time employment and return to full-time work after their treatment’. However, as in many European countries a relevant legislative
framework is still not in place or ambiguous”’, there is still a lot of work to be done.
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In 2017, the European Agency for safety and health at work launched a project named “Rehabilitation and return to work after cancer-
instrument and practices”.”® The project intends to provide new insights into the problems encountered by workers affected by cancer and
their employers and to make recommendations regarding successful instruments, interventions, programs and practices to support the
return to work (RTW) of workers affected by cancer. It will inform policy on the emerging issue of rehabilitation and RTW after cancer and
provide national administrations with examples of successful policies and interventions.

9. CONCLUSION

In the face of the situation we have described in this paper, on 4 April 2018 the ‘Transforming Breast Cancer Together' group published a ‘Call
for Change’, to increase the understanding of the daily realities of living with breast cancer in Europe and ensure policymaking reflects both
the individual and the societal disease burden. The document called on EU institutions, EU Member States’ and all relevant stakeholders to:

1. Investin both primary and secondary prevention to highlight risk factors and ensure breast cancer is screened, diagnosed and
treated at an early stage, when there is the greatest opportunity to ensure the best long-term survival;

2. Ensure implementation of nationwide mammography screening programs conducted in accordance with the New European
Guidelines being developed by the ECIBC across Europe. See Recommendations from European Breast Guidelines;

3. Ensure that every patient diagnosed with breast cancer has access to treatment in a specialist breast-unit (centre) by a
multidisciplinary team including patients with advanced and metastatic breast cancer. Ongoing needs for care and psychosocial
services for all women with breast cancer should be co-ordinated by the specialist breast unit. See Written Declaration of 2015,
Manifesto on specialist breast units;

4. As part of cancer care, provide greater support to patients who relapse and develop advanced breast cancer or receive their first
diagnosis in the advanced setting, in line with the ABC Global Charter developed by the ABC Global Alliance;

5. Maximise the opportunities for patients to flexibly return to work, look after their families and contribute to society before,
during and after treatment. To support this, develop information, guidelines and examples of best practice for reference and
use by employees with cancer, employers, carers, family members, and health professionals in all EU Member States;

6. Support health professionals in improving patient-centred communication, notably by including a training course requirement
on physician-to-patient communication in university curricula throughout Europe;

7. Ensure more attention is dedicated to improving the quality of life and emotional well-being of patients and their families, with a
special attention for those with advanced disease and terminal conditions.

8. Putin place a harmonized breast cancer registry process in Europe for collecting breast cancer data, both for early breast cancer
and metastatic breast cancer; it is crucial that all cancer registries collect data on staging at diagnosis and date/site of first

relapse, as currently this is not consistently done. Ideally this should include data on patient quality of life wherever possible;

9. Maintain a favourable environment for the development of innovative health technologies for breast cancer patients.
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