
Combination drug therapies  
in the treatment of kidney cancer: 
An insufficient regulatory framework

Positioning Report - ALCER 
National Federation of Associations  

for the fight against kidney diseases.



Editorial team:
ALCER, National Federation of Associations 

for the fight against kidney disease

Endorsements:
Patient Organizations Platforms 

https://www.plataformadepacientes.org/

SOGUG 
(Spanish Group of Genitourinary Oncology)

IPSEN Pharma, SAU, has provided financing for the report’s technical support. 
For transparency purposes, IPSEN has not intervened in the content  

or positioning of ALCER reflected in this report

© Copyright: ALCER 
Edition date: November 29, 2021 

Warning:
The data, opinions and documents outlined in this Report have been collected  

from public information sources. The legislation and regulations that are also cited,  
and on which it is based, are in force at the time of writing, thereby being subject  

to possible changes and subsequent updates.



 

CONTENTS

1. INTRODUCTION. Objectives of the report . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  2

2.  CANCER STATISTICS I: Cancer as the pathology with the second highest mortality rate . . . . . . . . .  5

3.  CANCER STATISTICS II: Kidney cancer. Incidence, prevalence, causes and affectation . . . . . . . . . .  8

4.  PATIENTS AND THE NEW THERAPIES. Patients in the current situation. Assessment in the light  
of Spanish and European strategies and programs . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  10

5.  THERAPIES FOR KIDNEY CANCER. Limited results of traditional therapies. . . . . . . . . . . . . . . . .  13

6.  COMBINING DRUGS. An innovative and effective therapeutic tool. Comparative experiences  
and other data .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  16

7. THE EMA ON DRUG COMBINATIONS.  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  24

8.  ACCESSIBILITY TO THERAPEUTIC INNOVATION AND ITS FINANCING.  
Inclusion of new therapies in the Common Portfolio of NHS Services. Financing regime .  .  .  .  .  .  .  .  .  26

9. CONCLUSIONS AND PRIORITY PROPOSALS .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  29

Bibliography .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  .  32



2 Combination drug therapies in the treatment of kidney cancer: An insufficient regulatory framework

1. INTRODUCTION.
Objectives of the report

2021 COULD AND SHOULD BE AN IMPORTANT YEAR FOR KIDNEY CANCER PATIENTS AND THEIR 
families, as well as the healthcare professionals who assist them.

After the critical period of the pandemic, a new horizon opens in terms of access to effective treatments 
to improve survival and quality of life. Drug combinations (such as tyrosine kinase inhibitors and 
immunotherapies) provide hope.

It is true that the health crisis derived from COVID-19 has revealed weaknesses and rigidities in healthcare 
systems, which have negatively affected patients, especially the most fragile, such as cancer patients.

For this reason, urgent structural and operational changes are being made in the healthcare system. 
Fortunately, such changes may come as they will be driven, among other means, by European directives, 
guidelines and funds.

Within this scenario of changes, treatments for patients with kidney cancer should be high on the agenda 
of healthcare authorities. They have to be sensitive to facilitating agile and equitable access and adequate 
financing of treatments.

We must trust that the Community Institutions and the Governments of the Member States will truly join 
forces and resources to provide patients with fair and equitable access to healthcare. Its commitments 
are established in the European Plan to Fight Cancer1 (which replaces the last European action plan against 
cancer, from the early nineties), Cancer Mission2, the new Pharmaceutical Strategy3 or the Program PRIME-priority 
medicines4, come together with a roadmap set by the European Commission itself and by the World Health 
Organization (WHO), and are supported by very broad and ambitious financing formulas capable of making 
them possible (EU 4Health5, Horizon Europe6, Invest EU7, etc.). In fact, 4,000 million euros are expected to be 
invested only through the Plan to “make a difference and beat cancer”.
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In turn, the UEproSalud 2021-2027 Program 8 (created by EU Regulation 2021/522 and endowed with 5,300 million 
euros) will help to ensure a better use of research outcomes and facilitate the incorporation of innovation in 
healthcare systems.

This General Program, in turn, is closely connected with the EU’s main research and innovation program, 
Horizon Europe 6, which includes a cluster “Health”9. Cancer research, one of the main priorities of the 
Commission’s own health policy, will be financed through it.

Referring to our country, it can be said that from now on we also have new keys to favor innovation based on 
the recent update of the National Health System’s Cancer Strategy10, which also includes commitments and is 
based on solid foundations and significant accumulated experience.

Therefore, the measures contained in the European Plans and Programs and in the Spanish Strategies and 
Plans should be able to improve the survival of cancer patients, already estimated at more than 12 million 
people throughout Europe, thus distancing ourselves from some catastrophic prognoses, such as those of the 
WHO for 2040 (16.4 million deaths).

In this sense, the European Plan to combat cancer1 states that this disease must become “a political, operational 
and scientific priority”. It includes the commitment to define all the necessary prevention measures and 
guarantee that “patients, survivors, their families and their caregivers can enjoy a high quality of life”.

To this end, the European Union has been promoting important initiatives aimed at promoting collaborative 
action between Member States with research, prevention policies, diagnosis and cancer treatments.

Some of these treatments are standard and others are being tested through clinical trials, many of them from 
the combination of drugs, thus giving way to new and successful pharmacological therapies.

From the Spanish perspective, in addition to the above National Health System Cancer Strategy10, the special 
role that corresponds to the Precision Personalized Medicine Strategy11 must be recognized, resulting from the 
agreements reached in the Senate in 2019, which deserved a favorable reception by all the Autonomous 
Communities represented in the Interterritorial Council of the National Health System.

But what “the paper already supports” should be translated into a concrete operational agenda, endowed 
with sufficient funding and including an implementation plan, defined from the dialogue with health 
agents and, especially, with patients and their representatives, within a framework for institutional 
collaboration and consensus between the public and private sectors.

In the light of both Strategies, with the reference framework offered by the incidence, prevalence and survival 
data included in the Reports of the Scientific Societies - in particular, of the Spanish Society of Medical 
Oncology (SEOM by its Spanish initials), and of the representative associations of kidney cancer patients, led 
by ALCER12 -, and with the important mechanisms available from the European institutions, the door remains 
open to advance now and with determination in many areas of improvement: prevention and screening, 
health reorganization, management of data, coordination of care levels, early and duly financed provision of 
diagnostic procedures and advanced therapies, equitable access to combined pharmacological treatments, 
multidisciplinary and particularly psychosocial support and assistance, cooperation between administrations, 
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pharmaceutical companies and patients, and also a change in culture that allows for erradication of all forms 
of social stigmatization and employment discrimination.

Based on these considerations, this Report analyzes the main features of the current situation of kidney 
cancer treatments, assesses it and reaches a series of conclusions, which provide the basis for a set of 
priority proposals -among those listed first are those related to drug combinations, given their effectiveness 
in terms of survival and quality of life.

The essential objective is to collaborate with health authorities to move towards an effective, efficient, 
equitable and sustainable approach to kidney cancer treatments, which, in turn, would require, as we will 
see, promoting a package of regulatory reforms to complete the current regulatory framework.
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2. CANCER STATISTICS I:
Cancer as the pathology with  
the second highest mortality rate

ACCORDING TO THE OFFICIAL WEBSITE OF THE EUROPEAN UNION13, NON-COMMUNICABLE DISEASES, 
among which is cancer, are the primary health conditions for citizens as well as the main cause of premature 
death in the Union itself.

The European Commission has identified cancer as the second leading cause of such mortality, after 
cardiovascular disease. Each year this disease is diagnosed in 2.6 million people (a quarter of the cases 
registered in the world) and kills another 1.2 million. However, 40% of cancers would be preventable if we 
applied appropriate prevention, diagnosis, treatment and follow-up measures.

The Organization for Economic Cooperation and Development (OECD)14, for its part, indicates that each year 
approximately 550,000 people of working age die prematurely as a result of this type of disease in the Member 
States, generating an average cost for their economies of 115,000 million euros, which is to say, 0.8% of annual GDP.

According to the latest data from the ENCR (European Network of Cancer Registry)15 although there is an 
increasing trend in survival throughout the European Union, the disparity between countries is notorious.

The highest survival values for most tumor types are traditionally recorded in the Nordic countries (except 
Denmark) and Central Europe (Austria, Belgium, France, Germany, Switzerland and the Netherlands; except 
the United Kingdom), which present rates higher than the EU average. In Eastern countries, survival rates are 
lower, particularly in tumor types with a better prognosis, largely due to the lack of public funding, the lack of 
national plans and early diagnosis programs, or the difficult access to innovative therapies. This fact has been 
highlighted in the latest update document of the National Health System’s Cancer Strategy10.

Among the risk factors for cancer is age. This risk increases markedly from 45-50 years of age, so that, until 
the age of 80, the probability that men will develop cancer is 40.9% and women 27.0%. At age 85, these values 
are 49.1% in men and 31.8% in women.16
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The data provided by the European Cancer 
Information System (ECIS)17 confi rmed 
in our country a total of 44,990 deaths 
from cancer in women and 67,345 in 
men in 2020. In terms of incidence, 
according to the ECIS, in 2020 there 
were 110,946 new cases diagnosed in 
women and 149,509 in men. 

Quite similar data are collected in 
the Report “The Figures of Cancer in 
Spain-2021”,16 of the Spanish Society of 
Medical Oncology16 (SEOM), according 
to which this disease continues to 
constitute one of the main causes 
of morbidity and mortality in the 
world, with about 18.1 million cases 
diagnosed in 2018, and about a million 
more (19.3/19,292,789) just two years 
later (2020).

The SEOM Report also points out that 
worldwide estimates predict a notable 
increase in the next two decades (2040), 
reaching 30.2 million new cases.

In Spain, according to the above 
Report, cancer is also one of the main 
causes of morbidity and mortality, 
with more than 275,000 new cases 
(276,239) having been diagnosed so far in 2021, a fi gure very similar to that registered 2020, of which 
158,867 correspond to men and 117,372 to women.

Faced with such worrying fi gures, the fi ght against this disease a priority for the European Commission, 
which has included its Plan to Fight Cancer1 at the top of the list of its policy guidelines on health, with the 
aim of “reducing the suffering caused by this disease and getting Europe to assume a leading role in this 
fi ght ”.

The Plan has been linked to other priorities of the European Commission, in particular, the Pharmaceutical 
Strategy for Europe18 or the European Health Data Area (2025)19, which was offi cially presented in February 2020 
and has been proposed as “the EU response to growing challenges and developments in controlling cancer”. 

It revolves around ten fl agship initiatives, forms part of the Commission’s proposals for a strong, safe, better 
prepared and more resilient European Health Union, and is structured around key areas where the EU can add 
more value, namely in prevention, early detection, diagnosis and treatment, and quality of life for patients 
and survivors.

Source: INFOGRAPHIC:_the_cancer_fi gures_Spain_2021. Seom.org
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The European Commission has been working in the field of cancer since 1985, together with Member States 
and civil society and in close collaboration with the World Health Organization (WHO), the Joint Research 
Center and the International Center for Research on Cancer.

However, given that cancer is still among the most serious diseases referred to in Article 168 of the TFEU20, the 
EU retains its powers to support, coordinate or complement the actions of the Member States, powers aimed 
at protecting and improving the health of citizens.

The joint work and collaboration of the international community (with increasingly effective therapies, early 
diagnosis, innovative healthcare, supportive care, programs and sources of investment, etc.) are allowing the 
number of cancer survivors to grow year by year, with more than 12 million living in Europe.

And, as the European Cancer Plan itself concludes: “In a strong European Health Union, cancer must become a shared 
political, operational and scientific priority… Cancer care is no longer the sole responsibility of the health sector. Together 
we can remove the fear and uncertainty that comes with a cancer diagnosis and replace it with knowledge, determination, 
dignity and hope. Together we can make a difference and beat cancer”.1

Doing so should result in improved survival. This survival factor or data would be the best indicator of 
the effectiveness of the healthcare system in controlling cancer, according to the Spanish Strategy on this 
pathology.
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3. CANCER STATISTICS II:
Kidney cancer. Incidence, prevalence,  
causes and affectation

KIDNEY CELL CANCER (KIDNEY CANCER OR RENAL CELL ADENOCARCINOMA) IS A DISEASE IN WHICH 
malignant or cancerous cells are found in the lining of the renal tubules. Cancer that begins in the ureters 
or the renal pelvis, the part of the kidney that collects urine and drains it into the ureters, is different from 
renal cell cancer.

After the diagnosis of renal cell cancer, it is common to perform certain tests (in general, computerized 
tomography, MRI, chest X-ray or bone scan) to find out if cancer cells are spread within the kidney or have 
even been able to reach and affect other parts of the body. This allows us to know the stage of the disease and 
thus plan treatment, since cancer can easily spread (and metastasize) through tissue, the lymphatic system 
and blood vessels.

Smoking, prolonged and inappropriate use of certain pain medications, being overweight, high blood pressure, 
some family history of renal cell cancer, as well as certain genetic conditions are the main risk factors for this 
type of cancer, such as Von Hippel-Lindau disease or hereditary papillary renal cell carcinoma.

The data derived from kidney cancer statistics are crucial to guide research and cooperative study, as well as 
to provide health authorities and the scientific community with information on its prevalence and incidence.

The prevalence of kidney cancer in men in Spain is 44,137 cases out of a total of 1,066,959. For its part, the 
prevalence of kidney cancer in Spanish women stands at 22,187 cases out of a total of 1,198,193.21

Renal cancer is a tumor with an incidence of more than 7,000 cases/year in Spain, and with an approximate 
average of 2,000 deaths.21, 22

This usually appears in the fifth or sixth decade of people’s lives and out of every three cases, two affect men.
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25% of patients have advanced kidney cancer at the time of diagnosis.

In any case, it should be noted that mortality data in Spain show an increase in recent years, as reflected 
in the report on the Cancer Strategy of the National Health System.10

Adherence to treatment, medical follow-up and management of anxiety and depression that patients usually 
suffer after diagnosis or, where appropriate, after intervention, are crucial in terms of survival and quality 
of life, taking into account the different options that are offered to them based on factors such as cell type, 
general health, staging, foreseeable side effects, or even their own preferences.

The degree of involvement of patients, the way in which they accept both the diagnosis and the medical 
prescriptions, and the opportunities that may be offered to relatives and family members to share their 
illness and treatment are also important.

The new role of kidney cancer patients involves a greater knowledge of the therapeutic options, the 
consideration of second and third opinions, and the exploration and understanding of their preferences, 
especially when the impact on their future quality of life is significant.

Finally, it is very important to strengthen support and collaboration with patient associations. Interaction 
with these groups improves understanding and knowledge of the disease and the cancer care to be 
received and allows decisions to be prioritized when people’s survival is at stake.

As the European Plan to Fight Cancer itself points out, research, innovation and the combination of health 
data and new technologies have to be put at the service of patients to increasingly promote “tailor-made” 
treatments, allowing them to receive the therapies that work best for them and avoid wasting time on trial-
and-error treatments that reduce survival and do not improve their quality of life. Because “each patient is 
different, and no cancer is the same”.
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4. PATIENTS AND THE NEW THERAPIES.
Patients in the current situation.  
Assessment in the light of Spanish  
and European strategies and programs

TO THE SOCIO-ECONOMIC ERA IN WHICH WE ARE LIVING AND PERMANENT EXPOSURE TO NEW 
and unpredictable risks, has been added the magnitude of the difficulties that the pandemic is causing in the 
functioning of health systems, which have been seriously affected by the COVID-19 health crisis. This situation 
must be confronted, which implies that health administrations regain normality in care management, become 
agile and, instead of paralyzing bureaucracy and economic criteria, prevent patients, particularly kidney 
cancer patients, from seeing their access to effective and innovative pharmacological treatments effectively 
blocked, including combinations of them that are crucial for their survival and quality of life.

In the face of the current complex context, an open mind on the part of the health authorities is required, 
a position that is receptive to dialogue with patients and Scientific Societies, ready for mutual learning and 
taking into account and valuing experiences acquired in different environments.

Ultimately, the aim is for health administrations to bear in mind that, as the WHO points out, “access” to 
essential medicines is part of the right to health and that effective access to health treatments “depends 
more and more on the availability of “affordable” medicines, a statement that is also included in the European 
Pharmaceutical Strategy.

In any case, it is a fact that, as previously stated, the health crisis derived from COVID-19 has generated 
access difficulties for patients suffering from kidney cancer. It must be emphasized that the therapeutic 
gaps, interruption in treatments, the increase in waiting lists, and administrative obstacles to healthcare or 
pharmacological authorization are verifiable and regrettable.

Hopefully, the situation will improve. Not only dialogue with Patient Associations and Scientific Societies 
can contribute to this, but also the appearance of new instruments such as the future European Health Data 
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Area192, the launch of UNCAN.eu23 (European platform for sharing data, resources, infrastructure, investment, 
samples and knowledge around cancer research) and the launch of the new European Digital Center for Cancer 
Patients24 (for the management of interoperable tools in the shared and secure management of individual data 
on diagnostic tests, assays, combinations, biomarkers, clinical advances and lifestyle).

These are tools that will be crucial for the exchange of knowledge and experiences in this field25 and thus for 
the recovery and strengthening of our health system and support for research and innovation26.

It is well known that Patient Associations believe that they should always be involved in evaluating these 
types of experiences, programs and actions and, in particular, those that contribute to the accessibility of 
innovative medicines and their possible combinations.

For these Associations, some considerations of the European Parliament are encouraging (among them, those 
included in the Resolution of March 2, 2017, on the Union’s options to improve access to medicines 2016/2057-INI-
DOUE of 25 July 2018)27 as is the Agreement on Trade-Related Aspects of Intellectual Property Rights28, which raises 
access to innovative pharmacological treatments as something basic for cancer patients.

They also value assistance and psychological support. Not surprisingly, according to the International Psycho-
Oncology Society (IPOS)29, psychological and social care in cancer patients “must be recognized as a universal 
human right” and be integrated into routine healthcare, since it concerns “a disease that affects the whole person 
and their immediate family and social environment.” However, it must be recognized that it continues to be a 
frequently undervalued clinical area”.30

Certainly, the issues of interest to kidney cancer patients are part of a broad agenda, which should be 
developed. Among other issues, the following would appear on this agenda: 

• promote the joint work of all the agents involved in health and medicine chains, from the research 

phase, to the marketing and administration phase,

• adopt contrasted and agreed upon criteria on the guidelines to be followed to achieve greater 

efficiency and quality in the approach to this disease, taking as a reference the successful clinical 

results obtained by other European countries (Spanish Cancer Strategy, updated in 2021)10,

• improve the percentage of authorization of new therapies and their provision to patients 

(Parliament’s proposal to the European Commission),

• stimulate the transition from health structures based on conditionality and strict control of 

spending, towards new models aimed at investing in “results” and training professionals and 

patients,

• update and incorporate innovations, new drugs, therapies and diagnostic methods into the 

Common Portfolio of Services of the National Health System, based on transparent, agile 

and evidence-based procedures based on ethics and legality, counting on the participation of 

professional and patient organizations (Senate Paper on Precision Personalized Medicine),

• guarantee patients safe and equitable access to effective therapeutic options (innovative drugs and 

combinations), putting aside all types of financial, social or geographical discrimination,
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• recoup the time lag of the National Health System in providing effective access to new cancer 

treatments, often due to price issues, but above all due to the lack of agreed upon indications 

and protocols and inequalities in inclusion of the drugs proposed in the different Autonomous 

Communities (Precision Personalized Medicine Strategy)11,

• “Train national policy makers and paying agencies to drive informed decisions on drug prices” (Horizon 

Scanning Initiative)31, 

• consolidate the pillars of prevention, diagnosis and treatment with equity criteria and prioritize “the 

promotion and financing of cancer research in areas of growing interest such as early stages of the disease, 

immunotherapy and combined therapies, in the methodology of psychological intervention and nutritional 

assessment in patients” (Objective 37.d) EU Cancer Mission2,

• optimize the use of financial resources,32

• incorporate the criteria of the Pharmaceutical Strategy for Europe18, which promotes accessibility, 

availability and affordability of medicines and supports sustainable innovation, including combined 

access of products,

• advance “in underserved settings and in cases of unmet medical needs”33,

• propose flexibility and simplification of regulation as a “historical objective of operational 

excellence”, endorsed and reinforced with “measures such as those adopted in relation to the 

approval of vaccines during the COVID-19 pandemic”, which, without a doubt, have contributed to 

accelerating and facilitating access to medicines (Pharmaceutical Strategy)18,

• promote open and transparent health policies and clinical practices that are publicly and regularly 

accountable,

• implement mechanisms and indicators capable of measuring efficiency and quality in the 

application of any new therapy, thereby preventing therapeutic failures and improper consumption 

of resources, which increase the expectations of those who, as patients, start a new journey from 

narrow therapeutic windows34.

It would be very important that those responsible for the health systems and, among them, those of our 
National Health System, assume this agenda and always bear in mind that in its implementation, kidney 
cancer patients should not be perceived as an “object” of healthcare, but as active “subjects” in it, together 
with their families and their associations.

Because this is what they should really be: their protagonists, and as such they should have the same rights in 
all the Autonomous Communities35, including participation, thus giving them the opportunity to collaborate 
with the health administrations to act together and with determination against kidney cancer.
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5. THERAPIES FOR KIDNEY CANCER.
Limited results of traditional therapies

AS THE AMERICAN SOCIETY OF CLINICAL ONCOLOGY (ASCO, AMERICAN SOCIETY OF CLINICAL 
Oncology) states, “when the patient is well informed, they become their best advocate and an indispensable ally of 
physicians”; This makes it possible to improve the effectiveness of the treatments to which they are subjected 
and also facilitates the decision-making processes. Therefore, the most important thing is that, before starting 
any treatment, be it traditional -local or systemic-, already innovative, a constructive and open dialogue is 
established between doctor and patient in which the objectives, attitudes, characteristics, effects, duration, 
risks, etc. of each of the types are clear and well defined and thus jointly define a “plan”. It is also important 
to know the possibility of cancer coming back (recurrence) in the future and its side effects.

Psychological support to cope with fear, anxiety and depression is also essential from the diagnostic phase.

In addition to psychological support through permanent dialogue, the information will result in a better use 
of the resources available in hospitals and will facilitate therapeutic compliance and treatment follow-up.

It is clear, then, that facing the disease requires not only healthcare support, but also information and 
guidance to manage the many health and non-health problems that are going to persist over time.

Analysis and cataloging of the different types of kidney cancers is also crucial when it comes time to prioritizing 
actual treatment options. Not surprisingly, renal cell carcinoma (RCC) is the most common in adults, accounting 
for approximately 90% of kidney neoplasms (a type of tumor that appears sporadically in most cases).

It is also not uncommon for kidney patients to choose to participate in certain trials (in all or some of their 
phases and provided that the eligibility criteria are met), especially when based on the type of cells, the 
stage of the cancer, their general state of health, etc. in the opinion of the doctor, and always with the prior 
information, understanding and consent of the patient, this could be of particular interest. In these cases, it is 
especially important to contrast opinions and make decisions in a shared way.

In general, when kidney cancer is localized (encapsulated) and diagnosed early, it is treated with surgery and 
has high survival rates (close to 70%). 
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The most common types of surgery are radical or partial nephrectomy with laparoscopic and robotic 
techniques. But when surgery is not recommended, it is possible to go for other procedures: radiofrequency 
ablation, cryoablation and single or combined systemic therapy.

When kidney cancer spreads (metastatic kidney cancer) to the lungs, lymph nodes, bones, liver, brain, skin, or 
other areas, its treatment requires systemic therapy.

Routinely (traditional/standard), surgery is combined with targeted therapies or immunotherapy and more 
recently, a combination of these treatments.

Systemic therapy consists of the use of drugs to destroy cancer cells, either orally or through the bloodstream. 
This type of therapy can be targeted, immunotherapy or chemotherapy (rarely).

In the application of these treatments, aimed at delaying, stopping or eliminating cancer, multidisciplinary 
teams must participate together (doctors -oncologists, urologists, radiologists, etc.-, nursing and auxiliary 
personnel, psychologists, social workers, pharmacists, nutritionists, etc.).

These teams must draw up a “plan” that allows them to develop an active surveillance of each case, carry out 
periodic diagnostic tests and carry out an exhaustive clinical follow-up, especially in cases where the cancer 
may have spread to different parts of the body.

If, during the follow-up of the disease, there is a worsening of the patient’s condition, it is common to resort 
to the sequential application of “systemic therapies” or “drug therapies”, adapting the plan progressively36.

For these purposes, it should be borne in mind that targeted therapy is “a treatment that targets specific cancer 
genes or proteins, or tissue conditions that contribute to cancer growth and survival. This type of treatment blocks the 
growth and spread of cancer cells while limiting damage to healthy cells.”

Targeted therapy for kidney cancer includes: i) antiangiogenic therapy, which stops the process of formation 
of new blood vessels (angiogenesis), blocking VEGF -Vascular Endothelial Growth Factor and preventing the 
nutrients it requires to grow and spread from reaching the tumor through these vessels; ii) drugs that inhibit 
mTOR (a protein that helps kidney cancer cells grow); iii) or combination of therapies.

Regarding immunotherapy, it should be noted that its purpose is to strengthen the body’s natural defenses to 
vigorously fight cancer when patients have metastatic disease. It uses materials “made by the body” or “made 
in a laboratory” to improve, direct, or restore the function of the immune system.

The main types of immunotherapy are: i) Interleukin-2 (IL-2, Proleukin) -especially indicated to treat the most 
advanced tumors-; ii) interferon alpha -in the treatment of kidney cancer that has spread-; and iii) immune 
checkpoint inhibitors.

It is also important to mean that most types of kidney cancer (except those known as urothelial carcinoma 
and Wilms tumor or nephroblastoma, the latter more common in children) are resistant to chemotherapy, so 
research on treatment of these types of cancers is especially important. 
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However, the main barrier to access for this class, particularly to drug combinations, is the delay associated 
with their incorporation into the portfolio of services, something that ALCER demands12. This barrier has 
closed even further in the context of the pandemic.

Involving all agents who have a role in cancer care is a sine qua non requirement for the barrier to be lifted and 
this incorporation to take place, since with this, in addition to aligning therapeutic innovations and facilitating 
patient access to them, the organization of NETWORKED teams (inter-centers) will be promoted, the quality 
of health care and the specialization of professionals will be ensured, and interoperable information systems 
will be prioritized.

But today we see that, in most assumptions, participation in clinical trials may be the only way for kidney 
cancer patients to access recent and innovative treatments, although not always the most suitable mechanism 
for them from a clinical standpoint.

In the course of kidney cancer treatments, emotional disorders should not be overlooked, the management of 
which is attributed to the area of so-called “palliative care”, based on supportive healthcare (with medications, 
adaptation of nutritional habits, relaxation, psychosocial support, etc.).

This type of palliative care facilitates the improvement of the quality of life of the kidney cancer patient, so 
it can be dispensed at any time. This is, from the moment of diagnosis, during each phase of the treatment 
and even lasting until much later.

Palliative care focuses on emotional monitoring of the patient, managing symptoms and providing both them 
and, where appropriate, their families the support they need to meet needs that are not strictly medical.

As stated by the patient associations themselves, those who receive palliative care along with cancer 
treatment, “often have less severe symptoms and a better quality of life and are more satisfied with the 
treatment itself.”

It can be concluded, therefore, that with treatments, especially innovative therapies, there is a future for 
health recovery and improvement of quality of life. Therefore, now is the time to make commitments 
within the Interterritorial Health Council, promote their application with rules, criteria, protocols and 
specific actions, under the protection of both European and Spanish plans and programs, which have 
already been mentioned.
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6. COMBINING DRUGS.
An innovative and effective therapeutic tool. 
Comparative experiences and other data
ALTHOUGH CANCER REMAINS ONE OF THE MAIN CAUSES OF DEATH IN THE WORLD, SCIENTIFIC 
advances, large investments in R&D over the last two decades, and the commitment and collaboration 
of public and private institutions and consortia have allowed for improved survival rates thanks to the 
modification of the traditional approach to this disease.

The changes that have allowed improvements in prevention, diagnosis, and pharmacological treatments are 
noteworthy, especially thanks to the combining drugs.

As the researchers point out, “advances in the understanding of the molecular biology of tumors are allowing for 
the emergence of new therapies and their combination in a targeted way to combat them, as well as for avoiding the 
resistance they develop.”

Studies and trials on drug combinations (immunotherapy and targeted therapies) are revealing a path to 
success for different types of cancer (pancreas, melanoma, ovary, breast, lung,… among others) and, of 
course, for the kidney cancer treatment.

We will refer to the treatment of these cancers from the specific perspective of the combinations and their 
financing status by the National Health System (https://www.mscbs.gob.es/profesionales/medicamentos.do):

For pancreatic cancer there is already a funded combination, erlotinib in combination with gemcitabine, and 
the already funded nivolumab + ipilimumab combination is currently being tested in another type of tumor, 
specifically in advanced melanoma.

Precisely in the case of melanoma, in addition to the combination nivolumab + ipilimumab, the combination 
of encorafenib (an inhibitor of the RAF/MEK/ERK pathways) and binimetinib (an inhibitor of the MEK pathway) 
is already a standard for the treatment of unresectable or metastatic melanoma with BRAF mutation.
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In ovarian cancer, there are several funded combinations of bevazizumab with other therapies: carboplatin, 
gemcitabine, paclitaxel, topotecan, doxorubicin, or cisplatin; in different subtypes of ovarian cancer and/or 
lines of treatment.

Breast cancer is another tumor that has a wide arsenal of funded combinations, such as the combination 
of pertuzumab with trastuzumab and docetaxel, for the treatment of adult patients with locally recurrent, 
unresectable or metastatic HER2-positive breast cancer. On the other hand, the combination of pertuzumab 
plus tratuzumab and chemotherapy is funded for the neoadjuvant treatment of adult patients with HER2-
positive locally advanced inflammatory or early-stage breast cancer at high risk of relapse; and combinations 
of bevazizumab with paclitaxel or capecitabine in other breast cancer tumor lines.

In the case of lung cancer, in different subtypes or lines of treatment. The combinations of bevazizumab 
associated with cisplatin-based chemotherapy, combinations of atezolizumab associated with bevacizumab, 
paclitaxel and carboplatin are financed; atezolizumab in combination with carboplatin and etoposide and 
the combination of pembrolizumab with pemetrexed and platinum-based chemotherapy.

All these examples presented on combination treatment in different types of tumors are a reference to take 
into account, since many of them have already become standardized treatments thanks to their inclusion in 
the portfolio of services of the National Health System, which that makes them accessible to patients, thereby 
improving health outcomes compared to classical therapies and monotherapies.

Focusing now on the treatment of kidney cancer, the high level of research activity in our country should first 
be noted (Figure 1). There are numerous clinical trials carried out, some of them still active, which show the 
great research capacity of our scientists and, not least, that thanks to these trials many patients have been 
able to benefit from an early use of the new therapies.

Some of the trials collected here have already yielded very positive results in terms of efficacy and quality 
of life in the first-line (1L) treatment of advanced kidney cancer, achieving a significant increase in patient 
survival and achieving disease cure rates ever before seen with the classic therapies with which they have 
been compared.
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Figure 1. Clinical trials and study drugs in kidney cancer.

idid Code ProtocolCode Protocol datedate PhasePhase drugs under study (combination and controldrugs under study (combination and control) CentersCenters n totaln totalaa n Spainn Spainbb indicationindication

2020-002216-522020-002216-52 MK-6482-012MK-6482-012 2021_042021_04 33 Pembrolizumab, belzutifan, lenvatinibPembrolizumab, belzutifan, lenvatinib 66 14311431 4242 RenalRenal

2019-004539-222019-004539-22 D9950C00001D9950C00001 2021_032021_03 11 Durvalumab, AZD8701Durvalumab, AZD8701 22 132132 2323 Multitumor*Multitumor*

2019-003572-392019-003572-39 BNT151-01BNT151-01 2021_032021_03 1/2a1/2a BNT151 + other antineoplasticsBNT151 + other antineoplastics 22 6464 1414 Multitumor*Multitumor*

2019-003609-842019-003609-84 MK-3475-03AMK-3475-03A 2020_092020_09 1b/21b/2
Pembrolizumab, Lenvatinib, MK-1308A, MK-4280A, Pembrolizumab, Lenvatinib, MK-1308A, MK-4280A, 

M-6482, MK-4830M-6482, MK-4830
22 430430 1616 RenalRenal

2019-003610-132019-003610-13 MK-3475-03BMK-3475-03B 2020_092020_09 1b/21b/2
Pembrolizumab, Lenvatinib, MK-1308A, MK-4280A, Pembrolizumab, Lenvatinib, MK-1308A, MK-4280A, 

M-6482, MK-4830M-6482, MK-4830
22 370370 88 RenalRenal

2017-002259-262017-002259-26 679-00/ECHO-302679-00/ECHO-302 2017_112017_11 33 Pembrolizumab, epacadostatPembrolizumab, epacadostat 77 630630 3434 RenalRenal

2017-000759-202017-000759-20 CA209-9ERCA209-9ER 2017_102017_10 33 Nivolumab, cabozantinib, sunitinibNivolumab, cabozantinib, sunitinib 66 850850 3535 RenalRenal

2017-000300-262017-000300-26 E7080-A001-111E7080-A001-111 2017_102017_10 1b/21b/2 Pembrolizumab, lenvatinibPembrolizumab, lenvatinib 99 358358 4747 Multitumor*Multitumor*

2016-004989-252016-004989-25 INCAGN1876-201INCAGN1876-201 2017_092017_09 1/21/2 INCAGN01876, ipilimumab, nivolumabINCAGN01876, ipilimumab, nivolumab 1010 450450 6464 Multitumor*Multitumor*

2016-004502-342016-004502-34 CA209-914CA209-914 2017_092017_09 33 Nivolumab, ipilimumab, sunitinibNivolumab, ipilimumab, sunitinib 55 16001600 5252 RenalRenal

2016-000706-122016-000706-12 SUNNIFORECASTSUNNIFORECAST 2017_072017_07 2a2a Nivolumab, ipilimumab, sunitinibNivolumab, ipilimumab, sunitinib 44 306306 3232 RenalRenal

2015-002429-202015-002429-20 B9991003B9991003 2016_102016_10 33 Avelumab, axitinib, sunitinibAvelumab, axitinib, sunitinib 44 583583 1212 RenalRenal

2016-000588-172016-000588-17 MK-3475-426MK-3475-426 2016_092016_09 33 Pembrolizumab, axitinib, sunitinibPembrolizumab, axitinib, sunitinib 44 840840 3434 RenalRenal

2014-004510-282014-004510-28 IM-201IM-201 2016_032016_03 22 Intuvax, sunitinibIntuvax, sunitinib 66 9090 2424 RenalRenal

2014-004684-202014-004684-20 W029637W029637 2015_52015_5 33 Atezolizumab, bevacizumab, sunitinibAtezolizumab, bevacizumab, sunitinib 99 550550 5454 RenalRenal

7878 86848684 491491

Source: Created from the Spanish Registry of Clinical Studies37* includes renal cohort
a) Total number of patients in the study
b) n° of patients to be included in Spain

Next, we refer to the combinations in kidney cancer included as preferred options in the treatment algorithms 
of the most widely referenced International Clinical Guidelines in Oncology (Figures 2, 3 and 4) and their EMA 
authorization status.38

There are currently 4 combinations authorized by the EMA for the 1L treatment of renal cell carcinoma plus 
a fifth combination under evaluation.(figures 2, 3 and 4)
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Figure 2. Principles of systemic therapy for relapse or stage iV disease.

SOURCE: NCCN Clinical Practice Guidelines in Oncology, Kidney Cancer, V2.202239

Figure 3. First and second line systemic treatment of Clear Cell renal Carcinoma (ccrCC).

SOURCE: ESMO 
eUpdate – Renal Cell 
Carcinoma Treatment 
Recommendations. 
Systemic first- and 
second-line treatment 
of ccRCC. 202140
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Nivolumab+ipilimumab was the first of the combinations in kidney cancer that received a positive opinion 
from the Committee for Medicinal Products for Human Use (CHMP) of the European Commission in November 
2018 and consequent authorization EMA42. This authorization was based on data on efficacy, quality of life, 
safety and the risk/benefit ratio from data from the pivotal phase III study Checkmate-21443.

The Checkmate-214 Phase III study included a total of 847 previously untreated renal cell carcinoma patients 
with intermediate/high risk disease.

Study patients were randomized to receive nivolumab43 in combination with ipilimumab or sunitinib 
monotherapy.

The results of the study in terms of overall survival (OS) and after a minimum follow-up of 24 months was 
66.5% for patients treated with the combination vs 52.9% for patients treated with sunitinib. The median 
progression-free survival (PFS), although it was higher for the combination, at 11.56 months versus 8.38 
months for sunitinib, was not statistically significant.

Regarding the overall response rate (ORR), it was 41.6% for the nivolumab+ipilimumab combination vs 
26.5% for sunitinib; 9.6% complete responses (cure) were observed in patients treated with the combination 
compared to 1.2% in the group receiving sunitinib.

Thus, the combination nivolumab+ipilimumab is indicated for the first-line treatment of adult patients with 
intermediate/high-risk advanced renal cell carcinoma44.

The second combination to receive a positive opinion from the CHMP and corresponding authorization 
from the EMA was pembrolizumab+axitinib in July 201945, based on the results obtained in the phase III 
KEYNOTE-4264 study6

Source: Updated European Association of Urology guidelines recommendations  
for the first-line treatment of metastatic clear-cell renal cancer. 202141

Figure 4. updated recommendations from the EAu Guidelines for first-line treatment  
of metastatic renal Cell Carcinoma.
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The KEYNOTE-426 study included a total of 861 clear cell renal cell carcinoma patients from all risk 
groups (favorable, intermediate, and high risk); patients were randomized to receive the combination 
pembrolizumab+axitinib or sunitinib.

The results of this study showed a significant OS benefit in favor of the combination versus sunitinib; the risk 
of death was 47% lower in the pembrolizumab+axitinib group than in the sunitinib group.

In a subsequent analysis after a 27-month follow-up, a clinical benefit was observed in PFS, with a 31% 
reduction in the risk of progression or death, and a benefit in OS, with a 41% lower risk of death in PFS in the 
combination group versus sunitinib.

The ORR was 59.3% in the pembrolizumab-axitinib group and 35.7% in the sunitinib group. 5.8% of the 
patients in the pembrolizumab-axitinib group and 1.9% in the sunitinib group had a complete response.

Thus, pembrolizumab in combination with axitinib is indicated for the first-line treatment of advanced renal 
cell carcinoma in adults.

In addition, the avelumab+axitinib combination also received a positive opinion from the CHMP and 
authorization from the EMA in September 2019, with an indication for the first-line treatment of adult 
patients with advanced renal cell carcinoma (RCC).

However, this combination received a negative funding ruling (Nov. 2020) from the Interministerial Price 
Commission (CIMP) which considered that the results in SG were still immature to show long-term benefit47; 
This combination was also not included as a preferred option in the international clinical reference guides: 
NCCN, ESMO or AEU39-41.

Another combination with a positive opinion from the CHMP (February 2021) and most recently authorized by 
the EMA is the combination of nivolumab+cabozantinib48, 49, based on the positive results of its Checkmate-
9ER pivot study50 .This new combination has already been included in the latest updates of the NCCN, ESMO 
and EAU International Clinical Guidelines39-41.

The Checkmate-9ER trial conducted in patients with previously untreated advanced renal carcinoma with a 
clear cell component included a total of 651 patients, from all risk groups (favorable, intermediate, and poor 
prognosis). Patients were randomized to receive cabozantinib in combination with nivolumab (n = 323) or 
sunitinib (n = 328).

The study demonstrated a statistically significant benefit in PFS, OS, and ORT for patients randomized to 
nivolumab+cabozantinib compared to sunitinib. The median PFS of the nivolumab+cabozantinib combination 
was 16.59 months, doubling the PFS observed in the group of patients treated with sunitinib, which was 8.31 
months.

The ORR for the nivolumab+cabozantinib combination versus sunitinib was 55.7% and 27.1%, respectively.

In an updated analysis of PFS and OS when all patients had a minimum follow-up of 16 months and a median 
follow-up of 23.5 months, the risk of progression or death was 48% lower for patients who received the 
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combination versus to patients in the sunitinib group; Regarding OS, the risk of death was 44% lower for the 
combination, thus confirming the preliminary results.

Regarding the relevance of the clinical benefit according to the ESMO-MCBS scale, the magnitude of the 
clinical benefit has been assessed as 4, with HR 0.51 and a gain of 8.28 months in PFS months compared to 
the control. Levels 4 and 5 of the ESMO-MCBS scale v.1.1 (5 points) correspond to a substantial magnitude of 
clinical benefit. Such an assessment of substantial clinical benefit is considered adequate for cabozantinib 
plus nivolumab, taking into account the observation of a relevant OS benefit in the interim analysis.

Finally, and most recently, the new combination to receive a positive opinion from the CHMP and authorization 
EMA (November 2021) is the combination of pembrolizumab + lenvatinib based on the pivotal phase III study 
CLEAR/KEYNOTE-581.51,52

The CLEAR/KEYNOTE-581 study included a total of 1,069 patients with advanced clear cell renal cell 
carcinoma and other histologies. 

Patients were randomized (1:1) to receive pembrolizumab+lenvatinib versus sunitinib. The results of the study 
revealed a statistically significant benefit in PFS, OS and ORR for patients treated with the combination versus 
sunitinib monotherapy. The median PFS for the pembrolizumab+lenvatinib combination was 23.9 months 
versus 9.2 months for sunitinib, reducing the risk of progression or death by 61%.

Regarding OS, the combination pembrolizumab+lenvatinib reduces the risk of death by 34% compared to 
sunitinib.

The ORR for patients treated with the combination was 71% versus 36% for patients treated with sunitinib, 
observing 16% of complete responses in patients treated with pembrolizumab+lenvatinib compared to 4% of 
complete responses in patients receiving sunitinib.

In short, there is already a range of drug combinations for kidney cancer supported by the EMA. However, 
despite their undoubted clinical advantages, these treatments lack funding, except for the recently 
funded Nivolumab+Ipilimumab combination, but three years after receiving EMA authorization. Access to 
combinations is, therefore, a serious and deadly problem for patients in our country.

The list of combinations, as can be seen from the foregoing and as shown in figure 1, based on data from the 
Spanish Registry of Clinical Studies, is positive and eloquent. But reading it, in these circumstances, rather 
than hope, leads to disappointment.

The “bureaucratic” reality of the National Health System reveals that new cancer therapies (drug 
combinations) sometimes take up to four years to become accessible to patients.

According to the Spanish Society of Medical Oncology (SEOM), this is the average period that elapses between 
the approval by the European Commission of a new treatment and its application in many of the Spanish 
public hospitals.
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There are several obstacles that must be overcome until cancer patients finally have access to new therapies, 
drugs and their combinations, but the following must be highlighted:

• approval of more restrictive indications than those provided for in its authorization,

• substitutions for traditional treatments of the same indication frequently carried out by the 

competent organs of hospitals, despite the fact that doctors opt for those of this class,

• the lack of standardized protocols to evaluate the quality and results of their application,

• and financing difficulties.

The Interterritorial Council of the National Health System should debate and raise awareness about this 
state of affairs and promote the corresponding agreements to solve the problems that affect cancer patients 
and that still limit their access to new therapies.
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7. THE EMA ON DRUG COMBINATIONS
IT IS CLEAR THAT THE EMA HAS BEEN IN FAVOR OF THERAPIES BASED ON PHARMACOLOGICAL 
combinations and also that, in general, the authorization procedures under its charge have been meeting the 
established deadlines.

It would be desirable for this open-minded attitude of the EMA in favor of combined therapies to also take 
root in national administrations, for the purposes of their inclusion in the portfolio of services. Failure to do so 
can create an obstacle for patients, who may be artificially limited in access to these beneficial and innovative 
therapies. Let us not forget that, as the EPFIA itself indicates53, the value of innovation depends on how it is 
used in favor of patients.

Thus, patients insist on claiming access to new uses for pre-existing drugs (especially drug combinations) 
to successfully cope with diseases.54

Although there are some differences, the truth is that, after EMA authorization, access to combinations in 
the field of cancer, in terms of the European average, takes thirteen months compared to seven months in 
the United States. In Spain up to 4 years.

It is possible that this situation will change thanks to the new European Pharmaceutical Strategy18, and the 
PRIME Program4.

Not surprisingly, both Programs point to, among others, the need to promote the joint work of the public 
authorities responsible for authorization, evaluation, and financing, and in parallel, they call for:

• facilitating the design of clinical trials,

• adapting innovation to the real needs of patients,

• making the principles relating to costs and pricing more transparent,

• simplifying the management of changes to marketing authorizations,

• redirecting off-patent medicines to new therapeutic uses, or
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• increasing the exchange of information and best practices.55

• In this regard, it is also relevant to remember that new possibilities have appeared to reduce times 

and gain time in favor of patients.

 
Indeed, now the scientific opinion of the Committee for Medicinal Products for Human Use (CHMP), based on 
article 5 (3) of Regulation 726/2004, is used to accelerate the evaluation of the application for the marketing of 
promising medicines during cases of public health emergencies, which has already provided some harmonized 
views at Union level on the combination of certain drugs.

Based on the procedure regulated in the above Article 5 (3), the CHMP can issue a harmonized scientific 
opinion in Europe on the quality, safety and efficacy of a medicine based on the available data. Their opinion 
can be taken into account by Member States when making their own decisions on the use of medicines at 
national level even before issuing an official authorization.

In fact, this has already happened in the case of the treatment for the SARS-Cov-2 virus from the combination 
of casirivimab and imdevimab (March 2021)56, two monoclonal antibodies. This combination was also cleared 
by the FDA (November 2020), under a temporary and emergency use authorization.

This type of “emergency authorizations” does not replace those resulting from formal marketing authorization 
procedures. But they undoubtedly constitute an opportunity to undertake review processes of current 
regulations anchored in a past somewhat alien to digitization and administrative simplification
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8. ACCESSIBILITY TO THERAPEUTIC  
INNOVATION AND ITS FINANCING. 
Inclusion of new therapies in the Common Portfolio  
of NHS Services. Financing regime. 

AS THE EU COMMISSION HAS STATED, TO MITIGATE THE IMPACT OF NON-COMMUNICABLE DISEASES, 
such as cancer, in addition to prevention, it is essential to strengthen health systems with structural changes 
with more funding, especially in the face of weaknesses, inadequacies and health care inequities that have 
been evidenced during the pandemic and that have intensely affected vulnerable groups such as patients 
with kidney cancer.

In this scenario of changes and reforms, it is of particular importance to promote the responsible exercise of 
administrative powers, not only in the authorization processes of Medicines, but also in the actions aimed 
at their financing and their acquisition (public purchase) to reduce deadlines and meet health and social 
challenges promptly and effectively57.

For this reason, health authorities must ensure not only that the purchase is at the lowest possible price (best 
value for money), but also that the contracting generates benefits for patients.

In the words of the Commission, public procurement of innovative solutions “can be a very effective tool to 
promote sustainable development and achieve social objectives at an international, national, regional or local level… and 
to obtain additional social and ethical benefits”.

The UEproSalud8 program (2021-2027), endowed with 9,400 million euros, has come to alleviate the imbalances 
and inequities generated by the pandemic, including among its main objectives:
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• “ensure the availability and affordability of medicines, health products and other products relevant to the crisis 

and support innovation” and

• “Strengthen health systems. through, among other measures,… improving access to healthcare”.

For the effective and equitable access to innovative treatments for kidney cancer patients and, in particular 
to targeted therapy combinations, and to mitigate inequality in relation to neighboring European countries, 
it is necessary to have a regulatory framework that allows three variables to be managed in unison: an 
agile incorporation to the common portfolio of services, sufficient financing through a special model, and 
autonomous hospital management of the provision without inequalities and without artificial obstacles 
(heterogeneous efficiency criteria according to Autonomous Communities, purchasing systems, hospital 
commission agreements, pharmacotherapeutic protocols)

This regulatory and management framework should be addressed swiftly, transparently and with patient 
participation.

reimbursement status of 1L CoMBoS of renal Cell Carcinoma
 

The regulatory changes would affect Royal Decree 1030/2006, of September 1558, which establishes the 
portfolio of common services of the National Health System and the procedure for its updating, the Law 
of Guarantees and Rational Use of Medicines and Health Products59 (Consolidated text approved by Royal 
Legislative Decree 1/2015) and Law 9/2017, of November 8, on contracting in the public sector60, as well as the 
corresponding regulatory development provisions.

Source: AIFA, EMA, G-BA, HAS, NICE, AEMPS      Reimbursement status:   Yes,  No, # Conditional   
AIFA: Italian Medicines Agency; EMA: European Medicines Agency;  G-BA: German Federal Joint Committee. HAS: French National Authority for Health; 
NICE: UK National Institute for Health and Care Excellence. AEMPS: Spanish Agency of Medicines and Medical Devices
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For this, a relevant opportunity has arisen derived from Component 18 of the Recovery, Transformation and 
Resilience Plan (“Renewal and expansion of the capacities of the National Health System”)61, according to which 
the Government promoted the modification of the current financing and pricing system for the public health 
system as a whole.

And it is that the general objective of the Component is none other than “to reinforce and strengthen the Spanish 
National Health System so that all people have the maximum opportunities to develop and preserve their health and that 
they have a public, universal and excellent health system, solidly cohesive, proactive, innovative and intelligent and with 
a gender perspective, that cares for and promotes their health throughout life, in all its spheres”.

Thus, the Plan itself highlights the following two as specific objectives of the above Component: 

• “Ensure sufficient and sustainable financing to address the new health challenges typical of a modern and 

developed society, and also ensure efficient spending, eliminating those that do not add value.”

• “Strengthen and develop coordination and multilevel governance in the management of the National Health 

System and enhance territorial cohesion.”

In this vein, it also seems reasonable to bet on the creation of a special fund or endowment (within the 
Cohesion Fund), which will bear the cost of these new treatments. This could serve to favor a change in the 
administrative culture, which today is somewhat suspicious of the risk of the economic impact derived from 
pharmacological innovations.
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9. CONCLUSIONS AND PRIORITY PROPOSALS
FROM THE ANALYSIS AND ASSESSMENT OF THE CURRENT SITUATION OF PATIENTS WITH KIDNEY 
cancer regarding access to combined pharmacological therapies, the following conclusions and proposals 
emerge:

A. ConCLuSionS 

a)  Cancer is the second leading cause of death in the world (9.9 million people died as a result of this 
disease in 2018) and also in the European Union (2.6 million/year).

b)  In Spain in 2020, 276,239 cases were diagnosed, with 44,990 women and 67,345 men dying.

c)  Survival rates are increasing year after year thanks to prevention, early and accurate diagnosis, and 
innovative drug treatments.

d)  More than 7,000 patients a year are diagnosed in Spain with kidney cancer (5,000 men and 2,177 women), 
the majority starting at the age of 50.

e)  2,000 deaths per year from kidney cancer

f)  In 25% of cases, at the time of diagnosis, the kidney cancer is advanced.

g)  Anxiety, depression, and degree of involvement in treatment are factors of special importance for the 
management of kidney cancer.

h)  Advances to improve the therapeutic approach to cancer thanks to drug combinations (immunotherapy 
and targeted therapies) are hopeful.

i)  The EMA and the FDA are in favor of drug combinations.

j)   Lack of funding for such combinations is a real problem for kidney cancer patients.
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k)  Investments in R&D for new pharmacological therapies in the field of cancer, including kidney cancer, 
are not sufficient in Spain. So far, our regulatory framework does not adequately encourage them. It is 
not acceptable that investment in R&D&I remains far from 2% of GDP (which is the European average) 
and that it remains so far from that of other advanced countries, such as Germany (3%).

l)  The proposal emanating from the Commission for Social and Economic Reconstruction of the Congress of 
Deputies, in July 2020, which insisted on demanding a new policy of incentives in favor of research and 
innovation, is encouraging for kidney cancer patients. Also important for these purposes is the Pact for 
Science62, promoted by the Government and supported by more than 50 public and private entities.

m)  The Recovery, Transformation and Resilience Plan (“Spain Can”) presented by Spain to the European 
Commission in April 2021, in its Component 18 (health sector)59, foresees measures in favor of innovation, 
measures that will be specified in 2022 through legislative amendments and initiatives, in particular the 
Law of Guarantees and Rational Use of Medicines and Health Products. It would be necessary to include 
those relating to drug combinations.

n)  From an economic point of view, the cost of drug combinations should not be valued as an isolated piece 
of information, but rather globally; that is, taking into account the benefits for patients and their health 
outcomes along with the improvement of their quality of life.

o)  The existence of artificial obstacles that slow down patient access to these treatments in our country is 
clear (in many cases it reaches almost four years of waiting on average from the time of the authorization 
of the European Commission).

p)  Once these innovative treatments have been incorporated into the Common Portfolio of NHS Services, 
bureaucratic barriers should not arise (restriction in indications, substitution without taking into 
account the judgment of the physician responsible for the treatment, absence of protocols, certain 
models of centralized public procurement, etc.). These practices carry with them a tremendous loss of 
opportunity to save lives.

q)  Access to combinations, once financed, should be equitable, and avoid heterogeneity in regional and 
hospital criteria.

r)  Participation in clinical trials for the treatment of kidney cancer does not yet respond to a sufficiently 
transparent management for patients.

s)  The financing model for these new oncological therapies is yet to be defined and agreed upon in the NHS 
Interterritorial Council and, above all, to resolve the situation of kidney cancer treatment.
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B. ProPoSALS 

All this through increased coordination between entities, through permanent communication between 
ALCER and its federated Associations and the health Administration, and with the Scientific Companies and 
the Industry.

 1  Streamline access to innovation / fast track
Reduce the processing times for financing new drugs, to be closer to the average for neighboring countries in 

Europe* (7.7 months), compared to the Spanish average of 14 months64 

 2  Early access  
Establish mechanisms that allow the Autonomous Communities early prescription of the combinations authorized 

by the EMA while the financing procedure is being resolved, based on their clinical benefit and medical criteria.

 3  define criteria for access to innovation 
Get the Ministry to work on defining clear and transparent criteria for prioritizing access to innovation for those 

drugs that provide greater added value and impact an unmet need.  

 4 resolve territorial inequality   
Through the Interterritorial Council, guarantee equity in access to therapeutic innovation in kidney cancer: the 

same prescription criteria in all Autonomous Communities and hospitals, once funding has been attained at the 

national level. 

 5  Specific financing for combinations in kidney cancer 
Establish a Fund or special endowment (within the Cohesion Fund) that allows for the necessary financing 

resources for these new treatments.

 6  Cost/effectiveness assessment
Promote a profound change in the "economic-administrative culture", so that the already traditional misgivings 

about the direct costs of pharmacological innovation disappear.

 7 Coordination of actions 
Coordinate actions on kidney cancer with the contents of the Spanish Strategy Against Cancer10 and the Strategy for 

Precision Personalized Medicine11, from a technical-scientific, resource, budgetary and investment point of view. 

 8  research incentives 
Increase economic and tax incentives for business investment in R&D in kidney cancer, especially in cases of 

public/private collaboration.

 9 Clinical trials 
Improve the management of health data and transparency on participation and results of clinical trials.

 10 information improvement
Build stable channels of communication between Autonomous Communities, institutions and research entities, 

public and private, that guarantee and promote mutual learning, intensifying the exchange of information. 

* Germany, Italy, France, United Kindom.
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