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Abstract: Brazil has no established or universally adopted definition for high-cost medicines
(HCM). The study mapped the profile and participation of HCM among those cited in the scientific
and academic output on health litigation. A scoping review followed the methodology proposed by the
Joanna Briggs Institute, searching Medline, Embase, LILACS, Web of Science, and Scopus databases,
besides the Digital Library of Dissertations and Theses, for empirical studies produced between 2005
and 2022 regarding litigation for access to medicines that included HCM. Sixty-two articles and 66
theses and dissertations were included. Most date from 2014 to 2022 and were developed in the South
and Southeastern regions, focusing on medicines, including HCM. These medicines were specifically
approached by case studies. States were the main defendants, joined or not by other government bodies.
Mention of values involved in HCM litigation was mostly absent from studies. The most cited HCM
criteria were high cost to households and the public health system, followed by absence on the official
SUS lists. Conceptual constraints and heterogeneity in how HCM were mentioned prevented a precise

accrual of their percent participation in litigation in Brazil or regarding expenditures.
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Introduction

Medicines are a growing concern for health system managers worldwide because
their costs represent a significant and rapidly rising component of healthcare
expenditures.

The global pharmaceutical market is expected to reach approximately US$2.3
billion in 2028, driven mainly by the contribution of new products and patent
expirations, including the growing impact of biosimilars. Highly specialized
and expensive medicines will represent more than 55% of the developed country
markets by 2028 and will account for 43% of global medicine spending. Medicines
in three therapeutic areas will drive this scenario: immunology, oncology, and
endocrinology (IQVIA, 2024).

The sixth most populous country in the world, Brazil is among the eight largest
drug consumption markets and the only one with a public and universal health
system (SUS). Medicine expenditure represents a significant burden for households.
From 2010 to 2017, the final household medicine consumption expenditure ranged
from 89% to 92%, much higher than government spending (Vieira; Santos, 2020),
affecting mainly the more impoverished households (Boing ez /., 2014).

In the national setting, this situation has been aggravated by the significant
participation of medicines in health litigation, especially high-cost products (Lopes
et al., 2019). The Ministry of Health total medicine expenditure from court decisions
increased from 4.0% in 2012 to 7.4% in 2018, reaching figures above BRL 1.02 billion
(Vieira, 2020). These expenses totaled BRL 1.78 billion in 2021 (INESC, 2022).

Defining what constitutes a ‘high-cost medicine’ lacks greater specification or
detail, even in government documents related to pharmaceutical services. There is
no specific or shared definition of what medicines would be considered high-cost
or more expensive in Brazil (Libanore, 2020). Access to these medicines depends on
several actions and coordinated efforts involving the three governmental spheres.
Of the three components of pharmaceutical services, the Specialized Component
(CEAF) includes the most expensive medicines made available by the SUS. It also
concentrates a significant portion of the medicines subject to legal proceedings in
the country (Vieira, 2020). The CEAF is defined as a strategy for access to medicines
to guarantee comprehensive treatments, and clinical pathways are defined in the

Clinical Protocols and Therapeutic Guidelines (PCDT).
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Medicines not on the CEAF or the official SUS lists and those not registered
with the National Health Surveillance Agency (ANVISA) are also frequently
sought through litigation. Between 2010 and 2015, 54% of the Ministry of Health’s
expenditure on purchasing medicines due to legal actions was allocated to just three
medicines, none of which were on the CEAF list or included in the SUS lists (TCU,
2017). Furthermore, from 2003 to 2013, health litigation was responsible for 81.9% of
the purchases of medicines without ANVISA market approval (Teodoro ez al., 2017).

There is significant scientific and academic production describing and analyzing
health or medicine litigation in the country (Catanhede; Lisboa; Souza, 2016; Freitas;
Fonseca; Queluz, 2020). However, its main focus is not specifically on high-cost
medicines, which makes it important to know this demand in particular. Thus, we
aimed to map the profile and representativeness of high-cost medicines participation
among the medicines cited in national scientific and academic production that

addresses health litigation, describing their main characteristics from 2005 to 2022.

Methods

We conducted a scoping review, and such reviews are indicated when seeking
to summarize existing knowledge and information gaps regarding a specific topic,
establishing them within a practice and policy setting (Anderson ez a/., 2008). They
help answer broader questions by categorizing the existing literature in a given field
regarding its nature, resources, and volume and can include evidence from any
research methodology (Munn ez /., 2018).

We followed the methodology proposed by the Joanna Briggs Institute (Aromataris
etal., 2024), and reporting followed the recommendations of the Preferred Reporting
Items for Systematic Reviews and the Meta-Analysis for Scoping Reviews checklist
(PRISMA-ScR) (Tricco ez al., 2018). The protocol was registered before the start of
the review on the Open Science Framework platform (doi https://doi.org/10.17605/
OSFE.IO/8PXUB), and published (Caetano ez al., 2022).

The review’s guiding question was: “In national scientific and academic studies
on medicines litigation, is it possible to infer any information about the participation
and characteristics of the litigation of high-cost medicines?”

We employed the mnemonic P (Population) C (Concept) C (Context) to

guide the search and the inclusion and exclusion criteria used, where “Population”
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corresponded to studies that addressed the litigation of medicines in Brazil,
“Context” was related to the litigation of high-cost medicines, and “Concept” to the
characteristics of the lawsuits related to high-cost medicines (HCM) with the public
entity (Federal Government, state, or municipality) as defendant.

The lack of a consensual definition for HCM in Brazil required creating an
operational definition composed of different criteria for selecting studies. A study
could meet one or more criteria depending on the litigated medicines.

The operational definition criteria included medicine with a high unit cost to the
public health system or households; with a high overall cost of treatment for diseases
with significant social impact or high mortality; with complex administration and/
or need for patient monitoring or specific conditions of use; and new products under
patent or monopoly status (PAHO, 2009). Considering the country’s pharmaceutical
structure, this definition also included those belonging to the Exceptional (before
2009) and Specialized dispensing components, medicines outside the official
SUS lists, and non-market approved medicines in the country. These criteria are
frequently cited in publications on the litigation of access to medicines in Brazil
(Teodoro, 2017; TCU, 2017; Libanore, 2020).

Identifying relevant studies

Two types of scientific publications were examined — articles, and dissertations
and theses (D&Ts) — considering that health and medicine litigation is a frequent
subject of Brazilian academic products. The search was carried out in the following
bibliographic databases: MEDLINE (via PubMed), EMBASE, LILACS (via BVYS),
SCOPUS, the Web of Science, and the Brazilian Digital Library of Dissertations
and Theses (BDTD).

With the help of an experienced librarian the reviewers developed specific search
strategies for each database. Health descriptors (MeSH Terms, DeCS, and Emtree)
were used, when available, and specific terms related to ‘health litigation’, ‘medicine
litigation’, and ‘Brazil’ in the titles and abstracts, combined with the Boolean operators
AND/OR. No limits were established regarding publication language, and 2005 was
the initial time filter. The bibliographic databases were searched from November 1
to November 15, 2022. Alerts of new publications registered in the MEDLINE and
EMBASE databases were monitored biweekly until the completion of the summary.
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The advanced search tool was employed in the BDTD, with generic terms such as
‘health litigation’, ‘lawsuits’, and ‘medicine litigation’, starting from 2005 onwards.
The search occurred between January 9 and January 12, 2023. This search was
complemented by a specific search on January 17, 2023, in the FIOCRUZ ARCA
institutional repository, given its late adherence to the BDTD and the institution’s
significant academic production in health litigation.

Access to detailed search strategies is available on the Open Science Framework
(OSF) open data platform (doi 10.17605/OSE.IO/GVSFY). Search results were

exported to the EndNote” reference manager, and identified duplicates were eliminated.

Selecting relevant studies for the review
Two independent researchers selected articles and academic products in two
stages (screening titles and abstracts and reading full texts). A third reviewer resolved

any disagreement using the eligibility criteria set out in Box 1.

Box 1. Eligibility criteria used in selecting relevant studies for the scoping review

Criteria Details

Inclusion | ¢ Original works of any study design, but necessarily empirical, presenting data on the
litigation of high-cost medicines, per the adopted operational definition, and having the
State (Federal Government, states, and municipalities) as defendant;

* Works focusing on health litigation that presented separately and in detail to allow their
extraction of data on lawsuits for high-cost medicines.

Exclusion | Abstracts, letters, comments, reports, conference proceedings, and literature reviews;

* Studies restricted to discussing legal arguments without additional empirical data;

¢ Studies in which the defendants were health insurance plans and operators, or with
‘mixed’ defendants, but without separate data relating to public entities able to be
extracted;

¢ Studies published in languages other than English, Spanish, and Portuguese;

* Studies that, despite mentioning high-cost medicines, did not provide relevant
information that would allow the collection of variables of interest;

¢ Articles identified in bibliographic search that duplicated academic products available
in the dissertation and theses databases;

* No access to the full text in the bibliographic and dissertation and theses databases.

Source: Prepared by the authors.

Standardized electronic forms, created in Google Forms, were used for each

stage of the selection process, specific to each document type. The forms fed a
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database exported in Excel® spreadsheet format. They were accompanied by
instructions that guided the researchers in collecting and recording data to reduce
bias and process standardization. Specific training and pre-tests were staged with

random study samples.

Extracting data

Pairs of independent reviewers also performed this procedure, and a third reviewer
resolved any disagreement. Standardized electronic forms specific to each product
type, accompanied by instructions, and developed in Google Forms® were also used.
Three pre-testing and training sessions were held before starting data collection.

The following information was extracted: (1) study identification data (title;
author, date; year of publication/defense; journal of publication and, in the case
of D&Ts, the higher-education institution (HEI) of defense and type of academic
product (academic and professional masters and doctorates); (2) the study’s general
characteristics (objective; scope; locus; period; sample size; government entity
involved as defendant); (3) list of medications subject to litigation and amounts
involved in the litigated HCM.

In the case of D&Ts, academic products were classified by area and subarea
of the National Council for Scientific and Technological Development (CNPq)
index, using information available on September 5, 2023, from the website of the

Coordination for the Improvement of Higher Education Personnel (CAPES, 2023).

Data summary

Besides the information mentioned above, a database containing all the medicines
listed in each included study was constructed in Excel® software, compiling all the
information made available in the original scientific product. The results were
analyzed regarding absolute and relative frequencies and presented descriptively

with figures, tables, and flowcharts summarizing the findings.'

Results

A total of 1,709 bibliographic references and 653 dissertations and theses were
identified. After selection, 62 articles and 66 academic products were included
(Figure 1). Lists with the complete references can be consulted in the Open Science

Framework open data repository (doi 10.17605/OSFE.IO/5G3HT).
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Figure 1. Flowcharts of the selection of bibliographic references (A) and dissertations
and theses (B) for the scoping review
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Source: Prepared by the authors, 2023.
Notes:

* Others = Products originating from search in bibliographic databases, some of which also capture dissertations
and theses; the 19 products were not included in the BDTD and ARCA FIOCRUZ search results.

** The migration format of the search results for academic products in the BDTD and ARCA FIOCRUZ did
not allow the identification of duplications via the reference manager; this verification was conducted using
the research database generated in Google Forms, with all products examined in the selection from full texts.

*** Academic product with results in article format but not found in the full text made available in the
D&Ts database (and also not found in the search for bibliographic references).

The 62 articles were published in 20 national journals (66%) and 10 international
journals. Five national journals accounted for 51.6% of the articles, namely, Revista
de Saiide Piiblica, Cadernos de Saiide Piiblica, Revista de Direito Sanitdrio, Ciéncia e
Satide Coletiva, and e Cadernos Ibero-Americanos de Direito Sanitdrio.

Dissertations from academic master’s degrees accounted for most of the academic
products (51.9%), with only nine doctoral theses identified that included HCM
among the explicitly cited litigated medicines. Products from the broad knowledge
area of Health Sciences predominated (69.7%), followed by Applied Social Sciences
(21.2%). Regarding subareas, the most prominent were the D&Ts defended in
Public Health (47% of the total), followed by Pharmacy and Public Administration
(12.1%), and Business and Accounting Sciences (10.6%). The products were
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defended in 27 different educational institutions, with five (USP, Fiocruz, UFMG,
UFJE, and UNB) accounting for 47% of the total; USP and Fiocruz, in their

several campuses, gathered more than a quarter of the included D&Ts. The studies’

principal characteristics are shown in Table 1.

Table 1. Main characteristics of litigation studies involving high-cost medicines included

in the scoping review by type of scientific publication, 2005-2022

Articles D&Ts
Characteristics
Ne % Ne %

Year of publication or defense
2005-2009 3 4.84 5 7.58
2010-2013 21 33.87 17 25.76
2014-2017 16 25.81 24 36.36
From 2018 onwards 22 35.48 20 30.30
Government entity as a defendant
Federal Government 6 9.68 1 1.52
State 27 43.55 24 36.36
Municipality 8 12.90 1 1.52
State and Federal Government 3 4.84 0 0.00
State and Municipality 11 17.74 16 24.24
Federal Government, State, and Municipality 7 11.29 24 36.36
Region / State
North 2 3.23 2 3.03
Northeast 9 14.52 17 25.76

Bahia 2 3.23 1 1.52

Pernambuco 2 3.23 4 6.06

Ceard 2 3.23 4 6.06

Rio Grande do Norte 2 3.23 3 4.55

Other NE states 1 1.0l 5 7.58

continue...
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Articles D&Ts
Characteristics
Ne % Ne %
South 15 24.19 13 19.70
Parand 5 8.06 4 6.06
Santa Catarina 5 8.06 3 4.55
Rio Grande do Sul 5 8.06 6 9.09
Southeast 25 4032 30 45.45
Sao Paulo 11 17.74 13 19.70
Minas Gerais 8 12.90 10 15.15
Rio de Janeiro 6 9.68 6 9.09
Espirito Santo 0 0.00 1 1.52
Midwest 6 9.68 3 4.55
Brazil 5 8.06 1 1.52
Unit of Analysis
Legal actions or demands or requests or proceedings 51 82.26 58 87.88
Court ruling 1 1.61 1 1.52
Court decisions 1 1.61 2 3.03
Patients 2 3.23 2 3.03
Medicines 3 4.84 2 3.03
Medicine delivery notes 3 4.84 1 1.52
NATS-Jus Technical Notes 1 1.61 0 0.00
Study scope
Health litigation, with HCM among the items subject to 3 4.84 16 24.24
litigation
Medicine litigation, with HCM among other medicines 41 66.13 41 62.12
Case study of high-cost medicine(s) and/or therapeutic class 18 29.03 9 13.64
Mention of litigation values with HCM
Yes 27 435 27 40.90
No 35 56.5 39 59.10

Source: Prepared by the authors.
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More than 60% of the studies were published or defended from 2014 onwards,
especially from 2018 onwards (35.5% of the articles and 30.3% of the D&Ts5).
The states were the primary defendants involved, alone or in solidarity with other
government entities.

The studies were conducted in several states of the Federation, predominating
works from the Southeast (40.3% of the articles and 45.5% of the theses). The
primary study loci were Sao Paulo, Minas Gerais, and Rio de Janeiro in the Southeast
and Rio Grande do Sul in the South. Proceedings/lawsuits/legal actions were the
primary unit of analysis found in the studies.

The way by which litigated medicines, including HCM, were presented varied
in the studies; most were cited as “most prevalent”, or not specifially highlighted
among the studies’ medicines. Some studies chose HCM for case studies, focusing
on the treatment of rare diseases, biologicals, oncological medicines, and insulin
analogs (Alves, 2016; Brito, 2020; Campos Neto, 2012; Cardoso, 2021; Coelho,
2021; Oliveira, 2022; Dias, 2021; Diniz, 2012; Galvao, 2017; Lisboa, 2017; Lopes,
2010; 2014; Luo, 2014; Medeiros, 2013; Mendonca, 2020; Barreto, 2019; Oliveira,
2019; 2021; Pinheiro, 2019; Ramos, 2014; Ribeiro, 2017; Salha, 2022; Sartori Junior,
2012; Souza, 2017; Szpak, 2020; Vidal, 2017; Vieira, 2022).

Most studies did not mention the values involved in HCM litigation. When they
did, this information took different forms, many referred to as proportions of the
expenditure on the medicines studied.

Considering the criteria that make up the operational definition of high-cost
medicines, we found that the most frequently used criterion in both types of
scientific publications was high cost/unit price to the public health system (Figure
2). The high proportion of HCM subject to legal proceedings outside the official
SUS lists is noteworthy. When identified, they were mainly CEAF medicines,
many of which were requested for indications other than those of the PCDT,
characterizing off-label use (Barcellos, 2010; Aires, 2016; Barreto, 2018; Finatto,
2018; Gualberto, 2020).
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Figure 2. Proportion of completed operational definition criteria for high-cost medicines
included in the scoping review by type of scientific publication, 2005-2022

Medicine with high cost/unit price to the public health system

High cost/overall price of treatment medicine

High cost/unit or aggregate price medicine for diseases with
significant social impact or high prevalence

Medicine not on the SUS financing lists
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Note: The medicines in the academic article/product could meet more than one operational definition
criterion.

Captions: CEAF - Specialized Pharmaceutical Care Component; CMDE - Exceptionally Dispensed
Drug Component; SUS - Unified Health System.

Source: Prepared by the authors.

High-cost medicines recurrently mentioned in 25% or more of the studies were
adalimumab, bevacizumab, tiotropium bromide, cetuximab, etanercept, quetiapine
hemifumarate, infliximab, short- and long-acting insulin analogs, sunitinib maleate,
methylphenidate, mycophenolate mofetil, ranibizumab, rituximab, temozolomide,

teriparatide, sorafenib tosylate, and trastuzumab (Table 2).

Table 2. High-cost medicines explicitly cited in one-quarter or more of the papers
included in the scoping review by type of scientific publication, 2005-2022

Number of studies th
High-cost medicine tmber ol studies that % of the total

mention the medicine

Scientific papers (n= 62, 123 different HCM)

rituximab 28 45.2
insulin glargine 26 41.9
continue...
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Number of studies that
High-cost medicine . .. % of the total
mention the medicine

bevacizumab 19 30.6
insulin aspart 18 29.0
temozolomide 18 29.0
teriparatide 18 29.0
infliximab 16 25.8
tiotropium bromide 16 25.8

Theses and Dissertations (n= 66, 124 different HCM)

rituximab 41 62.1
insulin glargine 38 57.6
insulin lispro 33 50.0
bevacizumab 28 424
ranibizumab 28 42.4
trastuzumab 28 42.4
tiotropium bromide 26 39.4
adalimumab 23 34.8
quetiapine hemifumarate 23 34.8
insulin aspart 23 34.8
infliximab 21 31.8
methylphenidate 20 30.3
cetuximab 19 28.8
insulin detemir 19 28.8
sorafenib tosylate 19 28.8
etanercept 18 27.3
sunitinib malate 18 27.3
mycophenolate mofetil 18 27.3
teriparatide 17 25.8

Source: Prepared by the authors.
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Discussion

The review had a different focus from the several integrative and systematic reviews
on medicine litigation in the country, denoted by the choice of the subset “high-cost”
medicines as specific focus. Another relevant difference was the inclusion of scientific
articles, and of dissertations and theses, which do not always result in publications in
national or foreign journals (Oliveira ez al., 2015; Ribeiro; Vidal, 2018).

Finally, we performed a comprehensive and sensitive search in five bibliographic
databases and the BDTD. We proceeded with a manual search in institutional
repositories of some graduate programs to obtain the greatest possible representation
of the production on the subject. As a result, the review included 128 studies,
including articles and D&Ts, a number much higher than in other reviews on the
litigation of medicines, which range from 16 to 60 (Anjos, 2019; Catanhede; Lisboa;
Souza, 2016; Freitas; Fonseca; Queluz, 2020; Ribas; Pedroso, 2021).

Health litigation articles have been increasing in numbers in indexed journals in
the country but follow different approaches. Several focus on the topic from a legal
perspective and management strategies (Floriano ez a/., 2023), while others address
work quality, indicating homogeneous research designs and heterogeneous scope
(Lyro ez al., 2021). This review included 62 articles, which reflect these aspects well.

The predominance of academic products originating from master’s degrees is
possibly related to the distribution of graduate courses in the country. According to
CAPES data, 94.2% of the 7,027 stricto sensu graduate courses in 2022, found in
4,592 recognized programs, were master’s degree courses, and most were academic
(81.21%). However, the concentration of products related to medicine litigation in
specific areas and subareas does not show a direct relationship with this distribution.

The main field of Health corresponds to 15.6% of the total number of graduate
courses registered with CAPES in 2022. Regarding Health, 37.4% of the courses
belong to the subareas of Medicine I, II, and III, with only 13.3% part of Public
Health and 9.5% of Pharmacy (Brazil/ME, 2022). The specificities of the topics, with
a strong focus on the profile of legal demands for medicines and their relationships
with Pharmaceutical Services policies, could explain the predominant production
in these subareas.

More than 60% of the included studies surfaced after 2014, aligned with

increasing litigation and its impacts in the country. This concentration, in turn, is
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related to the medicines requested by lawsuits since the lists covered by the SUS are
dynamic and constantly updated (Vasconcellos ez 4/., 2017).

The states were the main entities involved as defendants, with the Federal
Government alone or jointly accounting for 25.8% and 37.9% in the articles and
D&Ts, respectively. The more significant participation of the states has already been
identified in some reviews on medicine litigation in the country (Batistella ez /., 2019;
Trindade et 4/., 2022). In 2013, Medeiros considered that the Federal Government
harbored lawsuits demanding HCM. This participation may have escalated over time.

In 2023, General Repercussion Theme N° 793 of the Federal Supreme Court,
which established the thesis that the entities of the federation are jointly liable in the
lawsuits for health services, allowed any of them to be the passive party, under the
applicable provision rules (STF, 2024). We should also consider the possibility that
the litigation that burdens the Federal Government is not relayed in published or
defended studies and is somewhat restricted to government reports, which were not
part of the publication scope addressed by this study.

The Southeast predominates as the locus of studies, emphasizing Sao Paulo,
Minas Gerais, Rio de Janeiro, and Rio Grande do Sul. The concentration of the
population (41.8% of the Brazilian population) and development in the Southeast
(55.4% of the national GDP in 2022) possibly account for this result (IBGE, 2023a;
2023b). Moreover, lawsuits presuppose access to health services (diagnoses and
exams) and access to the justice system. Also, more prosperous states with more
accessible systems are expected to be increasingly sued for HCM.

Proceedings/lawsuits/legal actions, in aggregate, were the most frequent
unit of analysis. This aggregation was necessary due to a certain degree of
conceptual imprecision between the terms used by study authors, who adopted
them as synonyms. Sometimes, the units of analysis were also accompanied
by “qualifications”, such as the subject of the claim, the characterization of the
plaintiff, and aspects of the legal proceeding.

HCM did not stand out as a specific object of investigation, except in case studies.
There was also no standardized approach to HCM in the studies. Estimating the
‘high cost’ can be challenging, as it is often absolute — for example, regarding new
medicines under patent, biologicals, or antineoplastics.

“Cost” has many meanings in health economics. Regarding medicines, direct

cost refers to the amount spent on acquiring the medicine and all the costs involved
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in its dispensing, monitoring, and use, depending on the study’s perspective.
However, in studies involving the litigation of HCM, what is usually referred to as
‘cost’ exclusively addresses the defendant’s expenses for acquiring the medicines in
question (Arora; Moriates; Shah, 2015).

References to specific values related to litigated medications were found in
approximately 41% of the D&Ts and 43% of the articles. Notably, references to
financial impact were not always restricted to HCM. They were also presented
differently, sometimes referring to all litigated medicines, including those that
did not correspond to the operational definition of HCM, but also to those not
on the official lists, medicines of a particular pharmaceutical services component
(CEAF, or CMDE - before 2009), and related to a specific therapeutic class
(such as antineoplastics, insulins, and biologicals). Even when related to “off-list”
medicines or those belonging to the CEAF, values often referred only to most
prevalent medicines or ones that had the most significant impact on spending
(Boarati, 2020; Cirico, 2019; Honorato, 2014; Leitao, 2012). The heterogeneous
mention of financial information in the different studies and the fact that they
always referred to local jurisdictions or specific medicines (Alves, 2016; Mello ez
al., 2016; Braga, 2018; Galvao, 2017; Diniz; Medeiros; Schwartz, 2020) determine
important limitations in understanding and establishing representativeness of
HCM in litigated medicines expenditures in the country.

Considering the criteria used to define high-cost medicines, we found that the
most frequently cited criteria were high unit cost/price to the public health system,
high overall treatment costs, and medicines with high unit or aggregate cost for
diseases with a significant social impact or high prevalence. All three of these criteria
focus on expenditure. Depending on the plaintiff’s financial status, many of the
medicines requested in lawsuits may be perceived as expensive, since they are costly for
an individual or household, considering income of the Brazilian population (IBGE,
2024¢). On the other hand, the financial burden on the health system emerges
keenly, showing that if previously the high cost was a concern mainly for households,
it has increasingly emerged as a considerable expense for government entities. As
Vieira (2023) mentions, lawsuits against the Federal Government consumed 25.2%
of CEAF’s resources in 2019, of which 21% were related to only 10 medicines, half of

which were not included in the SUS lists and three were not even market-approved

Physis: Revista de Satide Coletiva, Rio de Janeiro, v. 35, n. 3, e350309, 2025



| Page 16 of 26

by ANVISA. The same author (Vieira, 2017) mentioned an increase in the transfer
of resources abroad to purchase medicines by the Federal Government.

Another criterion that causes worry is the high proportion of litigated HCM not
on the official SUS lists. When present, these were mainly CEAF medicines (Lima,
2014; Moraes, 2016), several of which were requested for indications other than
those of PCDT or for off-label use (Barcellos, 2010; Chieffi, 2017). Several years
ago, the literature pointed out that litigation is often employed as a pressure strategy
for incorporating new technologies (Santos-Pinto et al., 2013; Oliveira et al., 2020).

Twenty HCM medicines were repeatedly mentioned in at least 25% of the studies.
These include biologicals and medicines for treating rare diseases, emphasizing
rituximab and rapid or long-acting insulin analogs. New medicines recently introduced
to the market and under patent, and unlicensed medicines are additions to the HCM
mentioned in this manuscript (Alberto, 2012; Margal, 2012; Nunes, 2014; Torrieri,
2017; Finatto, 2018; Cirico, 2019; Laffin, 2019), but infrequently cited.

Two reasons can explain this profile. First, several of the most frequently cited
medicines, while currently on the SUS lists, were subject to legal proceedings when
they were not yet on the official lists; in fact, to this day some are not yet included.
Litigation responds to the dynamism of the therapeutic arsenal, which is growing
and increasingly diverse. Second, litigation regarding older medicines remains
recurrent in the SUS (Catanhede; Lisboa; Souza, 2016; Borges, 2017; Vieira, 2023).

We should discuss some limitations of this review. Some HCM may have been
subject to litigation and were not captured by the review. The studies always referred to
geographically and temporally circumscribed samples. Mentions of litigated medicines
were highly heterogeneous. A significant portion of the scientific and academic studies
presented only lists of the most prevalent medicines, or those with the most significant
financial impact, or cited HCM within the texts among several other medicines.

Given conceptual imprecision in the literature, an operational definition was
created, which served as a proxy for elements usually associated with the high cost
of medicines. As with any proxy, there is no direct unequivocal correspondence
between the categories listed in this elaborate definition and HCM.

We should recall that lists of “high-cost” medicines are dynamic over time.
Products subject to litigation may, at one point, “disappear” from lawsuits as they
are added to the lists and their public supply is guaranteed. A similar situation also

occurs regarding unlicensed medicines. The review respected the categories of “off-
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list” medicines and the of the pharmaceutical services components informed by the
authors, making it impractical to verify each case, including due to the impossibility

of identifying the lists in-force at various government levels during the study period.

Conclusions

The review adopted a different approach from existing reviews, focusing on a
subset of medicines characterized as “high-cost medicines”. The study allowed us
to infer various information about the participation and characteristics of high-cost
medicine litigation over almost twenty years.

Some elements stood out, such as the association of high costs with individual
expenditures and treatments that exceed household ability to pay, but also with high
and growing cost to public entities, exerting pressure on management for inclusion
in official medicines lists. Regulatory aspects, such as market approval or patent
status, were also associated with high costs. Finally, most of the identified high-cost
medicines belonged to specific therapeutic classes, which litigation dynamism has
altered over the years.

The conceptual difficulties of HCM and the heterogeneous way HCMs are
mentioned prevented us from accurately stating the extent of HCM participation in
medicine litigation in the national context in terms of amounts spent or involved.

Thelitigation of medicines, including HCM, is closely related to SUS sustainability.
On the other hand, the ethics and propriety of access through judicial means and the
rational use of litigated medicines must be considered and are infrequently explored
in the literature. Future studies should further examine these themes.

Exploring a different perspective of HCM in the context of national litigation

was made possible in this study, which can contribute to reorienting public policies.>
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Resumo

Judicializacio de medicamentos de alto custo
no Brasil: uma revisio de escopo

No Brasil, nao existe definicio estabelecida e universalmente
adotada para medicamentos de alto custo (MAC). Mapearam-
se perfil e representatividade dos MAC na producio cientifica
e académica nacional sobre judicializacio. A revisio de
escopo seguiu metodologia do Joanna Briggs Institute nas
bases bibliograficas Medline, Embase, Lilacs, Web of Science
e Scopus, ¢ na Biblioteca Digital de Teses e Dissertagoes,
resgatando estudos empiricos relacionados 4 judicializagao

de medicamentos que incluissem MAC, publicados/
defendidos entre 2005 ¢ 2022. Foram incluidos 62 artigos

e 66 dissertagoes e teses. A maioria dos estudos datava de
2014 a 2022, foi desenvolvida no Sul e Sudeste do palis, tendo
como escopo medicamentos, incluindo os MAC; destacam-
se 0s MAC especificamente em estudos de caso. Os estados
foram o principal réu envolvido, isolada ou solidariamente

a outros entes governamentais. Mengio a valores envolvidos
na judicializagao dos MAC esteve ausente na maioria dos
estudos. O alto custo para as familias e para o sistema publico
de satide foram os critérios de MAC mais citados, seguido pela
auséncia nas listas oficiais do SUS. Dificuldades conceituais

e a heterogeneidade na mengio aos MAC impediram precisar
exatamente qual sua participagdo percentual na judicializagao

no contexto nacional, ou em termos de valores gastos.

» Palavras-chave: Medicamentos. Judicializagdo em satde. Custo.
Assisténcia farmacéutica. Revisao de escopo.
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