
ABSTRACT Although the National Health Service (NHS) and the Unified Health System (SUS) are 
systems with similar universal principles, they can show different political measure patterns in the 
pharmaceutical field. This paper aimed to provide a comparative analysis of pharmaceutical policies 
highlighting strategies to guarantee access and sustainability to High-Price Medicines (HPMs) in Brazil 
and England. We performed an integrative literature review in electronic databases, supplemented by 
grey literature searched on governmental platforms (laws, decrees, ordinances, and resolutions). A total 
of Forty-seven articles and seven policies were selected and categorized for analysis. The results showed 
that both countries apply distinct policies to ensure access to HPMs, among them, policies to define price 
and reimbursement and actions to regulate the use inside the system. Also, these countries apply distinct 
policies to their sustainability as local partnerships for product development in Brazil and confidential 
managed agreements with multinational industries in the England. In conclusion, despite similarities in 
principles, these countries have been proposing and applying distinct pharmaceutical policies to maintain 
access and ensure the sustainability of their health systems.
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RESUMO Embora o National Health Service (NHS) e o Sistema Único de Saúde (SUS) sejam sistemas com 
princípios universais semelhantes, diferentes políticas no campo farmacêutico podem coexistir. O objetivo 
deste artigo foi fornecer uma análise comparativa destacando estratégias para garantir o acesso e a sus-
tentabilidade a Medicamentos de Alto Preço (MAP) no Brasil e na Inglaterra. Foi realizada uma revisão 
integrativa da literatura em bases de dados eletrônicas, complementada por literatura cinzenta pesquisada 
em plataformas governamentais (leis, decretos, portarias e resoluções). Um total de 47 artigos e 7 políticas 
foram selecionados e categorizadas para análise. Os resultados demostraram que ambos os países aplicam 
distintas políticas para garantir o acesso aos MAP, entre elas, políticas para definição de preço e reembolso e 
ações para regular a utilização destes medicamentos dentro do sistema. Além disso, os países aplicam políticas 
distintas à sua própria sustentabilidade como as parcerias para o desenvolvimento produtivo local no Brasil 
e acordos confidenciais com indústrias multinacionais na Inglaterra. Em conclusão, apesar das semelhanças 
nos princípios, estes países têm proposto e aplicado políticas farmacêuticas distintas para manter o acesso 
e a sustentabilidade de seus sistemas de saúde.

PALAVRAS-CHAVE Política de saúde. Tecnologia de alto custo. Saúde pública.
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Introduction

Improving the provision of medicines is a criti-
cal component of any health service policy and 
one of the main priorities of governments that 
require comprehensive national strategies1. The 
Organization for Economic Co-operation and 
Development (OECD) showed that medicines 
account for 20 to 60% of health spending in Low 
Middle-Income Countries (LMIC), compared 
with 18% in High-Income Countries (HIC)2. The 
increase in health care spending can be associated 
with several determinants, such as population 
growth, population aging, service prices, disease 
prevalence or incidence, and service utilization3. 

The most comprehensive picture of recent 
spending on medicines in England’s National 
Health Service (NHS) shows that costs rose from 
around £13.0 billion in 2010/11 to £17.4 billion 
in 2016/17 – a mean yearly growth of around 
5 percent and a total of 32.1% in this period. 
Consequently, spending on hospital medicines 
nearly doubled, from around £4.2 billion to £8.3 
billion – representing a mean yearly growth of 
12.1%4. The spending amount has also increased 
in Brazil. From 2010 to 2016, the spending al-
located to High-Price Medicines (HPMs) in the 
Brazilian Unified Health System (SUS) hiked 
from R$ 4.9 to 6.6 billion, with a mean yearly 
increase of around 5 percent and a total of 34.7% 
in this period, excluding the spending on medi-
cines for oncological diseases5.

‘High-cost’, ‘high-priced’, or ‘premium price’ 
medicines definitions have not yet been defined 
internationally and can vary in the same country 
according to who defines them and how they 
are defined6. In most cases, HPMs are mostly 
new specialized medicines for complex con-
ditions such as cancers and inflammatory 
diseases7. These medicines include biological 
agents, which selectively target specific mo-
lecular sites and are, therefore, effective with 
fewer side effects8. Sometimes, they are the 
only treatment options for diseases with a pro-
found social impact or a high risk of mortality 
(e.g., Human Immunodeficiency Virus (HIV)/
Acquired Immunodeficiency Syndrome (AIDS) 

or those used to treat conditions affecting only a 
minute portion of the population, such as for rare 
diseases9. The high price itself might not be the 
decisive criterion. Other determining factors may 
include the use of or demand for the product6. 
Nevertheless, the more contemporary definition 
was illustrated in a 2015 report by the World 
Health Organization (WHO) Regional Office for 
Europe, which defines medicine as high-priced if 
the therapy exceeds €10,000 per patient per year 
to be reimbursed by a public payer10. 

Due to lack of a universal definition, all 
these elements – cost, exclusivity, novelty, and 
type of disease – converge to form the char-
acteristics of these types of medicines leading 
to severe challenges to HPMs access and the 
definition of health policies9. Different pat-
terns to access them between countries are 
interrelated, such as a health system level, 
regional/hospital, and patient-level8. While 
comparative studies about pharmaceuti-
cal policies have been conducted between 
European countries, the literature lacks anal-
yses between low-middle income countries 
and high-income countries, such as Brazil 
and England, respectively. Although NHS and 
SUS are health systems with similar universal 
principles, analyzing their differences and 
similarities is essential for understanding 
the process of shaping policies in different 
contexts to help address the challenges and 
maintain sustainable systems. A similarity is 
that both systems face funding challenges. 
However, although the NHS has not had 
structural changes in its fiscal financing, in-
corporating precepts based on competition, 
originally from the market field, resulted 
in changes in the outpatient and hospital 
levels11. In the Brazilian case, SUS has faced 
systematic changes in legal frameworks, with 
reduced funding entailing lower provision of 
health services12. This backdrop supported 
the need for comparative studies assessing 
their pharmaceutical sectors and policies. 

Thus, this study aims to provide a com-
parative analysis of pharmaceutical policies in 
the Brazilian and the English health systems, 
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highlighting strategies to guarantee sustain-
ability and access to HPMs. 

Methodology 

An integrative review approach was adopted13 
and considered two types of literature: 

scientific reports (articles published in 
peer-reviewed journals) and grey literature, 
prioritizing laws, rules, or instructions by gov-
ernmental authorities in Brazil and England 
from January 1, 2009, to December 31, 2019. 
The eligible inclusion and exclusion criteria 
adopted to select the studies and policies are 
described in table 1.

Table 1. Selection and sorting of inclusion and exclusion criteria

No. Inclusion criteria

1. 2009 – 2019

2. Brazil and England

3. a. Scientific reports and b. Grey literature 

4. English, Portuguese, and Spanish

5. Describing issues related to legislations, regulations, policies or mechanism to access, usage or mechanism to 
sustain the access to expensive medicines such as reimbursement, payment, management in the system and 
policy makers’ aim

Exclusion criteria

1. Not describing any specific health legislations, regulations, policies or mechanism to access/sustainability 
related to expensive medicines in Brazil and England

Source: Elaborated by the authors.

Information sources and search 
strategies

The databases included Embase, PubMed, 
Scopus, Lilacs, Web of Science, and SciELO, 
selecting keywords in English, Portuguese or 
Spanish by the ‘Boolean Operator’ rules and 
terms ‘AND’ and ‘OR’. The keywords were 
combined and adapted to search individual 

databases. Also, web pages of relevant govern-
mental platforms were searched to support the 
analysis (table 2). Databases and governmental 
platforms were selected based on regulatory 
themes to encompass different subjects in the 
health and policy areas. At the same time, due 
to the comparative analysis, national and in-
ternational bases most used in both countries 
were included in the search strategy.

Table 2. Search strategy and syntax by database

Database and keywords

Embase: (“health care policy”:ti,ab,kw OR policy:ti,ab,kw) AND england:ti,ab,kw OR brazil:ti,ab,kw) AND 
medicine:ti,ab,kw OR drugs:ti,ab,kw OR pharmaceuticals:ti,ab,kw) AND access:ti,ab,kw OR accessibility:ti,ab,kw) AND 
reimbursement:ti,ab,kw AND pricing:ti,ab,kw AND funding:ti,ab,kw AND [2008-2018]/py

PubMed: ("High-cost" medicine*/drug* OR "High-price" medicine*/drug* OR "High-priced" medicine*/drug* OR Ex-
pensive medicine*/drug* OR Premium price medicine*/drug* AND England [MeSH Terms] OR Brazil [MeSH Terms]) 
AND 'health care policy' AND 'management'
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Study selection, data extraction, and 
analysis 

A framework was adopted to categorize and 
define the studies and governmental reports 
selected. This conceptual framework guided 
the uptake of crucial measures implemented in 
these countries and effects on at least one rel-
evant outcome classified into three categories: 
pre-launch, peri-launch, and post-launch activi-
ties. This framework considers the ‘lifecycle’ 
of a pharmaceutical product and the different 
regulatory levels and policy interventions over 
its course, from research and development to 

disinvestment10. The results from articles were 
summarized using content analysis in narrative 
synthesis examining the current evidence base 
across Brazil and England, supplemented by 
an interpretative analysis of policies between 
these two countries per categories defined in 
the framework (table 3). Data were extracted 
by a bibliometric framework. The extracted 
information was the author’s name and year 
of the publication, design, aims/objectives, 
methods, results, and conclusion findings. Two 
researchers extracted and compared these data 
and discussed any discrepancies with other 
researchers as necessary.

Database and keywords

Scopus: ("High cost" medicine*/drug*) OR ("High price" medicine*/drug*) OR ("High priced" medicine*/drug*) OR 
(Expensive medicine*/drug*) AND ("England") OR ("Brazil") AND ("Policy*") OR ("Health Policy*")

LILACS: Policy OR Health Policy OR Política de saúde OR Políticas de saúde OR Política nacional de saúde OR Políticas 
nacionais de saúde OR Política de salud OR Políticas de salud OR Política nacional de salud OR Políticas nacionales de 
salud AND medicamento* OR medicine* AND custo OR preço OR precio OR costo OR precio AND Brazil OR Brasil OR 
England OR Inglaterra

Web of Science: ("High cost" medicine*/drug*) OR ("High price" medicine*/drug*) OR ("High priced" medicine*/
drug*) AND ("England") OR ("Brazil") AND ("Policy*") OR ("Health Policy*")

SciELO: Policy OR Health Policy OR Política de saúde OR Políticas de saúde OR Política nacional de saúde OR Políticas 
nacionais de saúde OR Política de salud OR Políticas de salud OR Política nacional de salud OR Políticas nacionales de 
salud AND medicamento* OR medicine* AND custo OR preço OR precio OR costo OR precio

Documentary sources - grey literature

Public Health platforms Brazil: https://www.gov.br/saude/pt-br; England: https://www.gov.uk/government/organisa-
tions/public-health-england

Executive and Legislative platforms: Brazil: https://legislacao.presidencia.gov.br/; https://www.camara.leg.br/; Eng-
land: https://www.parliament.uk/site-information/glossary/government/;  https://eacea.ec.europa.eu/national-poli-
cies/eurydice/content/main-executive-and-legislative-bodies-93_en

Table 2. (cont.)

Source: Elaborated by the authors.

https://www.gov.br/saude/pt-br
https://www.gov.uk/government/organisations/public-health-england
https://www.gov.uk/government/organisations/public-health-england
https://legislacao.presidencia.gov.br/
https://www.camara.leg.br/
https://www.parliament.uk/site-information/glossary/government/
https://eacea.ec.europa.eu/national-policies/eurydice/content/main-executive-and-legislative-bodies-93_en
https://eacea.ec.europa.eu/national-policies/eurydice/content/main-executive-and-legislative-bodies-93_en
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Results 

Search results and studies included 

The search across all databases identified 
3,288 papers. The selection process is shown in 
figure 1, totaling 47 articles. The documentary 

policy analysis also included seven norma-
tive instruments (laws, decrees, ordinances, 
and resolutions). As presented in figure 1, 54 
documents were considered for review. The 
articles or normative documents were catego-
rized into: Pre-launch: 4 (four); Peri-launch: 
25 (twenty-five); Post-launch: 25 (twenty-five) 
per the WHO categories10 (table 4). 

Table 3. Categories of analyses based on WHO guidelines

Category Definition Categories example 

Pre-launch Includes policies to anticipate budget impact in the health sys-
tem due to new medicines development (preclinical phase)

Horizon scanning activities

Peri-launch Includes policies to manage the entry of new medicines in the 
market reflecting their clinical and therapeutic value for the 
system or the society

Prices regulatory setting

Reimbursement or financing meth-
ods

Post-launch Includes policy measures required to ensure access to and use 
of medicines in the health system

Guidelines and formularies 
for treatment management and 
cooperation agreements

Source: Elaborated by the authors.

Figure 1. Flowchart of study and policy selection stages

Records identified through database search 
Embase: 1,914
PubMed: 901

Scopus: 13
LILACS: 06

SciELO: 439 
 Web of Science: 15

(n=3,288)

Records after 
duplicates removal 

(n=3,151)

Duplicates removed 
(n=137)

Records screened 
(n=3,151)

Records excluded based
 on title or abstract

(n=3,104)

Records identified through
documental governmental 

analysis (n=7)

Studies and documents 
included in the synthesis

(n=54)

Source: Elaborated by the authors.
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Table 4. Overview of current pharmaceutical policies applied in Brazil and England

Policies Strategies Definition Brazil England

3.2 Pre-launch 3.2.1 Horizon Scanning 
Activities 15-18

Activity-making to identify new emerging health technologies with 
potential use to predict possible impacts on the health system

Yes Yes

3.3 Peri-launch 3.3.1 Profit limitation 19 Rate-of-return regulation for companies and an overall limit spending 
on branded medicines over the lifetime of the agreement

No current 
activities

Yes

3.3.2 External price refer-
encing 20-22

Practice of using the price(s) of a medicine in several countries in order 
to derive a benchmark to set or negotiate the price of a medicine in a 
given country

Yes No current 
activities

3.3.3 Health technology as-
sessment 14,23-28

A tool employed to assess the use of new medicines to consider the 
safety, efficacy, effectiveness, organizational variables, economic impli-
cations, the social consequences, and the legal and ethical aspects

Yes Yes

3.3.4 Pharmacoeconomic 
analyses including health 
economic threshold 23,29-31

Most frequent analysis is cost-utility or cost-effectiveness defining 
a tool and the limit between costs and benefits by incremental cost-
effectiveness ratios per quality-adjusted life year

Under de-
velopment

Yes

3.3.5 Value-based in pric-
ing 32-36

Process whereby pricing of medicine is regulated per its therapeutic 
value aggregate, depending heavily on the context of the country and 
economic and cultural needs. Value based on price has been proposed 
as a logical and fair policy to promote access and reward useful innova-
tion

No current 
activities

Yes

3.3.6 Multiple Criteria 
Decision Analysis 37,38

Extension of decision theory that supports decision-makers with mul-
tiple (possibly conflicting) objectives by decomposing the decision 
objectives into key criteria 

No current 
activities

Under 
develop-
ment

3.3.7 Managed entry 
agreements 39-43

Contract of funding and/or sharing risk between government and man-
ufacturers to manage entry in the health system with possible decrease 
of the high budget impact and uncertainty of effectiveness. MEAs have 
a common denominator, increasing access to new medicines in a con-
text of uncertainty and higher price. These Managed entry agreements 
exist in two formats: outcome-based and financial agreement

Under de-
velopment

Yes

3.4 Post-launch 3.4.1 Guidelines and formu-
laries rules 20,44-46

Support which should be recommended within clinical practice guide-
lines with strong methodological competencies necessary, considering 
both clinical expertise and skills in the systematic assessment of the 
available evidence 

Yes Yes

3.4.2 National policies or 
plan for Rare Diseases 47-54

Policy or regulatory initiatives, programs, or other established mecha-
nisms that influence and facilitate patient access to orphans 

Yes Yes

3.4.3 National policies or 
plan for oncological dis-
eases 55-61

Policy or plan that may be influence regulatory framework for access to 
treatment, including medicines for oncological diseases

Yes Yes

3.4.4 Compulsory licensing 
and productive develop-
ment policy 62-66

Transfer of intellectual property formalized during specific years to 
develop the medicine in public industries 

Yes No current 
activities

3.4.5 Accelerated or fast-
track access 67

An intersectoral (industry, public sector, academia, patients) articula-
tion to identify key priorities and develop a sustainable framework for 
the adoption of innovation, simplifying the development and approval 
process, pricing, assessment, and commercial regulation

No current 
activities

Yes

Source: Elaborated by the authors.
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Pre-launch category policies

HORIZON SCANNING ACTIVITIES

England has more than a decade of experi-
ence in Horizon Scanning (HS) through the 
English National Horizon Scanning Centre 
(NHSC). NHSC aims to supply timely infor-
mation to key policy and decision-makers 
and research funders to the NHS about 
emerging health technologies (medicines 
and devices) that may significantly impact 
patients or the provision of health services 
in the future. A retrospective review used 
the NHSC information system and the list 
of National Institute for Health and Clinical 
Excellence (NICE) technology appraisals, 
estimating the false positive rate for NHSC 
identification in 10 years. The study showed 
a positive predictive value in terms of sen-
sitivity over the past decade, meaning that 
almost 40% of topics reported to NICE were 
later selected for technology appraisal, and 
60% were not. This data indicated that the 
filtration criteria used could be tightened 
for increased efficiency in the appraisal of 
NICE England15,16. 

Brazil  implemented HS in 2008. 
Currently, the legal attribution of HS ac-
tivities at the federal level is incumbent 
on the National Committee for Health 
Technology Incorporation (CONITEC), 
and the methodological approach adopted 
is described by the EuroScan International 
Network17. Gomes et al.18, examined the 
significant repercussions generated by HS 
in Brazil, showing the developed outputs 
(internal/external) objectives range from 
helping build defense arguments in cases of 
judicialization. One of the internal reports 
on HPMs (metreleptin) for a rare disease 
was shared with other countries such as 
Argentina. CONITEC’s HS system has been 
structured, and its role as a tool to inform 
health managers has been relevant.

Peri-launch policies category

REGULATORY PRICE SETTING 

In England, medicines’ prices are regulated by 
regulatory approaches vs. market force. The set 
of medicines’ prices is defined freely. However, 
a voluntary scheme – Voluntary Scheme for 
Branded Medicines Pricing and Access – occurs 
in cooperation with the Secretary of State 
for Health, ABPI (Association of the British 
Pharmaceutical Industry), and NHS England. 
Most large companies participate, and mainly 
two mechanisms are helpful to control spending: 
rate-of-return regulation for companies and an 
overall cap for NHS spending on branded medi-
cines (2% per year in any of the next five years). 
The Voluntary Scheme commits the govern-
ment to maintain the NICE cost-effectiveness 
threshold at between £20,000 and £30,000 per 
Quality-Adjusted Life Years (QALY) until 2025. 
If profits exceed a percentage agreed on after 
negotiations, the companies must reduce prices, 
delay price increases, or repay the excess to the 
Department of Health19.

In Brazil, an inter-ministerial federal 
entity is responsible for direct control over 
medicines prices in the market. The Medicine 
Market Regulation Chamber is responsible 
for regulating three market segments: factory 
price, maximum consumer price, and public 
sector price. The policy adopted is External 
Referencing Pricing (ERP) following the low 
price defined in countries such as Australia, 
Canada, Spain, the United States, France, 
Greece, Italy, New Zealand, and Portugal20. 
Furthermore, the government approves annu-
ally a metric to increase the price of medicines, 
including inflation and the competition level 
for each product, defining the price of medi-
cines in each category21. 

Recently, a study conducted by Vogler et 
al. across European Union Member States 
showed that some medicines are launched at 
different points in time, with delays of up to 
3-5 years, between countries. Launch delays 
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occur particularly in LMICs or small markets. 
The study finds that pharmaceutical compa-
nies have been applying this strategy in light 
of the widespread use of the EPR policy. If 
policymakers aim to apply the pricing policy 
of ERP for cost-containment purposes, as in 
Brazil, they are recommended to undertake 
continuous price revisions over the years22.

REIMBURSEMENT - AGENCIES AND THEIR 
WORK PROCESSES

The NICE was established in 1999 as an in-
dependent body applying different method-
ological approaches depending on the type 
of medicine evaluated (e.g., the program to 
appraise highly specialized technologies)23. 
Overall, a study conducted by Cowell et al.24, 
shows that it is difficult to determine whether 
the differences in appraisal programs/meth-
odologies are likely to impact the efficiency 
of NHS spending significantly. However, they 
could lead to inefficient resource allocation. A 
study by Allen et al.25, comparing England’s na-
tional Health Technology Assessment (HTA) 
recommendations with other European HTA 
bodies shows how several factors can influ-
ence the HTA decision-making process and 
result in conflicting recommendations. The 
bodies share some similarities, focusing on 
clinical efficacy and Cost-Effectiveness (CE). 
The differences in recommendations could be 
due to an organizational approach to risk per-
ception and the selected comparator. Harmful 
recommendations are linked to uncertainties 
surrounding factors such as CE, choice of com-
parator, clinical benefit, safety, trial design, 
and timing of submission. Chabot & Rocchi26 
reviewed and compared England’s HTA onco-
logical recommendation records and showed 
an extensive variation in the rate of positive 
recommendations (around 48 %). Data on 
survival was not mandatory for a favorable 
recommendation, and progression-free sur-
vival was found acceptable in some cases for a 
recommendation. Given that most medicines 
provided acceptable clinical benefits, CE was 

left as the most common criterion for a nega-
tive recommendation.

In Brazil, the principles and related opera-
tional mechanisms in evaluating new innova-
tive health technologies fall within CONITEC. 
The country has shown a Brazilian HTA system 
weakness, with some factors such as insufficient 
resources, the impact of court rulings, heavy de-
pendence on foreign technologies, and incipient 
regional HTA processes and planning that make 
the backdrop complex and fragmented with dif-
ferent levels of maturity27. A study performed 
by the Ministry of Health (MoH) showed the 
spending per capita on HPMs was substantially 
higher compared with the overall per-capita 
spending on health care and associated with 
different access between region, age, and sex 
in Brazil, showing a substantial unbalanced re-
source distribution14. Therefore, Kuchenbecker 
and Polanczyk28 propose measures related to 
governance to foster Brazilian HTA’s institu-
tionalization. It is necessary to promote broader 
policy-making approaches to assess the gover-
nance complexity, increasing the institutionaliza-
tion in Brazil to contribute to HTA to provide 
better decision-making.

PHARMACOECONOMIC AND THRESHOLDS 
SETTING

Health Economic Evaluation (HEE) has 
a vital role in the HTA recommendations 
by NICE29. In a comparison performed by 
Schwarzer et al.30, evidence suggests the ex-
istence of an explicitly spending threshold 
known in England – ranging from £20,000 to 
£30,000 per QALY. The appraisal of end-of-life 
medicines entails a higher Incremental Cost-
Effectiveness Ratio (ICER) of up to £50,000 
per QALY. However, for rare diseases, recently, 
the ICER of £100,000-300,000/QALY can be 
accepted for these medicines23. Again, due to 
agreements with industries for most HPMs, 
the patient access schemes have disclosed 
price reductions, allowing the NHS to deny a 
few technologies based on cost-effectiveness 
in recent years30.
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Brazil has not shown tradition in the pro-
duction and use of HEE30. There are implicit 
thresholds identified representing gross do-
mestic product per capita lower than 1 and 3 × 
(US$11,000–25,000). The science, technology, 
and innovation policy and the pharmaceutical 
sector economic market regulation – Law nº 
10.742 deserve fostering applied research to 
encourage the application of methods that 
employ economic analyses. Although some 
advances were observed in the Brazilian HTA 
system, there is still room for improvement 
concerning the prioritization criteria and a 
more explicit and transparent process for how 
the HEE addresses the uncertainty parameters 
of technologies31. 

VALUE-BASED PRICING

The introduction of Value-Based Pricing (VBP) 
in England was planned for the beginning of 
2014, defined as ‘the price’ that ensures that the 
expected health benefits (of new technology) 
exceed the health predicted to be displaced 
elsewhere in the NHS due to its additional cost. 
However, implementing the VBP has been chal-
lenging, especially in therapeutic areas with 
no alternative treatment for a life-threatening 
and debilitating disease, such as oncology or 
rare diseases32. Managed-entry agreements are 
increasingly used for these high-priced medi-
cines. The VBP is used in England to influence 
pricing decisions besides England assessing 
similar types of evidence from other European 
countries (although this is done only indirectly) 
as it will impact the ICER33. 

In LMICs, such as Brazil, the value evalu-
ation trend is primarily linked to the federal 
sphere. The body is responsible for defin-
ing the value of new medicines and clinical 
and economic evaluation to set limits on CE. 
Approaches designed for regulatory agencies 
include reimbursement based on economic 
evaluations, international reference pricing, 
significant volume discounts, rebates, or tax 
incentives34. A new way to define the value of 
new technologies has been discussed, such as 

implementing risk-sharing to increase respon-
sibilities to the pharmaceutical industry. A new 
model for health care professionals and orga-
nizations in Brazil, the pay-for-performance 
(P4P) has shown promising results, shown 
by the private sector, where doctors receive 
extra financial incentives for each additional 
patient with controlled chronic disease. Brazil 
is headed to P4P by promoting prevention, 
updating guidelines, and engaging profession-
als, industry, and health institutions. That will 
be the key to genuinely improving viral liver 
disease-induced morbimortality in Brazil35. 
However, a study by Mathes et al.36, describes 
that it is uncertain whether payment for per-
formance (P4P) – in England, compared to 
capitation-based payments without P4P for 
hospitals – in Brazil impacts patient outcomes, 
quality of care, equity, or resource sustainabil-
ity. The effects on patient outcomes of P4P in 
hospitals were negligible, regardless of design 
factors and context/setting. It seems that only 
minor short-term but unsustainable effects 
can be achieved with additional payments.

MULTIPLE CRITERIA DECISION ANALYSIS 

NICE is already using some approaches 
derived from Multiple Criteria Decision 
Analysis (MCDA). The degree of unmet clini-
cal need is a formal criterion in healthcare 
decision-making for rare diseases. The severity 
and unmet need of the disease (i.e., the burden 
of illness), the clinical novelty and convenience 
to patients (i.e., innovative nature of technol-
ogy), or the broader benefits to society (i.e., 
non-health objectives to the NHS) have often 
been perceived as essential considerations of 
value to decision-makers and have contributed 
to the debate on efficient resource allocation 
transparency in England37. 

Brazil has not explicitly adopted an MCDA 
model. Consequently, no related studies have 
been found. However, a case conducted by 
Campolina et al.38, suggested applying the meth-
odology in the CONITEC to clarify which criteria 
are relevant in decision-making, the importance 
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attributed to each criterion, and how to use this 
information in a structure to evaluate the avail-
able alternatives. In doing so, even if the con-
clusion of a recommendation does not change, 
the method can increase the transparency and 
legitimacy of decisions in Brazil.

MANAGED ENTRY AGREEMENTS – MEAS

For several HPMs, arrangements designed as 
Managed Entry Agreements (MEAs) or Patient 
Access Schemes (PAS) have been conducted in 
England. The number of MEAs could be un-
derestimated (around 210 PAS) because many 
contracts, especially the financial-based ones, 
are not public39. Ferrario et al.40, highlighted 
that MEA applications are increasing and have 
been heterogeneous across some countries, in-
cluding England, which uses mainly discounts 
and free doses to influence prices. The health 
system-specific features relating to gover-
nance (the scope of the MEA policy and the 
mandate of the agency assessing medicines) 
explain some identified variations between 
European countries. In an analysis performed 
by Pauwels et al.41, the results showed that the 
application of MEA across European countries 
differs between the same indications. MEA is a 
common policy tool employed by public payers 
in European countries to ensure early access to 
high-price oncology medicines. Discounts and 
free stocks prevail in England. Nevertheless, 
according to Jarosławski & Toumi42, these 
schemes are driven by NICE and address un-
certainty around HPMs. The study concluded 
that a more transparent process might be nec-
essary to protect against a perverse impact of 
PAS on international reference pricing that 
uses list prices rather than the actual cost of 
purchasing medicines that the NHS incurs. 

In 2019, Brazil discussed a hypothetical case 
of a high-cost assessment for a rare disease 
to identify critical considerations required to 
implement MEAs in Brazil. The primary con-
siderations for enabling the use of MEAs were 
identified by the groups and classified into four 
dimensions: (i) economic; (ii) epidemiological; 

(iii) ethical; (iv) legal. There is a need to create 
a new regulation for the agreements in Brazil. 
However, the incorporation of nusinersen was 
implemented in the health system. The nusin-
ersen is the most expensive medicine ever 
incorporated into the SUS. The incorporation 
has been described as a milestone in decision-
making on new technologies, enabled through 
a risk-sharing agreement. However, due to 
two recommendations with divergent deci-
sions (2018/2019), without any addition of new 
evidence or price reduction, the incorporation 
faced problems of transparency, accountabil-
ity, and risks in the HTA institutionalization 
process in Brazil43. 

Post-launch policies category

ORGANIZATIONAL POLICIES - GUIDELINES AND 
CLINICAL FORMULARIES

In England, the secondary specialist care ser-
vices designed by Clinical Commission Groups 
(CCG) are the critical setting for the use of 
HPMs. Among the most important policy ini-
tiatives implemented support actions linked 
to the government’s plans was introducing 
Commissioning for Quality and Innovation 
(CQUIN), linked to rationalizing HPMs to 
define priorities per NICE guidelines and im-
proving value for money procurement, reducing 
the unwarranted variation of HPMs spends44.

In contrast, Brazil developed the National 
Pharmaceutical Policy, implementing a solid 
expansion and regulation of access to HPMs 
mostly by actions for financing and guaran-
teeing access through Authorization to High 
Complexity Procedures Cost (AHCP)20,45. 
However, some problems are cognized, such 
as the determinants of the use of health ser-
vices and the bureaucracy that limits access, 
which increases the demand, exceeding the 
capacity of the healthcare services network. 
These assumptions generated the search for 
other means of access, such as the judicializa-
tion of health45,46. 
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ORPHAN DISEASES POLICIES

The European Medicines Agency (EMA) 
orphan designation – Regulation (EC) nº 
141/2000 of the European Parliament and 
Council – has helped to approve in the market 
upwards new therapies for rare diseases47. 
However, the authorization does not reflect 
more significant access to these medicines 
that are still variable in Europe despite all 
implementing similar standards for approv-
ing medicines48. Nevertheless, in England, 
more patients can access medicines for rare 
diseases in less time than other European 
countries. In the organizational settings, the 
CCGs are responsible for diseases with an 
incidence of fewer than 400 cases, providing 
at a regional level specific services designed 
for Specialized Commissioning Groups. Very 
few highly specialized services are provided 
in units across England, and the medicines 
are most commonly dispensed from hospital 
pharmacies49. A study conducted by Gammi 
et al.50, identified six broad categories of 
regulation and policy instruments to enable 
patient access, including England. High prices 
and insufficient evidence often limit orphan 
medicines from meeting the traditional HTA, 
especially CE, influencing access. England 
had the highest number of MEAs for orphan 
medicines in European countries.

In Brazil, the Rare Diseases Comprehensive 
Care Policy for the SUS was introduced in 
201451. The MoH has defined the annual plan 
of action and procurement and financing of 
medicines. Currently, 46 protocols covered 
by the SUS have the care and medicines dis-
pensation guaranteed in 19 specialized units 
(hospital) or via ministerial order programs52. 
However, some treatments are not officially 
covered by the Brazilian government, and pa-
tients can receive treatment after recourse to 
the courts53. Thus, Brazil also struggles in es-
tablishing a health policy for each rare disease, 
especially new rational models to address 
this growing challenge on the role of HTA in 
decision-making for integrated approaches 

that combine aspects of (bio) ethics, law, the 
health sciences, and economics54.

POLICIES FOR ONCOLOGICAL MEDICINES

Among European countries with the lowest 
reimbursement rate for licensed cancer medi-
cines, England appears with 38% of 48 medi-
cines licensed in a study conducted by Cheema 
et al.55, and the argument most accepted in 
the cause of rejection is lack of CE55. In 2011, 
to overcome this precept and increase access 
to innovative medicines, the Cancer Drugs 
Fund (CDF) was established as a financing 
source for HPMs without CE. Many MEAs 
have been performed between companies and 
the NHS to guarantee cost-effective prices 
during other data collection. A total of 783 
recommendations were published from March 
2000 to October 2017. The overall rate of ap-
proval for all technologies was 81% (513 of 634 
recommendations), and the cancer treatment 
rate was 64% (119 of 185 recommendations)56. 
However, Aggarwal et al. affirm that there is 
no indication that substantial funds allocated 
to this program have brought significant ben-
efits to patients. In 2016, a clear reform of the 
CDF was proposed, which will soon impact 
access and spending on HPMs57. Furthermore, 
a Long-Term Plan, published in 2019, is a con-
sonance policy related to improving cancer 
outcomes and services in England over the 
next ten years. The Cancer Vanguard was an 
alliance derived from the plan resulting in the 
introduction of biosimilars into the NHS. We 
observe the growing use of biosimilars across 
England, and significant policy changes are 
related to more effective access to treatment 
options determined by pharmacogenetics58. 

In Brazil, access to oncological medicines 
occurs only in high-complexity care. The MoH 
is responsible for the oncological network 
and financial policy established. The centers 
denominated High-Complexity Oncology 
Centers (CACON) and High-Complexity 
Oncology Units (UNACON) are responsible 
for comprehensive care, including patient’s 
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access to oncological medicines59. Besides 
legislation creating comprehensive insurance 
systems, a study by Barrios and Werutsky60 
highlights that access to innovative oncologi-
cal HPMs is low in Brazil and, in general, is 
lagging many years behind concerning the date 
approval in developed countries. Recently, 
expanding on this discrepancy, the Brazilian 
Clinical Oncology Society reported that there 
were 37 therapeutic indications available in 
the private but not the public health system. 
A study by Lopes and Barrios61 showed how 
LMICs use multiple mechanisms to increase 
access to cancer medicines. They highlight the 
need to expand generic and biosimilar policies 
for oncological medicines, participate in clini-
cal trials, compulsory licensing schemes, and 
increase multiple-stakeholder public-private 
partnerships.

COMPULSORY LICENSING AND LOCAL 
PRODUCT DEVELOPMENT POLICY

In Brazil, the Industrial Property Law nº 9.279 
was approved in 1996, becoming compliant 
with the Agreement on Trade-Related Aspects 
of Intellectual Property Rights (TRIPS). All 
members of the World Trade Organization 
had to adapt their industrial property to 
comply with the new legal framework, which 
meant granting patents in the pharmaceutical 
sector. However, the agreement had nega-
tive reverberations, with fertile ground for 
HPMs created by changes in medicine lifecycle 
dynamics62. Adopting compulsory licenses 
was one of the strategies to increase access 
to HPMs in LMICs as Brazil63. 

In 2007, using the safeguards defined in the 
TRIPS Agreement and the Doha Declaration, 
the Brazilian government adopted the com-
pulsory license to produce the antiretrovi-
ral Efavirenz. The license was established 
by Presidential Decree nº 6.108/2007 and 
stemmed from the unsuccessful negotiations 
to reduce the price, which was consumed 
by about 40% of people living with HIV in 
Brazil. After the successful experience of 

the national production of the Efavirenz, the 
Partnerships for Productive Development 
(PDP) established, the instrument was imple-
mented within the health policy to stimulate 
to the Health Industrial-Economic Complex 
(HEIC) and generate positive impacts against 
SUS demands64. In this regard, the Brazilian 
experience was the launch of the PDP in 2008, 
which placed the HEIC on the priorities of 
the new Brazilian industrial policy. The tool 
designed was that of the PDP as a specific 
action coordinated by the MoH. The basic 
PDP model involves central procurement of 
products (usually of high cost and greater 
technological complexity) purchased in the 
market (with a significant share of imports) 
to stimulate local production, involving 
technology transfer. In this context, the Bio-
Manguinhos and Farmanguinhos Institutes 
(FIOCRUZ/MH) and Butantan were the 
prominent institutions involved in the tech-
nology transfer processes of interest to SUS65. 
However, from a global health viewpoint, this 
topic is widely discussed since, like the World 
Trade Organization member countries, the 
Brazilian government must enact legislation 
that facilitates compulsory licensing to meet 
legitimate public health needs, public funding 
of research, and disciplining investments in 
innovation, which always returns to a con-
frontation between health and trade that is 
increasingly evident and polarized66.

ACCELERATED ACCESS COLLABORATIVE POLICY 
(AAC)

In 2016, Accelerated Access Collaborative 
(AAC) was created as an initiative to select 
and simplify the development and approval 
process, set pricing, NICE assessment, and com-
mercial negotiation, bringing forward access 
to innovative medicines. The aim was to allow 
the NHS to work positively and collaboratively 
and provide reassurance that system-wide, 
innovation-led changes will have significant 
benefits in streamlining clinical pathways, 
improving patient outcomes, and generating 
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efficiencies in the system. Initially, England 
invested around £2 million, which is still being 
implemented and has covered 50,000 patients 
in seven strategic technology areas67.

Discussion

This integrative review summarizes pharma-
ceutical policies and practices and how similar 
health systems have adopted different ways 
to guarantee HPMs access and sustainability 
in each country. As mentioned in The High-
Level Panel, access to medicines is not limited 
to LMICs, but this issue similarly affects rich 
countries67. In this way, countries must learn 
from each other to address the difficulties 
to define the best pharmaceutical policies 
to access these medicines and maintain the 
system’s sustainability. In literature, some 
policies such as patent reform legislation, 
reference pricing, outcome-based pricing, 
and incentivizing physicians to prescribe low-
cost medicines are among the most promising 
short-term policy options brought to address-
ing the challenge of access to HPMs16,62. A 
study conducted in OECD member states 
showed that the policies most often evaluated 
and used in these countries were payment 
reforms, managed care, and cost-sharing. 
However, despite the importance of this topic 
to the countries, for many widely-used poli-
cies, especially in LMICs, minimal evidence is 
available on their effectiveness in containing 
healthcare costs68. 

Remarkable differences are observed 
between the policies applied in Brazil and 
England. Among them, the Brazilian govern-
ment has adopted the ERP to define medicines 
prices, while England has increased the agree-
ments with industries (e.g., a voluntary scheme 
for branded medicines), showing different 
systems-price that ideally form a part of other 
policy control options. We cannot confirm 
that different mechanisms lead to different 
outcomes due to the lack of direct comparison 
of these systems’ price results. However, some 

results suggest that prices adopted in Brazil 
are higher than international benchmark 
prices21. The problem with ERP is the undis-
closed rebates that most purchasers currently 
adopt for HPMs. Furthermore, the delay in 
launching the medicines in LMICs suggests 
that this system fails from the viewpoint of 
sustainability40,22. Likewise, England’s system 
agreement also fails to address the underly-
ing factors, such as the lack of transparency 
in negotiations and several other negative 
repercussions of the current research and 
development model69,70.

As illustrated in the peri-launch category, 
both countries draw similar HTA criteria 
for selecting medicines for reimbursement. 
However, the use of HTA in Brazil can also 
be limited due to the need for high-level HTA 
skills (pharmacoeconomic approaches and 
definition of thresholds) and the involve-
ment of different stakeholders, their roles 
and responsibilities, and also transparency in 
evaluation results27,28,30,31. Notwithstanding, a 
recent study identified that both HTA agencies 
(CONITEC and NICE) operate in a context 
of uncertainty in evaluating these medicines, 
which is expressed in the lack of critical as-
sessment criteria in the final report published 
for their reimbursement (or not)71.

A new mechanism has been introduced 
in the field of HTA in the last few years. The 
MEAs in England to approve a new medicine 
for reimbursement are growing, and NICE has 
been adopting a work process that includes 
uncertainty in decision-making72. Negotiated 
discounts or confidential price sharing costs 
can provide the most efficient approach to 
achieving the right price and access to HPMs. 
However, these private arrangements can 
lead to acceptable uncertainty regarding a 
medicine’s efficacy, effectiveness, and safety. 
Because of the confidential discounts, a fair 
process that aids the assessment of these 
schemes is also required44,56. The lack of 
adequate evidence, unrealistic expectations, 
and pressure on stakeholders represent an 
appropriate backdrop for funding medicines 
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without clear sustainability criteria in health 
care. As a result, Brazil introduced the first 
MEAs for nusinersen43. However, there is no 
evidence that the Brazilian health network is 
ready to evaluate the health outcomes inde-
pendently to provide the outcome evidence. 
Therefore, the risk is likely to be only for the 
SUS, not the industry. Also, a new risk agree-
ment may drastically affect the SUS principles, 
resulting in ineffective medicine payments 
that could adversely affect investments in 
preventive actions, especially those aimed at 
reducing prevalent health inequalities. This 
policy change points out to Brazil a new model 
that no longer gives priority to the develop-
ment of national technology itself, in favor 
of using strategies like England, aiming only 
at market negotiation with industries. This 
Brazilian policy change has been aligned with 
significant economic policy changes involving 
decreased public investment. 

Lastly, in post-launch policies, from a 
broader policy viewpoint, the CDF launch 
in 2010 gave the government in England the 
opportunity to build political capital, although 
it might also be described as a deregula-
tion policy due to the very limited negative 
impact56,57. This review suggests that the ju-
dicialization of health in Brazil is similar to 
the CDF context that considers it acceptable 
for the courts to incorporate these uncertain-
ties into available medicines. One Brazilian 
primary policy measure, which is different 
from the approach taken in England, is the 
local production and development capacity by 
HEIC64,65. A broader policy, ‘Medicines for the 
Many: Public Health before Private Profit’, has 
been discussed by the current English govern-
ment, which addresses the issue of HPMs and 
recognizes that the current innovation system 
in the UK is bankrupt. It considers Brazil as 
an example to be analyzed about the use of 
flexibilities of the TRIPS agreement and a 
new local technology development model to 
bring economic opportunity and sustainability 
to the NHS69. However, the policy applied 
nowadays in England is the AAC, which has 

been implemented to accelerate innovative 
medicines access. Meanwhile, it has not yet 
been measured how much access this plan has 
produced – from uptake, clinical outcomes, 
and return on investment for this plan67.

Conclusions

Based on a variety of pharmaceutical policies 
related to this review, both governments have 
proposed different measures to ensure access 
to HPMs sustainably. Among the key differ-
ences between these countries, the Brazilian 
government has adopted the ERP policy, 
which can be seen as problematic, coupled 
with a weak HTA system without limit to 
reimburse for HPMs. These results suggest 
a long-term commitment by recessive poli-
cies adopted in the economic policy that will, 
for sure, impact the pharmaceutical field and 
people’s access to medicines. On the other 
hand, Brazil has a favorable policy, facing the 
barriers to access, with partnership proposals 
by intellectual property for public-private 
agreements. England has an apparent influ-
ence on the market with increasing managed 
agreements with industries, rate-of-return 
regulation for companies, and an overall limit 
for NHS spending, combined with a capital 
policy. Besides these differences, they are 
facing low success in controlling national 
pharmaceutical expenditure with considerable 
implications for the system’s overall sustain-
ability. The fact is that access and sustainability 
to medicines is no longer just a problem for 
LMICs but has become a global problem. A 
comprehensive approach appears necessary to 
secure policy initiatives, reconsidering regula-
tory assessment requirements to address the 
paucity of true innovation observed among 
newly approved medicines. Contextualizing 
evaluations in each health system, culture, and 
society is a factor that may be evaluated, valued, 
and encouraged to balance global consensus 
and local needs to define what pharmaceutical 
policies can be helpful in each country.
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