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Abstract Objective To evaluate the technical notes (TNs) issued by the Center for Technical
Support of the Judiciary (Nucleo de Apoio Técnico do Poder Judiciario, NAT-Jus, in
Portuguese) of the Brazilian Ministry of Justice regarding lawsuits against the Brazilian
Unified Health System (Sistema Unico de Sadde, SUS, in Portuguese) concerning
bladder/ureteral cancer, in order to better advise the formulation of public policies
regarding oncologic care.

Materials and Methods A cross-sectional study on the TNs issued by NAT-Jus
regarding lawsuits from patients against SUS from 2019 to 2023 concerning bladder
or ureteral cancer.

Results A total of 137 TNs were issued. Most plaintiffs were male patients (70.8%),
with a mean age of 69.1 4+ 17.6 years. The lawsuits were filed in an attempt to obtain
medications (67%), medical care or procedures (26%), or other health products (7%).
The most common medications requested were immuno-oncology (10) therapeutic
agents, in 66 cases (pembrolizumab, avelumab, nivolumab, and atezolizumab),
followed by the Bacillus Calmette-Guerin (BCG) vaccine (n=13), chemotherapeutic
agents in 5 cases, erdafitinib in 2 cases, and enfortumab vedotin in 1 case.
Pembrolizumab was the medication most frequently requested by patients undergoing
treatment for bladder or ureteral cancer. Out of more than 50 thousand TNs, there were
1,349 requests for this medication. Bladder or ureteral cancer was responsible for 3.4%
of all the demands for pembrolizumab.

Keywords Itis also notable that lawsuits were more common in the Southern (n =47), followed by
= ureteral neoplasms the Southeastern (n = 26), Northeastern (n =20), and Midwestern (n = 6) regions. The
= judicial role lawsuits in the South were more often related to expensive medications. In the
= Brazil Northeast and Midwest, there were proportionally more lawsuits demanding medical
= urinary bladder procedures. The Brazilian Federal Government lost the lawsuits, representing expenses
neoplasms of BRL 42.1 million with these novel medications within the period evaluated.
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Conclusion Bladder cancer treatment within SUS faces obstacles and shortages of
essential medications. Moreover, advanced and costly therapies are not widely
available, straining the public healthcare system and resulting in increasing legal
costs. Collaboration among the government, the scientific community, and patient
advocacy organizations is crucial to ensure the sustainability of SUS in the face of these

challenges.

Introduction

The Brazilian Constitution grants the right to universal health to
all Brazilian citizens. In such context, the Brazilian Unified
Health System (Sistema Unico de Satde, SUS, in Portuguese)
aims to provide universal health coverage within the country.
Pharmaceutical care is also granted, even though there are huge
challenges to properly attain these civil rights. It is widely
known that the success of oncological treatment is primarily
determined by early diagnosis and adequate treatment. This is
even more important for time-sensitive diseases, such as blad-
der cancer. Even though SUS is universal in Brazil, it is not always
efficient, and there are situations in which the users seek legal
aid aiming to obtain the desired access to health treatments.'
Petitioning for medications via the judiciary system represents a
mean to obtain legal right, and it is also a measure that
influences national drug policy. The concept of essential drugs
in SUS has led to the creation of the National List of Essential
Medications (Relacdo Nacional de Medicamentos Essenciais,
RENAME, in Portuguese) to universalize the availability of drugs
according to growing demands. However, drugs not approved
by the National Committee of Incorporation of New Technolo-
gies into SUS (Comissdo Nacional de Incorporacdo de Tecnolo-
gias no Sistema Unico de Satide, CONITEC, in Portuguese) are not
mentioned in RENAME. These drugs are generally requested by
the patients through lawsuits against SUS.

To aid in these lawsuits, the Center for Technical Support
of the Judiciary (Nicleo de Apoio Técnico do Poder Judiciario,
NAT-Jus, in Portuguese) was created. It integrates the judi-
ciary system with relevant health institutions, aiming to help
the judges in scientific matters. Since 2019, it has released
over 50 thousand technical notes (TNs) based on individual
lawsuits (77% regarding medications, 18%, procedures, and
5%, health products).2 These TNs are scientific documents
formulated by technicians from the supporting staff of the
Judiciary system, and they aim to answer specific questions
about the potential benefits of a technology for a clinical
condition in an individual case.

Currently, there are several challenges in SUS for patients
treated for bladder cancer. Waiting times in most public
hospitals are long.>* For non-muscle-invasive bladder cancer
(NMIBC), cystoscopies and surgeries are often required, as well
as adjunctive treatments. There have been shortages of the
Bacillus Calmette-Guerin (BCG) vaccine, the first-line treat-
ment for NMIBC. Topical chemotherapies, the second option
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for NMIBC, are not widely available.” Robotic surgery has also
demonstrated benefits for radical cystectomy in muscle-inva-
sive bladder cancer (MIBC), but it is not available in most public
hospitals.® Additionally, there have been great advances in the
treatment of metastatic disease. Several immuno-oncology
(10) therapeutic agents have demonstrated benefits in terms of
improving survival.”~ Antibody-drug conjugates (ADCs) and
targeted therapies (TTs) have also been included in the arma-
mentarium of bladder cancer treatment throughout the world
and in the private setting in Brazil.'®~'? However, in the public
setting, these treatments are not granted, and patients can
only be treated with chemotherapy.

These treatments have increased patient survival in the
metastatic setting, but they have also increased the costs.'?
The prices of these new drugs are much higher than those of
the usual chemotherapeutic agents and, since most patients in
the public setting cannot pay for these expanses, they resort to
the judiciary system for help.'> The proper knowledge of the
reality of the treatment of bladder cancer is important for
many reasons, but mainly to help plan public health policies.
This is even more important given the high monetary burden
of the treatment of patients with bladder cancer.'*

The present study aimed to evaluate lawsuits against SUS
to obtain better treatment for patients with bladder/ureteral
cancer.

Materials and Methods

We conducted a cross-sectional study to evaluate the TNs
issued by NAT-Jus regarding lawsuits filed by patients
against SUS from 2019 to 2023, concerning bladder or
ureteral cancer (International Classification of Diseases,
Tenth Revision, Clinical Modification [ICD-10-CM] codes
C66 or C67). Maps were created on the MapChart website
(mapchart.net). The prices of the medications were based on
the list by the Chamber for the Regulation of the Medication
Market (Camara de Regulacdo do Mercado de Medicamentos,
CMED, in Portuguese) of the Brazilian Ministry of Health,
considering 18% of tax.'® A USD /BRL rate of US$ 1/R$ 4.92
was considered for conversion within the manuscript.

Approval of the Institutional Review Board was not
required for the present study, as only anonymous public
data was used, according to article 2 of Resolution no.
510/2016 of the Brazilian National Health Council (Conselho
Nacional de Satde, CNS, in Portuguese).
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Table 1 Requests in 137 technical notes evaluated and their outcome
Request Technical note Favorable
Surgical procedure 20 75.0% (15)
Cystoscopy 4 100.0% (4)
Transurethral resection of bladder tumor 9 88.9% (8)
Major surgical procedure 7 42.8% (3)
Specialist consultation 7 100.0% (7)
Hospital admission 2 50.0% (1)
Home care 2 50.0% (1)
Exams 3 0 (0)
Materials 4 100.0% (4)
Medications 87 71.3% (62)
Results cancer, with 1,349 requests out of more than 50 thousand

A total of 137 TNs were issued for lawsuits filed by patients
being treated for bladder/ureteral cancer. Most plaintiffs
were male patients (70.8%), with a mean age of 69.1 +17.6
(range: 21-92) years; 129 cases were associated with blad-
der cancer, and 8, with ureteral cancer.

The lawsuits had been filed with the intent to obtain
medications (67%), medical care or procedures (26%), or
other health products (7%) (=Table 1). The most common
medications requested were 10 therapeutic agents, in 66
cases (pembrolizumab, avelumab, nivolumab, and atezoli-
zumab), followed by BCG, in 13 cases, chemotherapeutic
agents, in 5 cases (gemcitabine, docetaxel, and vinflunine),
TTs, in 2 cases (erdafitinib), and ADCs, in 1 case (enfortumab
vedotin) (~Table 2). For patients with ureteral cancer, 75% of
the lawsuits involved the medication pembrolizumab. Al-
most all TNs granted these medications for an unlimited
amount of time; time was only predefined in 6 TNs (6 months
in 2, 1 year in 2, and 2 years in 2 cases).

Pembrolizumab was the medication most often requested
by patients undergoing treatment for bladder or ureteral

TNs. Bladder or ureteral cancer was responsible for 3.4% of all
of the requests for pembrolizumab. Erdafitinib was the
reason for 2 additional TNs, registered under code C64
(kidney cancer), and related to renal pelvis tumors with
fibroblast growth factor (FGFR) mutations.

The distribution of the lawsuits in terms of the Brazilian
states and cities is outlined in =Map 1. Lawsuits were more
common in the Southern (n=47), followed by the South-
eastern (n=26), Northeastern (n=20), and Midwestern
(n=6) regions; no lawsuits were filed in the Northern
region. The lawsuits in the South were more often related
to expensive medications. In the Northeast and Midwest,
there were proportionally more lawsuits demanding medi-
cal procedures (~Fig. 1).

The costs of some of the medications involved in the
lawsuits are demonstrated in =Table 3, according to the
CMED. Lawsuits demanding IO therapeutic agents, TTs, or
ADCs for patients with bladder cancer aimed at obtaining
BRL 58.4 million. The Brazilian Federal Government lost the
causes, representing BRL 42.1 million in expenses with these
medications within the period evaluated.

Table 2 Number of lawsuits demanding drugs and their current approval and recommendations

Lawsuits Favorable ANVISA approval CONITEC approval NCCN guidelines
Pembrolizumab 46 69.6% (32) Yes - Yes
Avelumab 13 76.9% (10) Yes - Yes
Atezolizumab 5 40.0% (2) Yes - Yes
Nivolumab 1 100% (1) Yes - Yes
Erdafitinib 2 100% (2) Yes - Yes
Enfortumab vedotin 1 100% (1) Yes - Yes
BCG vaccine 13 92.3% (12) Yes Yes Yes
Chemotherapy 5 40.0% (2) Yes Yes Yes

Abbreviations: ANVISA, Agéncia Nacional de Vigildncia Sanitaria (Brazilian Health Regulatory Agency); BCG, Bacillus Calmette-Guerin; CONITEC,
Comissdo Nacional de Incorporacio de Tecnologias no Sistema Unico de Satide (National Committee of Incorporation of New Technologies into the
Brazilian Unified Health System); NCCN, United States National Comprehensive Care Network.
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Map 1 Distribution of lawsuits filed by patients with bladder or ureteral cancer according to Brazilian state.
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Fig. 1 Distribution of lawsuits according to reason in each Brazilian
region. Abbreviations: N, North; NE, Northeast; MW, Midwest; SE,
Southeast; S, South.
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Discussion

The incidence and prevalence of bladder cancer is increasing
in Brazil.'® Fortunately, new technologies are helping to
improve cure and survival rates. However, these improve-
ments come at high costs, and they are adding a substantial
economic burden to the health system.'>4

The SUS is a universal health system, and health care is a
constitutional legal right in Brazil. The three branches of
power of the Brazilian government work to balance these
rights. Whereas the Executive branch manages SUS, the
Judicial branch can be assessed by anyone who believes
that their rights are not fully granted.

Even though Brazil is one of the few countries that
recognizes health as a legal right, SUS faces serious chal-
lenges, such as underfunding, improper distribution of
health services throughout the country, population aging,
lack of precise information, etc.

Access to medications has been one of the most common
demands in Brazilian courts in lawsuits filed by oncological
patients. These lawsuits are normally associated with a high
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Table 3 Costs of medications according to the CMED list'®

Drug Commercial Manufacturer Presentation | Price in Price in BRL Estimated
name in Brazil BRL (no tax) | (+ 18% in tax) | cost/year (in BRL)
Erdafitinib (oral) 753,563.04
Erdafitinib Erfandel Janssen 3mg X 84 33,557.67 47,097.68
Erdafitinib Erfandel Janssen 3mg X 56 50,336.53 70,646.54
Erdafitinib Erfandel Janssen 4mg X14 11,185.89 15,699.23
Erdafitinib Erfandel Janssen 4 mg X28 22,371.79 31,398.46
Erdafitinib Erfandel Janssen 4 mg X56 44,743.57 62,796.91
Erdafitinib Erfandel Janssen 5mg X28 27,964.74 39,248.08
Pembrolizumab 312,608.32
Pembrolizumab Keytruda Merck Sharp 100 mg/mL 13,921.08 19,538.02
& Dome (4mL)
Avelumab (intravenous) 719,974.08
Avelumab Bavencio Merck S/A 20 mg/mL 5,343.65 7,499.73
(10mL)
Atezolizumab (intravenous) 525,102.40
Atezolizumab Tecentriq Roche 1200 mg 23,383.87 32,818.90
(20 mL)
Atezolizumab Tecentriq Roche 840 mg 16,368.71 22,973.23
(14 mL)
Enfortumab vedotin (intravenous) 1,103,811.72
Enfortumab vedotin Padcev Adium 20mg 4,853.72 6,812.12
Enfortumab vedotin Padcev Adium 30mg 7,282.65 10,221.09
Nivolumab (intravenous) 208,405.44
Nivolumab Opdivo Bristol-Myers 40 mg/mL 3,093.57 4,341.78
Squibb (4mL)
Nivolumab Opdivo Bristol-Myers 100 mg/mL 7,733.91 10,854.42
Squibb (10mL)
BCG (intravesical) 18,768.33
Mycobacterium bovis | Imuno BCG Fundacdo 40mg 356.59 -
Ataulpho (1 unit)
de Paiva
Mycobacterium bovis | Imuno BCG Fundacao 40 mg 713.20 -
Ataulpho (2 units)
de Paiva
Mycobacterium bovis | Urohipe Uno Healthcare | 40mg 318.38 446.85
(1 unit)
Mycobacterium bovis | Urohipe Uno Healthcare | 40mg 636.79 893.73
(2 units)
Gemcitabine (intravesical) 28,965.62
Gemcitabine GCIB Cristalia 1g 1,051.84 1,282.73
Gemcitabine Gemzar Eli Lilly BR 1g 1,074.74 1,310.66
Gemcitabine Gemcitabine Accord 1g 698.58 851.93
Gemcitabine Gemcitabine Zydus Nikkho 1g 698.58 851.93
Gemcitabine HETGEM Camber 1g 603.20 735.61
Gemcitabine Gemcitabine Farma Vision 1g 603.20 735.61
Vinflunine (intravenous) 188,096.00
Vinflinine Javlor Pierre Fabre 25mg/mL 602.39 845.45
(2mL)
Vinflunine Javlor Pierre Fabre 25 mg/mL 2939.12 4125.02
(10mL)

Abbreviations: BCG, Bacillus Calmette-Guerin; CMED, Camara de Regulacdo do Mercado de Medicamentos (Chamber for the Regulation of the
Medication Market).
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economic burden, and they must be evaluated with caution.
There are specific criteria that are recommended in this
judicial decision process: a technical analysis; medication
registry in the Brazilian Health Regulatory Agency (Agéncia
Nacional de Vigilancia Sanitaria, ANVISA, in Portuguese);
clinical guidelines; incorporation of the medication into SUS
(after CONITEC approval); inclusion of the medication in
specific documents such as the Health Ministry’s Diagnostic
and Therapeutic Guidelines (Diretrizes Diagnoésticas e Ter-
apéuticas, DDT, in Portuguese) or the Clinical Protocols and
Therapeutic Guidelines (Protocolos Clinicos e Diretrizes
Terapéuticas PCDT, in Portuguese), which guide cancer treat-
ments in SUS.

Bladder cancer is already known to be an expensive dis-
ease.'*!” The increasing number of cases in the last decade in
Brazil,'® along with the increment in costs with new drugs,
bring huge concerns to the economic viability of the system.

The analysis of the lawsuits demonstrates contrasting
realities. Whereas some patients are demanding relatively
inexpensive treatments that should be promptly granted,
others are demanding new and expensive technologies.
Overall, the TNs were favorable in 72.3% of the lawsuits
involving bladder/ureteral cancer. This rate is very similar
to the ones previously reported in a study’ 8 evaluating 6,112
lawsuits in the state of Minas Gerais, in which 82.5% of the
lawsuits had the injunctions granted, and 77.5%, in the case
of genitourinary disorders.

There were 20 lawsuits demanding the right to surgical
procedures: 4 of them were demanding cystoscopies and 9,
transurethral resections of bladder tumors (TURBTs). These
are essential procedures when treating a patient with blad-
der cancer, and they are already granted by law. The TNs were
favorable in all of these cases, except one. More than 63% of
these cases occurred in the Northeastern and Midwestern
regions, which present lower Human Development Index
(HDI) and less access to health services.

In two cases, patients required access to robotic and
minimally-invasive technology to perform surgery, and an
unfavorable recommendation was given in both cases. Addi-
tionally, there were 7 lawsuits demanding a specialist con-
sultation (all came out favorable), 2 demanding hospital
admission (50% favorable) and 2 demanding home-care
treatment (50% favorable). Day-use materials such as diapers
and catheters were demanded by 4 patients (100% favor-
able). In 3 cases, exams (positron-emission tomography
[PET] scan) were required (100% unfavorable).

Lawsuits demanding medications were the most common,
and some demanded access to basic treatments. In 12 cases,
simple medications such as analgesics or nutritional supple-
ments were the mainissue (75% favorable).In 13 cases, the BCG
vaccine was requested (92.3% favorable), and in 5, chemother-
apeutic agents were requested (40% favorable).

However, most lawsuits requested access to expensive
medications. The most requested drug was pembrolizumab
(n=66; 69.6% favorable), followed by avelumab (n=13;
76.9% favorable), atezolizumab (n=5; 50% favorable), erda-
fitinib (n=2; 100% favorable), and enfortumab vedotin
(n=1; 100% favorable). Of the total, 56% of the requests
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for these expensive medications occurred in the Southern
region, which is known to present a higher HDI and better
access to health services.

The BCG vaccine and chemotherapeutic agents are rec-
ommended by guidelines, and they have been approved by
ANVISA and CONITEC. Immunotherapeutic drugs, enfortu-
mab vedotin, and erdafitinib are also recommended by
guidelines and approved by ANVISA. However, these expen-
sive drugs were not incorporated into SUS by CONITEC.

The CONITEC is the institution that evaluates the efficacy
and safety of medications, and it also provides the Ministry of
Health with a cost-effectiveness point of view. Recently, the
concept of cost-effectiveness thresholds has been debated.'?
The CONITEC has established a threshold for treatment cost
of three times the per-capita gross domestic product
(GDP).2% In the material that we have analyzed, financial
values were not available. However, an estimated cost of
pembrolizumab of BRL 312,608.32/year (USD 63,538.02/
year) is much higher than thrice the per-capita GDP, as
recommended by the CONITEC as a threshold.?’ The Brazilian
per-capita GDP is currently of BRL 48,829 (USD 7,507.00).

The TNs for lawsuits demanding IO therapeutic agents,
TTs, or ADCs (I0 + TT + ADC) for patients with bladder cancer
aimed at obtaining BRL 58.4 million in the studied period.
The Brazilian Federal Government lost the causes, represent-
ing BRL 42.1 million in expenses with 10 +TT + ADC medi-
cations within the period evaluated.??

In the period evaluated (2019-2023), 88 thousand TNs
were issued,?> and approximately 965 thousand lawsuits
were filed against SUS.>* Therefore, these TNs represent a
sample of around 9.1% of the lawsuits filed against SUS, with
an estimated expense of BRL 458.89 million. The total
judicialization expenses in SUS have increased from BRL
70 million in 2008, BRL 845 million in 2014, to around BRL
2 billion in 2022.25-25

Federal expenditures with public health in Brazil were of
approximately BRL 115.3 billion/year in the last years. There
is an estimated deficit of BRL 21.7 billion each year. There are
currently 520 thousand lawsuits regarding health issues.
Over 50% of them are related to medications, and more
than 90% are associated with medications not currently
offered by SUS.?? These demands have increased exponen-
tially in the last decade. If this issue is not properly addressed,
SUS will soon become unsustainable.

For bladder cancer, these lawsuits might skyrocket in the
next few years. Immunotherapy is now used for NMIBC,
MIBC, and metastatic bladder cancer. However, in the last
year, a new combination of treatments has more than
doubled the overall survival of patients with bladder cancer,
an outcome rarely seen in oncologic drug development. It has
been granted United States Food and Drug Administration
(FDA) approval and caused a change in the guidelines of the
United States National Comprehensive Care Network (NCCN)
as a new first-line treatment for metastatic bladder cancer.?’”
It significantly improves survival and increases the cost by
combining two expensive medications, enfortumab vedotin
and pembrolizumab.?’ In the period herein evaluated, there
was only one TN demanding enfortumab Vedotin. But, as it
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has happened with pembrolizumab, it is expected that
demands significantly increase within the next years.

Currently, patients in Brazil with metastatic bladder
cancer are mostly treated with chemotherapy regimens
such as gemcitabine-cisplatin, gemcitabine-carboplatin,
and methotrexate, vinblastine, doxorubicin, and cisplatin
(MVAC), with a total expenditure of treatment (6 cycles)
ranging from BRL 30 thousand to BRL 50 thousand. However,
the current NCCN guidelines recommend three main regi-
ments as first-line options for patients with metastatic
bladder cancer: chemotherapy followed by switch mainte-
nance with avelumab; pembrolizumab; or the combination
of pembrolizumab and enfortumab vedotin. These treat-
ments would represent expenditures of BRL 769,974.08/
year (chemotherapy +avelumab), BRL 312,608.32/year
(pembrolizumab), and BRL 1,085,276.52/year (pembrolizu-
mab + enfortumab vedotin). Therefore, not only prices might
dramatically increase, but also, instead of a 3-month course
of chemotherapy, patients in the new regimens will receive
lifelong treatments.

If a rational and cautious evaluation of the incorporation
of new technology into SUS is not adopted, the system will
soon collapse. In such a context, further studies and collab-
orations between the government, the scientific community,
the judiciary system, and patient advocacy organizations are
extremely necessary and should be encouraged. New tech-
nologies are extremely beneficial for the medical practice;
therefore, the Brazilian government has to face this reality
and properly address viable solutions.

The Brazilian Constitution guarantees the right to univer-
sal healthcare for all citizens through SUS. However, there
are significant challenges in realizing these rights, with
patients resorting to the judicial system to access treatments.
Bladder cancer treatment within SUS faces obstacles such as
long queues and shortages of essential medications. More-
over, advanced and costly therapies are not widely available,
straining SUS and resulting in increasing legal costs. Collab-
oration between the government, the scientific community,
and patient advocacy organizations is crucial to ensure the
sustainability of SUS in the face of these challenges.
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