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Introduction: Advanced urothelial carcinoma remains aggressive and very hard

to cure, while new treatments will pose a challenge for clinicians and healthcare

funding policymakers alike. The U-CHANGE Project aimed to redesign the

current model of care for advanced urothelial carcinoma patients to identify

limitations (“as is” scenario) and recommend future actions (“to be” scenario).

Methods: Twenty-three subject-matter experts, divided into three groups,

analyzed the two scenarios as part of a multidimensional consensus process,
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developing statements for specific domains of the disease, and a simplified

Delphi methodology was used to establish consensus among the experts.

Results: Recommended actions included increasing awareness of the disease,

increased training of healthcare professionals, improvement of screening

strategies and care pathways, increased support for patients and caregivers

and relevant recommendations from molecular tumor boards when

comprehensive genomic profiling has to be provided for appropriate patient

selection to ad hoc targeted therapies.

Discussion: While the innovative new targeted agents have the potential to

significantly alter the clinical approach to this highly aggressive disease, the U-

CHANGE Project experience shows that the use of these new agents will require

a radical shift in the entire model of care, implementing sustainable changes

which anticipate the benefits of future treatments, capable of targeting the right

patient with the right agent at different stages of the disease.
KEYWORDS

advanced urothelial carcinoma, multidimensional consensus, Delphi panel,
stakeholders, partnership, molecular tumor board
1 Introduction

Urothelial cancer (UC) is the most common histological type of

bladder cancer (accounting for 90% of cases) and consists of non-

muscle-invasive (approximately two thirds of cases) and muscle-

invasive types. Each year, approximately 573,000 new cases of

bladder cancer are reported worldwide, with 212,000 deaths. In

Europe, approximately 204,000 people were diagnosed with

urothelial cancer in 2020, 67,000 of whom died of the disease (1).

In Italy, 25,500 people were diagnosed in 2021 with an estimated

6,100 deaths and a 5-year net survival rate of 80% in men and 78%

in women (2). 313,600 people in this country are currently living

with a diagnosis of bladder cancer (2).

The management of advanced urothelial cancer, as locally pT2,

pT3a, pT4 muscle invasive urothelial carcinoma or urothelial

carcinoma with metastatic disease, with all its complexities, will

certainly become the focus of considerable attention in the

immediate future, in part due to new investments in health and

social care (such as the Europe’s Beating Cancer Plan, the National

Cancer Plan, and the National Recovery and Resilience Plan, a

reform and investment package to help Italy recover from the

COVID-19 pandemic), and to the imminent arrival on the market

of innovative treatment solutions (3, 4). While these treatments

promise to improve the survival and quality of life of patients with

advanced urothelial cancer, they will also require a new decision-

making mindset on the part of clinicians and healthcare

administrators at various levels.

The aim of the U-CHANGE Project, where the syllable “U-C”

stands for “Urothelial-Cancer”, is to create a shared scenario

that combines epidemiological data and diagnostic pathways

for a more efficient patient care in the different regional setting,
02
with a perspective of humanization and communication in

favor of primary and secondary prevention of urothelial

cancer management.

The Project consisted of the examination of the current

organizational and clinical management models (including

regional models) and the patient journey, creating two

“snapshots”: one “as is” scenario of the current situation, and one

“to be” scenario, to be implemented in the immediate future.

While multidisciplinary consensus processes have been used

several times in oncology, they have always been held among peers

(5). The U-CHANGE Project chose instead to adopt a

multidimensional simplified Delphi-consensus approach (6–8),

setting itself the ambitious and unprecedented objective of putting

on the same level the various figures who deal with the advanced

urothelial carcinoma patient at the various stages of their journey:

clinicians, patient associations, caregivers, physiotherapists, nurses,

healthcare journalists, hospital pharmacists, directors of healthcare

trusts and hospitals, as well as local, regional and national

healthcare economists.
2 Materials and methods

2.1 Expert panel

The U-CHANGE expert panel consisted of twenty-three

experts who were invited to participate in the two in-person

consensus meetings. The experts were divided into three groups:

Clinicians (eight), Patients (eight) and Institutions (seven) and were

deemed to be representative of the professional categories which

directly influence patient care in Italy.
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The Clinicians group was composed by: five oncologists (SB, RI,

VB, PAZ, AG), one urologist (GNC), one methodologist (GP) and

one epidemiologist (PB). In addition, one anatomopathologist (MB)

has been involved in the revision of the manuscript. The Patients

group was composed by: three representatives of patient’s

associations (EF, LM, FD), three scientific journalists (FM, ID,

DM), one nurse (ML) and one physiotherapist (DCA). The

Institutions group was composed by: three health economists

(DCR, SE, GLC), three hospital pharmacists (FF, EOS, AM) and

one local health trust director (DL).
2.2 Systematic review of literature and
development of the statements

As shown in Figure 1, the U-CHANGE Project was designed

and developed in the form of three dimensions (Clinicians, Patients

and Institutions) and two scenarios (“as is” and “to be”). Prior of

each meeting, each expert was sent a document containing the

possible statements for each domain which would be discussed and

voted on, each supported by the most recent published

scientific evidence.
2.3 Voting and degree of agreement

The draft of the document containing the various statements

had been emailed to all twenty-three panel members prior to the

first consensus meeting, together with an explanation of the project

objectives and instructions for the group work in each dimension.

At each meeting, following the discussion by each group, the

definitive statements were presented and then voted on by all
Frontiers in Oncology 03
participants. Participants were asked to rate their agreement with

each recommendation on a 5-point Likert scale (ranging from

“strongly agree” to “strongly disagree”), and an agreement

threshold of 75% to reach consensus (calculated as sum of agree

and strongly agree) was chosen based on the method described by

Loblaw et al. (9).
2.4 Preparation of consensus document
and sharing with all experts

Following the first consensus meeting on the “as is” scenario,

the first report discussed with the chairmen of the three groups was

sent out, and the statements to be developed for the “to be” scenario

(second consensus meeting) were identified. Once this process had

been repeated with the second scenario, the final consensus

document was drawn up (as shown in Figure 2).
2.5 Ethics approval

This study consisted of a report of expert opinions that are from

the authors, who all have given consent to the use of their

information and opinion for this manuscript. No patient data

were collected, so no ethical approval was required to perform

this study.
3 Results

For the “as is” scenario, participants voted on a total of sixteen

statements (six for the Clinicians dimension, five for the Patients
FIGURE 1

Development of the U-CHANGE Project.
frontiersin.org

https://doi.org/10.3389/fonc.2023.1186103
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org


Bracarda et al. 10.3389/fonc.2023.1186103
dimension, and five for the Institutions dimension). The degree of

agreement, following the first round of voting, was over 75% for

fifteen statements. Only one statement (no. 9) did not reach

consensus due to an insufficient level of agreement, and was

reformulated and put to a second round of voting (no. 9b). One

statement (no. 11) failed to reach consensus following in-depth

discussion and was withdrawn from voting.

For the “to be” scenario, participants voted on a total of fourteen

statements (five for the Clinicians dimension, four for the Patients

dimension, and five for the Institutions dimension), and the degree

of agreement exceeded 75% for all statements following the first

round of voting.

This section gives the results of the voting of the entire expert

panel for each dimension (Clinicians, Patients and Institutions) on

each statement of the “as is” scenario compared with the “to be”

scenario and comments reported by all the expert panel.
3.1 Clinicians dimension: “as is” and “to be”
scenarios compared

This section gives the results of the voting by the entire panel on

each statement, summarized in Table 1.

3.1.1 Clinicians: comments relative to the
clinicians dimension statements

The following section gives the most relevant comments which

emerged from the discussion with regard to each statement,

grouped by domain.

3.1.1.1 Domain: survival

“As is” scenario - Despite the treatment options available,

locally advanced/metastatic urothelial carcinoma remains a

disease characterized by a high probability of progression and

therefore difficult to cure.

The current treatment scenario is constantly evolving. Despite

the contrasting data on efficacy and survival, the latest updates on

the results of immune checkpoint inhibitor registration studies were

given during the discussion. The data currently available, not
Frontiers in Oncology 04
considering treatments set to become available in the near future,

show that locally advanced/metastatic urothelial cancer remains a

disease with a high probability of progression, and that the disease

remains difficult to cure, above and beyond the availability of

second or subsequent lines of treatment and the response rate

to these.

“To be” scenario – In this case, because of the uncertainty of the

survival data expected in the future, Clinicians decided not to vote

this domain.

3.1.1.2 Domain: awareness

“As is” scenario – Because the level of awareness in the

population regarding this disease is considered very low,

Clinicians decided not to vote this domain and evaluate “To be”

scenario only.

“To be” scenario – Healthcare institutions should run

information campaigns on the disease (signs, symptoms, risk

factors) to reduce the number of late stage diagnoses, with

separate campaigns for general practitioners, specialists and the

general public.

There is no scientific evidence to support screening campaigns

for urothelial cancer with the goal of early diagnosis among

asymptomatic subjects or those in high-risk groups. The

discussion highlighted a two-fold need to raise awareness of the

disease: firstly to educate the general public about the need to

promptly consult their general practitioner in the event of

suspicious symptoms, and secondly to prompt general

practitioner to order diagnostic tests for patients with risk factors

at the onset of signs and symptoms.

It is not unusual, in fact, for female patients especially, to be

prescribed lengthy courses of antibiotics for symptoms attributed to

recurrent cystitis, and a first-line diagnostic approach in patients

with macrohematuria and a history of recurrent cystitis should

consist of non-invasive tests such as urine cytology and bladder

ultrasound. Further resources for increasing awareness of the

disease include: campaigns to promote a healthy lifestyle;

fostering alliances between general practictioner, community

healthcare services and regional cancer networks; increasing

awareness of symptoms and risk factors, and the provision of
FIGURE 2

Flow diagram of U-CHANGE Project.
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TABLE 1 Clinicians dimension.

DOMAIN SCENARIO No. STATEMENT

Strongly
agree +
agree
(%)

Strongly
agree
(%)

Agree
(%)

Neither
agree
nor dis-
agree
(%)

Strongly
disagree
+ dis-
agree
(%)

Survival AS IS

1 Despite the treatment options available, locally
advanced/metastatic urothelial carcinoma
remains a disease characterized by a high
probability of progression and therefore
difficult to cure
(1, 2, 10–14)

100% 75% 25% 0% 0%

Awareness TO BE

17 Healthcare institutions should run information
campaigns on the disease (signs, symptoms,
risk factors) to reduce the number of late-stage
diagnoses, with separate campaigns for general
physicians, specialists and the general public
(14–20)

100% 62% 38% 0% 0%

Diagnosis

AS IS

2 There is a lack of scientific evidence to support
screening programs (in asymptomatic subjects)
for the general public and in groups at high
risk for urothelial carcinoma
(2, 12, 14–17, 21–23)

100% 65% 35% 0% 0%

AS IS

3 There is a need to increase awareness of the
disease among the general public and the
medical community to allow more rapid
diagnosis
(12, 17–19)

100% 80% 20% 0% 0%

TO BE

18 Scientific research should include activities
aimed at identifying new, non-invasive
diagnostic strategies (biomarkers) to allow a
more rapid diagnosis of urothelial cancer
(12, 15 17, 18, 21–27)

100% 62% 38% 0% 0%

Treatment

AS IS

4 Despite the recent improvements in treatment
options for locally advanced/metastatic
urothelial cancer, there should be a focus on
increasing personalized treatment for the
disease
(12, 22)

95% 65% 30% 5% 0%

TO BE

19 The increasing availability of targeted therapies
will result in more specific treatment pathways
for individual patients, and improve survival
and quality of life
(12, 22, 28–38)

100% 62% 38% 0% 0%

Multidisciplinary
team

AS IS

5 Early management of the urothelial carcinoma
patient by a multidisciplinary team is crucial to
guarantee access to the most appropriate
treatment options
(17, 38–42)

100% 55% 45% 0% 0%

TO BE

20 Regional health services should create
multidisciplinary teams to manage the entire
patient journey from diagnosis onwards, with
care pathways designed and shared by all team
members
(17, 38–44)

95% 71% 24% 5% 0%

Community
healthcare
services

AS IS

6 The considerable differences in the
management and continuity of care for
patients with urothelial cancer throughout Italy
should be progressively reduced
(14, 45)

95% 75% 25% 5% 0%

TO BE
21 All regional health services should optimize the

care pathway for patients with urothelial
100% 62% 38% 0% 0%

(Continued)
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multidisciplinary training opportunities (run by scientific societies

if possible) for urologists, oncologists and radiotherapists, as well as

for general physicians. These health campaigns could be run on

innovative and popular platforms (podcasts, short online

interviews, leaflets, social media campaigns, etc.), using material

prepared by a multidisciplinary scientific committee, taking care to

avoid misunderstandings and misinformation.

3.1.1.3 Domain: diagnosis

“As is” scenario - There is a lack of scientific evidence to support

screening programs (in asymptomatic subjects) for the general

public and in groups at high risk for urothelial carcinoma.

The aim of a screening program is to detect the disease at its

early stages in members of the general public or people with specific

risk factors who have no symptoms. Efforts to introduce screening

programs for urothelial carcinoma are currently hampered by a lack

of prerequisites and scientific evidence to support the existing first

level tests.

“As is” scenario - There is a need to increase awareness of the

disease among the general public and the medical community to

allow more rapid diagnosis.

Awareness of urothelial cancer is poor, not only among the

general public but also in the medical community, often delaying

recognition of the signs and symptoms of the disease, resulting in

significantly longer diagnosis times. Achieving a greater awareness

of the disease and its signs and symptoms to optimize the current

care pathways and speed up diagnostic times should therefore be

a priority.

“To be” scenario – Scientific research should include activities

aimed at identifying new, non-invasive diagnostic strategies

(biomarkers) to allow a more rapid diagnosis of urothelial cancer.

The current lack of non invasive diagnostic tests is a

tremendous hindrance to the rapid diagnosis of urothelial cancer.

Increasing those avenues of scientific research aimed at identifying

new biomarkers (such as imaging or blood tests, whether invasive or

non invasive) able to detect the disease as early as possible, and/or

assess the efficacy of treatment in selected population groups, is

therefore of crucial importance.
3.1.1.4 Domain: treatment

“As is” scenario - Despite the recent improvements in treatment

options for locally advanced/metastatic urothelial cancer, there
Frontiers in Oncology 06
should be a focus on increasing personalized treatment for

the disease.

The treatment options currently available for locally advanced/

metastatic urothelial cancer consist of an already established

neoadjuvant treatment, and an adjuvant treatment which has

undergone recent important changes, with a first line of

treatment, subsequent maintenance line and second line of

treatment. Two further drugs for a specific group of patients will

also soon be available. Although this treatment scenario is in

constant evolution, with a recent increase in effective treatment

options, the treatment lines subsequent to the first remain

unsatisfactory. Despite the recent improvements in terms of

survival and treatment options available, more needs to be done

to personalize the current treatment options to render them

satisfactory in terms of efficacy. At a time when promising new

treatment prospects are on the horizon, optimizing the treatment

sequence and identifying eligible patients is more important

than ever.

“To be” scenario – The increasing availability of targeted

therapies will result in more specific treatment pathways for

individual patients, and improve survival and quality of life.

The new treatment options, when available, will increase

survival yet further, with a lower incidence of side effects and an

improved quality of life. While truly personalized treatment is still a

long way off due to the limited choice of molecular targeted

therapies (growing but still extremely narrow), precision medicine

drugs and techniques such as genetic analysis, next generation

sequencing and biomoleculars will permit clinicians to gather

more and more information on tumor characteristics, biological

heterogeneity, the variability in prognoses and response to

treatment, thus allowing improved personalization of the

treatment algorithm to each individual patient. Clinicians must be

careful not to lose sight of the person/patient as a whole, with their

own specific comorbidities, in-dividual characteristics, expectations

and everything which goes to make them the unique individual that

they are, exploiting all the potential of precision medicine during

diagnosis, treatment and follow-up. A greater availability of

molecular targeted therapies will therefore allow more

appropriate and more specific care pathways, with a wider choice

of treatments compared to now. Better tailoring care pathways to

the needs of patients will hopefully improve the relationship

between desirable and undesirable effects of treatment, improving

patients’ quality of life.
TABLE 1 Continued

DOMAIN SCENARIO No. STATEMENT

Strongly
agree +
agree
(%)

Strongly
agree
(%)

Agree
(%)

Neither
agree
nor dis-
agree
(%)

Strongly
disagree
+ dis-
agree
(%)

cancer, starting with an assessment of existing
practices to identify the most appropriate
organizational models (definition of care
pathways)
(14, 45–47)
fr
“as is” and “to be” scenarios.
Percentages in bold indicate where strongly agree+agree (%) overpass 75% cut-off point.
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3.1.1.5 Domain: multidisciplinary team

“As is” scenario - Early management of patients with urothelial

carcinoma by a multidisciplinary team (MDT) is crucial to

guarantee access to the most appropriate treatment options.

MDTs are not currently a feature of all healthcare services, while

patient management in others is slow and/or inappropriate. To

ensure an optimal care pathway, therefore, it is vital that those

healthcare services devoid of MDT direct the patient with bladder

cancer to facilities where they can be properly managed from

the outset.

“To be” scenario – Regional health services should create MDTs

to manage the entire patient journey from diagnosis onwards, with

care pathways designed and shared by all team members.

The MDT should consist of professionals from a variety of health

professions. To ensure that this happens in practice and not just on

paper, it is crucial to define the minimum requirements for the creation

of both the core team of professionals, and the non core team of

members who join as the need arises (e.g. pharmacologist, molecular

biologist, geneticist, geriatric oncologist, oncology psychologist,

nephrologist, etc.). Internal audits and periodic staff meetings should

also be scheduled to ensure that the correct procedures are being used

and that the continuing professional education goals of the group are

being met (at least one training event per year).

3.1.1.6 Domain: community healthcare services

“As is” scenario - The considerable differences in the

management and continuity of care for patients with urothelial

cancer throughout Italy should be progressively reduced.

Italy’s regional cancer networks differ widely throughout the
T

Frontiers in Oncology 07
country, and their work is often ineffective, one reason for the

regional differences in patient management.

“To be” scenario – All regional health services should optimize

the care pathway for patients with urothelial cancer, starting with an

assessment of existing practices to identify the most appropriate

organizational models (definition of care pathways).

Defining a one-size-fits-all organizational model is not feasible,

therefore a thorough analysis of the current situation in each

individual area should be performed to identify the most

appropriate organizational model, vital for guaranteeing that

patient management begins as soon as possible. Once the most

appropriate model has been identified, the regional health services

should optimize the care network in such as way as to maximize the

integration between hospitals, hospital networks and community

services, via the adoption of guidelines for the integrated

management of the care pathways.
3.2 Patients dimension: “as is” and “to be”
scenarios compared

This section gives the results of the voting by the entire panel on

each statement, summarized in Table 2.

3.2.1 Patients: comments related to the Patients
dimension statements

The following section gives the most relevant comments which

emerged from the discussion with regard to each statement,

grouped by domain.
ABLE 2 Patients dimension.

DOMAIN SCENARIO No. STATEMENT

Strongly
agree +
agree
(%)

Strongly
agree
(%)

Agree
(%)

Neither
agree
nor dis-
agree
(%)

Strongly
disagree

+
disagree

(%)

Awareness

AS IS

7 Training courses currently devote few resources to
the signs, symptoms and dysfunctions associated
with urothelial cancer. There is insufficient
knowledge of the disease among the general public,
general physicians and gynecologists, and not
enough being done to raise awareness
(17, 19)

100% 50% 50% 0% 0%

TO BE

22 Scientific societies and patient associations should
involve the institutions and other healthcare
professionals in campaigns on the importance of an
early diagnosis, risk factors and treatment
opportunities. These campaigns should target
different population groups and use a variety of
communication tools
(17, 45)

100% 43% 57% 0% 0%

Holistic
approach
to caregiver

AS IS

8 Patient caregivers (spouses/partners/family
members), are often poorly informed, trained and
supported (psychological support and training in
how to care for patients) during the various stages of
the disease
(46, 48, 49)

95% 65% 30% 5% 0%

(Continued)
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3.2.1.1 Domain: awareness

“As is” scenario - Training courses currently devote few

resources to the signs, symptoms and dysfunctions associated

with urothelial cancer. There is insufficient knowledge and

awareness of the disease among the general public, general

practitioners (GPs) and gynecologists.

Participants discussed the poor awareness of urothelial cancer

among patients and GPs. The main problems which emerge for this

condition, complex and neglected by doctors, lie in the scanty health

promotion of this particular cancer, use of terminology difficult for
Frontiers in Oncology 08
patients to understand, and the little importance given to the training

of GPs in the field of urology and in perineal diseases more

specifically. Patient experience shows that GPs often do not

associate signs such as macrohematuria with urothelial cancer,

often leading to the prescription of unsuitable treatments and

patients being sent to the wrong specialists (e.g. men with pelvic

floor dysfunction sent to a psychologist, or women with hematuria

sent to a gynecologist or repeatedly treated for recurrent cystitis).

“To be” scenario – Scientific societies and patient associations

should involve the institutions and other healthcare professionals in
TABLE 2 Continued

DOMAIN SCENARIO No. STATEMENT

Strongly
agree +
agree
(%)

Strongly
agree
(%)

Agree
(%)

Neither
agree
nor dis-
agree
(%)

Strongly
disagree

+
disagree

(%)

TO BE

24 Scientific societies and patient associations should
support caregivers in the form of specific strategies
and in-person meetings to provide concrete support
(psychological, pharmacological, educational and
logistical, in collaboration with the relative treatment
facilities) to allow proper management of the disease
at its various stages
(46, 48, 49)

90% 38% 52% 10% 0%

Quality of
life

AS IS

9 Caregivers should be offered support in those areas
which impact the quality of life of patients with a
diagnosis of advanced urothelial cancer, especially
those who have undergone radical cystectomy
(50, 51)

58% 48% 10% 32% 10%

AS IS

9b In patients with advanced urothelial cancer,
especially those who have undergone radical
cystectomy, the physical, psychological and social
aspects which hinder the patient’s potential to adapt
to the changes brought on by the disease have a
negative impact on the patient, and do not receive
enough attention
(50, 51)

100% 63% 30% 0% 0%

Holistic
approach
to patient

AS IS

10 All too rarely are patients offered services such as
psychological screening, support programs,
nutritional counseling or rehabilitative physiotherapy
during the times of greatest vulnerability such as
diagnosis, the beginning or end of treatment, relapse
or progression of the disease
(17, 48, 50, 52, 53)

95% 50% 45% 5% 0%

TO BE

23 By adopting a common language, scientific societies
and patient associations should establish criteria
which define best practices (psychological screening,
support programs, nutritional counseling or
rehabilitative physiotherapy at all stages of the
patient journey), with the support of telemedicine
where possible
(17, 48, 50, 52, 53)

100% 43% 57% 0% 0%

Role of
patient
associations

TO BE

25 Scientific societies and other stakeholders should
recognize the role of patient associations as a
reference point for the patient and the caregiver,
with agreed and defined limitations, a role which is
complementary to treatment facilities, offering tools
and services such as awareness raising, self-help
groups and educational material
(39, 46)

100% 57% 43% 0% 0%
fr
”as is” and “to be” scenarios.
Percentages in bold indicate where strongly agree+agree (%) overpass 75% cut-off point.
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campaigns on the importance of an early diagnosis, risk factors and

treatment opportunities. These campaigns should target different

population groups and use a variety of communication tools.

To be effective, health campaigns require a collaboration

between the scientific societies and patient associations, and

should involve the institutions and various healthcare

professionals involved in the care pathway. The discussion on the

involvement of other healthcare professionals, such as geriatrists,

gynecologists, nurses, physiotherapists and GPs, showed that these

professionals should be properly involved and trained, via the

creation and distribution of health promotion material where

necessary. Participants also discussed the need to bridge the

current educational gap where the multidisciplinary approach is

concerned to bring about a cultural change from the bottom up.

3.2.1.2 Domain: holistic approach to the caregiver

“As is” scenario - Patient caregivers (spouses/partners/family

members), are often poorly informed, trained and supported

(psychological support and training in how to care for patients)

during the various stages of the disease.

Discussion of the current care model offered to patient

caregivers showed a number of critical areas arising from the

scarce resources devoted to the cancer plan, and from the patchy

and fragmented nature of health and social care throughout the

country. Very often caregivers are unprepared, poorly informed,

and are offered no support in caring for the patient at home after

surgery. Little attention is often paid to the patient’s overall care

process, from diagnosis to their return home, thus contributing to a

failure to the meet the needs of the caregiver, often overburdened by

the economic aspects of the care process. The lack of attention to

these aspects often triggers negative emotional experiences and

feelings of disorientation, distrust, neglect, distress and loneliness.

Patient associations provide assistance with these issues and provide

a reference point for caregivers and the patients themselves.

“To be” scenario - Scientific societies and patient associations

should support caregivers in the form of specific strategies and in

person meetings to provide concrete support (psychological,

pharmacological, educational and logistical, in collaboration with

the relative treatment facilities) to allow proper management of the

disease at its various stages.

To promote caregiver involvement in patient management,

caregivers should be offered training in the everyday issues of

caring for patients with the disease, social and psychological

support (meeting the needs of the patient as well as their own), as

well as peer support, considered to be the best source of emotional

support and exchange of good practices. The informal caregiver is a

fundamental element in patient care, not only during the final stages

of the disease (such as caring for the patient at home following

surgery), but at all stages of the patient journey, therefore they

should be provided with the same information as the patient, and be

supported throughout the entire course of the disease.

3.2.1.3 Domain: quality of life

“As is” scenario - In patients with advanced urothelial cancer,

especially those who have undergone radical cystectomy, and those
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patients who after surgery will subsequently receive appropriate

oncological medical therapies, the physical, psychological and social

aspects which hinder the patient’s potential to adapt to the changes

brought on by the disease have a negative impact on the patient, and

do not receive enough attention.

Patients increasingly report feeling abandoned after surgery,

with a negative impact on their quality of life, and feel that their

relationship with their doctor is not always adequate at the times of

greatest vulnerability. Another frequent complaint is of being

poorly informed of the specialist services available, requiring

them to seek physiotherapy and psychological, nutritional and

nursing support by themselves.

“To be” scenario – For this domain, the discussion was included

in the in the “Holistic approach to the patient” domain

3.2.1.4 Domain: holistic approach to the patient

“As is” scenario -All too rarely are patients offered services such

as psychological screening, support programs, nutritional

counseling or rehabilitative physiotherapy during the times of

greatest vulnerability such as diagnosis, the beginning or end of

treatment, relapse or progression of the disease.

In addition to specific and subjective needs, participants

discussed the importance of ensuring patients are offered support

services such as psychotherapy, rehabilitation, nutrition advice and

physiotherapy. Particular attention was paid to sexual health, an

aspect all too often overlooked. It is therefore crucial to identify

when the patient is at their most vulnerable to ensure that any

psychological, physical or social assessments are carried out at the

most appropriate time.

“To be” scenario - By adopting a common language, scientific

societies and patient associations should establish criteria which define

best practices (psychological screening, support programs, nutritional

counseling or rehabilitative physiotherapy at all stages of the patient

journey), with the support of telemedicine where possible.

Participants considered scientific societies and patient

associations to be in the best position to define good patient

support practices (guidelines and care pathways). To promote a

greater awareness of the multidisciplinary model among healthcare

workers and to encourage patient engagement, the adoption of a

common language which encourages a collaborative approach to

defining effective practices appears to be useful. Increasing the

patient’s awareness of their disease, its course and the treatment

options available, the potential consequences of deviating from the

agreed treatment plan, and the support services available were all

identified as promoting the therapeutic alliance and patient

engagement, preventing the patient from entering a phase known

as “blackout” (54), characterized by sensations of paralysis, sadness

and anger.

3.2.1.5 Domain: role of patient associations

“As is” scenario – Because the current role of patient

associations for this disease was considered not relevant, this table

decided not to vote this domain and evaluate “To be” scenario only.

“To be” scenario - Scientific societies and other stakeholders

should recognize the role of patient associations as a reference point
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for the patient and the caregiver, with agreed and defined

limitations, a role which is complementary to treatment facilities,

offering tools and services such as awareness raising, self-help

groups and educational material.

The patient associations feel that their role, together with that of

the scientific societies and institutions, should be redefined to reflect

their value as qualified and expert figures in the patient care process,

and that their involvement be reviewed with a view to gaining

formal recognition of this role. The aim is to develop information

campaigns, awareness raising initiatives and health promotion

materials which meet the specific needs of patients and their

caregivers, with the objective of raising the profile of urothelial

cancer, putting it on the same footing as other cancers which receive

more attention from the institutions and the scientific community.
3.3 Institutions dimension: “as is” and “to
be” scenarios compared

This section gives the results of the voting by the entire panel on

each statement, summarized in Table 3.
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3.3.1 Institutions: comments related to the
institutions dimension statements

The following section gives the most relevant comments which

emerged from the discussion with regard to each statement,

grouped by domain.
3.3.1.1 Domain: awareness

“As is” scenario - Health campaigns aimed at the general public

are inefficient: it is important to be aware of this, develop targeted

strategies, identify the potential for improvement and define the

relative budget.

Universal screening for the disease in asymptomatic individuals

is clinically problematic due to the poor specificity and sensitivity of

non invasive tests, and the high costs and invasive nature of

cystoscopy, the gold standard test, one of the diagnostic tests

most of them prescribed along with complete urine tests and

urinary tract ultrasound. There is also no standard protocol

which defines the timeline for diagnostic tests.

This statement was therefore withdrawn from the

voting process.
TABLE 3 Institutions dimension.

DOMAIN SCENARIO No. STATEMENT

Strongly
agree +
agree
(%)

Strongly
agree
(%)

Agree
(%)

Neither
agree
nor

disagree
(%)

Strongly
disagree

+
disagree

(%)

Awareness AS IS

11 Health campaigns aimed at the general public
are inefficient: it is important to be aware of
this, develop targeted strategies, identify the
potential for improvement and define the
relative budget
(12, 17, 24, 25)

Diagnosis

AS IS

12 Care pathways are few and concentrated in a
few areas. There are also significant differences
in monitoring indicators and in how often
these pathways should be updated
(50, 55–62)

88% 63% 25% 6% 6%

AS IS

13 There are no specific programs or resources for
the healthcare facilities and professionals
involved in the care pathways (including
general physicians) to help with the creation or
implementation of patient support pathways
(not even at home or remotely)
(17, 45, 46)

94% 47% 47% 0% 6%

TO BE

26 Promote specific regional care pathways to
standardize the management, treatment and
follow-up of patients with urothelial cancer
across the country, suggesting monitoring
indicators which are sufficiently uniform, and a
standardized timeframe for updates to these
pathways
(24, 55–63)

100% 48% 52% 0% 0%

TO BE
27 To best meet the patient’s needs throughout all

stages of their illness, institutions, patient
associations and scientific societies should

90% 52% 38% 10% 0%

(Continued)

Withdrawn from voting
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3.3.1.2 Domain: diagnosis

“As is” scenario - Care pathways are few and concentrated in a

few areas. There are also significant differences in terms of

monitoring indicators and how often these pathways should

be updated.
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An analysis of the care pathways available from 2014 to

nowadays, showed the most complete to be those of the Veneto

and Campania regions, created with the support of the regional

cancer networks. Quantification of the indicators in these pathways

is often insufficient (see appropriate monitoring indicators in the
TABLE 3 Continued

DOMAIN SCENARIO No. STATEMENT

Strongly
agree +
agree
(%)

Strongly
agree
(%)

Agree
(%)

Neither
agree
nor

disagree
(%)

Strongly
disagree

+
disagree

(%)

promote specific training programs tailored to
all healthcare professionals involved in the care
pathways (including general physicians and
gynecologists), ensuring these programs are
also based on the current reorganization of
community health services (creation of
community health centers)
(17, 45, 48)

Treatment AS IS

14 There are areas of the current patient
management cost model (targeted assessments
of surgical, medical and nursing needs) where
the care pathway can be improved and
streamlined at all stages of the disease
(17, 46)

94% 22% 72% 6% 0%

Multidisciplinary
team

AS IS

15 MDT treatment has been shown to improve
the appropriacy of diagnostic and treatment
procedures, but is not always offered to all
patients at high risk of progression
(17, 38–43)

100% 61% 39% 0% 0%

TO BE

29 Regional health service trusts should review the
internal governance of their treatment units
and healthcare facilities to promote the
creation of MDTs, fundamental for the
management of patients with urothelial cancer
(17, 38–42, 64)

100% 57% 43% 0% 0%

Efficiency of
expenditure

AS IS

16 While expenditure is low in terms of total cost
(5% of expenditure for all cancers), high costs
are generated per patient and for the national
health service due to subsequent relapses. Total
expenditure for the advanced forms tends to
decrease due to the reduced number of
patients to treat, but with an increase in
average cost per patient given medical
treatment alone
(14, 17, 64–66)

100% 26% 74% 0% 0%

Increase
efficiency of
patient
management

TO BE

28 Assess the possible areas where current patient
management models could be improved, and
propose innovative solutions to minimize any
gaps (e.g. regional cancer networks with
different models, training, use of telemedicine)
(45, 47, 54)

100% 38% 62% 0% 0%

Budget increase TO BE

30 In light of the future improvements in patient
survival and quality of life (new treatments,
creation of care pathways), institutions should
plan to increase/redistribute the budget
allocated to the management of this disease,
taking the possible savings generated by an
improvement in the efficiency of the patient
management model into account
(14, 17, 20, 65, 66)

100% 62% 38% 0% 0%
fr
“as is” and “to be” scenarios.
Percentages in bold indicate where strongly agree+agree (%) overpass 75% cut-off point.
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Veneto care pathway), due in part to the lack of scientific evidence

(with a cut-off of twenty radical cystectomies/year, only 18-20% of

facilities meet this threshold). The main limitation of the indicators

in the Campania region care pathway lies in the fact that the only

indicator is the maximum time within which each service should

be performed.

Finally, participants highlighted the lack of a hospital

pharmacist in the care pathway, and the need to improve the

definition of MDT (palliative care is not taken into consideration).

“As is” scenario - There are no specific programs or resources

for the healthcare facilities and professionals involved in the care

pathways (including general practitioners) to help with the creation

or implementation of patient support pathways (not even at home

or remotely).

The latest data on the regional cancer networks collected by the

Italian national agency for regional healthcare services (Agenas)

shows a national map with ten different management,

organizational and reference models for oncology (June 2021).

The prevalent models are the comprehensive cancer center and

the hub & spoke, while the type of healthcare workers involved

varies widely. In addition, general practitioners are often not trained

to recognize the early signs and symptoms of bladder cancer,

especially in women, factors which risk increasing the incidence

of the disease and delaying diagnosis.

The economic resources dedicated to the disease are currently

used for diagnostic confirmation, long term patient monitoring, and

to provide the specialist pathways with the necessary facilities and

personnel. Home drug delivery is currently restricted to oral

treatments for palliative and ancillary care, but much depends on

local facilities.

“To be” scenario - Promote specific regional care pathways to

standardize the management, treatment and follow-up of patients

with urothelial cancer across the country, suggesting monitoring

indicators which are sufficiently uniform, and a standardized

timeframe for updates to these pathways.

Scientific societies and institutions should promote the

adoption of a common language and a standard methodology for

the creation of a regional care pathway in the various regions,

specifying the minimum indicators (outcome, quality and

appropriacy, including the critical aspects relative to diagnostic

imaging), while respecting the diversity of the existing care

pathways at individual healthcare facilities. Each region can then

formulate each objective based on their own healthcare facilities and

available resources.

“To be” scenario - To best meet the patient’s needs throughout

all stages of their illness, institutions, patient associations and

scientific societies should promote specific training programs

tailored to all healthcare professionals involved in the care

pathways (including general physicians and gynecologists),

ensuring these programs are also based on the current

reorganization of community health services (creation of

community health centers).

Participants highlighted the need to develop tailored training

programs to help the various healthcare professionals identify the

early signs of the disease. The new community health centers will

have a urology specialist (for the treatment of prostate-related
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issues), thus providing a resource for bladder cancer. Scheduling

audits and reviews of the care pathways may also be useful.

3.3.1.3 Domain: treatment

“As is” scenario - There are areas of the current patient

management cost model (targeted assessments of surgical,

medical and nursing needs) where the care pathway can be

improved and streamlined at all stages of the disease.

The current treatment cost model is mainly based on drug

treatments but should be improved to incorporate the cost of the

entire care pathway, including hospital and patient care, follow ups,

and measures to lessen the social and psychological impact of the

disease and improve quality of life.

“To be” scenario – This domain has been reformulated and

splitted into the two last domains
3.3.1.4 Domain: multidisciplinary team

“As is” scenario - MDT treatment has been shown to improve

the appropriacy of diagnostic and treatment procedures, but it is not

always offered to all patients at high risk of progression.

MDT analysis showed teams to be drawn from twelve different

healthcare professions: urologist, medical oncologist, radiotherapist,

pathologist, radiologist, oncology psychologist, palliative care

specialist, anesthetist, nurse, case manager, stoma nurse and

rehabilitation technician. Not all teams contained members from

all twelve professions.

The possible objectives of an MDT were discussed, and included

continuing professional development of its members, use of the best

treatment option, and management of the entire patient journey

(from diagnosis to follow-up).

“To be” scenario - Regional health service trusts should review

the internal governance of their treatment units and healthcare

facilities to promote the creation of MDTs, fundamental for the

management of patients with urothelial cancer.

In view of the upcoming funding provisions, such as the 20

million Euro fund allocated by the regions to provide psychological

assistance to the most vulnerable sectors of the population, with

priority given to cancer patients, participants stressed the

importance of the MDT as a fundamental and characteristic

element of the care pathway for this type of cancer.
3.3.1.5 Domain: improving efficiency of expenditure

“As is” scenario - While expenditure is low in terms of total cost

(5% of expenditure for all cancers), high costs are generated per

patient and for the national health service due to subsequent

relapses. Total expenditure for the advanced forms tends to

decrease due to the reduced number of patients to treat, but with

an increase in average cost per patient given medical

treatment alone.

While the management of bladder cancer weighs heavily on the

healthcare budget due to the high percentage of relapses, intensive

surveillance strategies, and the high cost of treatments, analysis of

the direct costs of the disease shows the new first and second line

chemotherapy drugs (more costly than current treatments) to be

inferior to the high costs of radiotherapy and radical cystectomy.
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“To be” scenario – This domain has been reformulated and split

into the two last domains

3.3.1.6 Domain: Streamlining patient management

“As is” – See explanation above (3.3.1.3)

“To be” scenario - Assess the possible areas where current

patient management models could be improved, and propose

innovative solutions to minimize any gaps (e.g. regional cancer

networks with different models, training, use of telemedicine).

Analysis by Agenas of the work of the regional cancer networks

shows a more positive picture than that found in reality, especially

given the lack of data on bladder cancer (e.g. regional registries for

this type of cancer). Less than half of the regions surveyed offer

patients a second opinion free of charge via a reference figure for

this purpose, while only four regions have a call center for the

regional cancer network. Given participants’ emphasis on the

importance of a highly effective cancer network for meeting

oncology health targets, the sharing of patient data on digital

platforms and the use of telemedicine applications would be of

tremendous value.

3.3.1.7 Domain: budget increase

“As is” – See explanation above (3.3.1.3)

“To be” scenario - In light of the future improvements in patient

survival and quality of life (new treatments, creation of care

pathways), institutions should plan to increase/redistribute the

budget allocated to the management of this disease, taking the

possible savings generated by an improvement in the efficiency of

the patient management model into account.

The potential for more advanced therapies in future may permit

a more efficient overall management and fewer expensive surgical

procedures compared to the current economic model of the disease.

Recommendations for a more efficient use of economic resources

might include the delisting of treatments which are no longer used,

supply contracts for new drugs based on expected outcomes (pay-

for-performance), substitution of originator cancer medicines with

biosimilars as these become available (to free up resources), as well

as targeted and more appropriate treatment indications.
4 Discussion

Based on the results of this multidimensional consensus, the

expert panel agreed in the end to indicate the following areas and

gaps that might be more actionable in the future, recommending

several actions to be proposed to the various stakeholder of the

Italian healthcare system.
4.1 Survival, diagnosis and awareness

Participants stressed that this disease currently has a high

probability of progression, making it difficult to cure, and

underlined the importance of screening asymptomatic members

of the public to diagnose the disease in its early stages. There is

currently a lack of scientific evidence to support screening programs
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for urothelial cancer among the general public and high risk groups

(unspecified primary prevention), as shown by the poor

performance of current diagnostic tests and their failure to

reduce mortality.

The panel considered biomarkers to be the future of scientific

research to develop non invasive diagnostic strategies for the

detection of urothelial cancer at its early stages. On this topic,

participants debated who should be most responsible for promoting

clinical research and attracting economic resources for this

objective, including from independent sources, concluding that

the institutions should establish a virtuous process for this purpose.

With regard to education about the disease to shorten

diagnostic times, participants felt it important to raise awareness

of the disease not only among the general public, but also among

general practitioners, often the patient’s first point of contact when

symptoms begin. Participants also recommended an improvement

in communication between general practitioners and other

specialists to improve the early recognition of symptoms.

Participants also stressed the need for effective health campaigns

aimed at different target audiences, with the involvement of the

institutions (in the broadest sense), scientific societies and patient

associations, with promotion of the latter two as valuable members

of the care process.

Finally, participants mentioned the need to introduce specific

training programs tailored to the various healthcare professionals

involved in the care pathways.
4.2 Treatment, MDT, molecular tumor
board and community healthcare services

Despite the recent improvement in available treatment options,

improving personalization of the care pathway will require

increasing attention to patient selection, a priority in the light of

imminent new target therapies for locally advanced/metastatic

urothelial cancer which will permit the creation of more targeted

treatment pathways, leading to increased survival and quality of life.

While this shift in focus will require greater resources, these will be

offset by a redistribution of the savings resulting from the

streamlining of the patient management model (with the hospital

pharmacist an important figure in this process), and early patient

management by a multidisciplinary team is a priority for

guaranteeing access to all the available treatment options.

Consisting of a variety of healthcare professionals, the MDT

needs to offer a multidisciplinary approach which cares for the

patient from the outset. The patient should be taken on by the MDT

as quickly as resources allow, while the degree of care should be

tailored to their individual needs. While MDTs permit an effective

management of all aspects of patient care, they also require a

management of the resulting organizational implications by

healthcare trusts and regional healthcare systems. Individual

MDTs must therefore be developed on the basis of existing

community healthcare services and the most appropriate

organizational models (regional cancer networks, each with their

own model). Moreover, in the era of precision medicine, a single or

bi-weekly, one-hour MTB meeting are highly recommended, to
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review patient potentially selected to targeted therapies, based on

tissue biomarkers. The immunohistochemical (IHC), in situ

hybridization (FISH) and next generation sequencing (NGS)

analyses, are actually comprehensive methods available in routine

practices, useful for pre-screen genomic alterations. The single

named biomarker, the methods (IHC, FISH or NGS) and the

clinical relevance are modern molecular triage opening discussion

for patient selection at MTBs. The online portal is the repository

necessary for immediate integrative reports and data from other

genomic laboratories testing tissue or liquid biopsy samples may

also provide additional information. Finally, actionable,

complicated, or associated with novel treatment decisions not

fully incorporated into clinical practice need discussion

simultaneously by the MDT and MTB (67). MTB may provide

recommendations for clinical care to the MDT within different

categories: standard therapy and clinical trials, off-label therapies,

germline testing and subsequent genetic counseling and advice for

classifying tumor where origin has not been defined (67).
4.3 Holistic approach to the patient and
caregiver, care pathways, quality of life

The majority of patient care currently takes place in hospital,

with the generation of indirect costs (loss of productivity) which are

also borne by caregivers. Participants therefore stressed the need to

review community healthcare services, and the criteria for and

coverage under the current exemption system in Italy, which

exempts patients with specific health conditions from the

payment of fees for certain drugs, tests and medical treatments.

These factors can affect survival and quality of life, and trigger a

phenomenon known as financial toxicity, a term coined to describe

the harmful effects of high treatment costs on cancer patients and

their caregivers.

In organizational terms, participants stressed the need for all

regional health services to create a care pathway (highlighting that

only two of the twenty-one Italian regions currently have an

approved care pathway for this cancer), and that management of

patients by all healthcare professionals in the care pathway for this

disease is an objective yet to be met.

Participants also discussed the need to involve patient

representatives (those best placed to judge the times when

patients are most vulnerable), hospital pharmacists and GPs in

the process of care pathway definition, thus also offering them

important training opportunities.

A topic widely discussed was the impact of the disease on

quality of life, highlighting how the physical, psychological and

social effects of the disease are not given sufficient consideration in

the current model of care, and the need for a much greater focus on

these aspects, which can hinder the patient’s adherence to treatment

and their response to it.

While underlining the need to implement patient support

programs as soon as possible via an initial psychological

screening process where appropriate, participants discussed the
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need for a language and a strategy that is as uniform as possible

across the various services, and telemedicine may constitute a useful

tool in this respect. To support caregivers, participants also

highlighted the need to promote opportunities for meetings

between caregivers, since they share similar social, psychological,

employment, and family issues.
4.4 Improving the efficiency of expenditure
and patient management

Regarding the economic model and the possibility of making it

more efficient, participants shared the view that treating patients

with increasingly expensive drugs will translate to higher costs, and

that there are ample margins for increasing efficiency during the

initial stage of the disease.

With regard to minimum monitoring indicators, the panel

recommended adopting those which have emerged from the work

of MDTs for this cancer: minimum number of radical cystectomies

per center per year; number of patients undergoing radical

cystectomy who require hospitalization within 90 days of surgery

due to post-operative complications per center/year; number of

patients deceased due to causes correlated to radical cystectomy

within 30 days of surgery per center/year; ratio between patients

with severe perioperative complications (Clavien-Dindo grade IV),

and total number of patients with post-operative complications per

center/year.

As regards the implementation of each indicator in terms of

their individual objectives, the panel recommends taking the

differences between regional health services and the different

speeds of implementation into account.
5 Conclusion

The current management and treatment model for advanced

urothelial carcinoma offers very limited treatment options with

poor tolerability, leading many patients to abandon treatment, with

numerous relapses and poor outcomes.

Effective patient management is also hampered by a limited

number of multidisciplinary teams and treatment pathways, both

tools which permit an early and effective diagnosis and improved

quality of life.

While innovative recent and upcoming promising new

treatments (such as avelumab, enfortumab vedotin, erdafitinib

and sacituzumab, pembrolizumab, nivolumab) will significantly

change the clinician’s approach to patient treatment and quality

of life, clinicians will inevitably be required to juggle this positive

clinical impact with the economic implications of the new

treatment options, raising issues of healthcare budget

sustainability. Along with precision medicine, promising

actionable, complicated, or associated with novel treatment

decisions not fully incorporated into clinical practice need

discussion simultaneously by the MDT and MTB. Again, MTBs
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may provide recommendations for clinical care to the MDT

within different categories such as standard therapy and clinical

trials, off-label therapies, germline testing and subsequent genetic

counseling (67).

In this regard, the project offers a modular structure to be

applicable up to local level, indicating a minimum level of

acceptance: accuracy, adequate medical education for patients and

caregivers, access to innovative therapeutical tools for a more

efficient patient care (eg PDTA-Integrated Diagnostic and

Therapeutic Pathway and relative indicators of quality).

In conclusion, this project set out to respond to the need to

generate a consensus among the multiple players in the Italian

healthcare ecosystem to ensure effective patient management and

an optimal assimilation of treatment innovations, their value and

the consequent economic impact in the near future and can be

considered an innovative analysis model for other healthcare

systems or countries: in this regard, the model has been applied

to public and hybrid public-private healthcare systems, it is clear

that the same methodology might produce different results once

applied to very different healthcare systems.
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