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Editorial

Medicines pricing and reimbursement:
innovation, competitiveness, and access
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Access to medicines is a key component for ensuring the universal right to health and
for “Promoting health throughout the life cycle and universal health coverage (UHC)”,
one of the Sustainable Development Goals (SDG). It accounts for one of the main health
expenditures. Most new medicines, which are increasingly expensive, do not always
offer added therapeutic benefits in relation to existing options, nor are the benefits
proportional to their high prices.! At the same time, incentives to maintain old, safe and
effective medicines on the market may not be present.

Figure 1. Pricing and reimbursement and the correspondence between reimbursement
and “incorporacdo”.

The Drug Market Regulation Chamber (CMED) authorises the maximum prices of medicines, a
mandatory requirement for commercialisation in Brazil. New medicines with added therapeutic
value cannot be more expensive than the same medicine in the reference countries (external
reference pricing, ERP). For drugs without added therapeutic benefit, the maximum price should
be the lowest between the ERP and the drugs authorised for the treatment of the same condition
(internal reference pricing, IRP).2

The National Committee for Health Technology Incorporation in the SUS (Conitec) considers
scientific evidence, economic evaluation (verifying if the analysed technology is more clinically
advantageous than the existing alternatives) and, generally, its budget impact. Once these issues
are assessed, a technology can be or not incorporated into the SUS.

The Pharmaceutical Pricing and Reimbursement Information (PPRI) network Glossary, defines
reimbursement as: Coverage of the cost of reimbursable medicines by a public payer [social
healthinsurance/national health system (NHS)].? In the Brazilian context, the term reimbursement
corresponds to incorporagdo (incorporation), indicating the uptaking or coverage of medicines
by the Brazilian Unified Health System (Sistema Unico de Satde, SUS).

Health systems are facing challenges to achieve their goals, such as ensuring access to these
technologies in a timely and sustainable manner, given the inelasticity of demand. These
challenges include limited resources, inequity and ethical dilemmas, regarding individual and
collective rights, among others.! Thereby, pricing and reimbursement (Figure 1) are important
steps in the medicine life cycle (Figure 2).*

The pharmaceutical sector is highly profitable. Since 2009, global pharmaceutical revenue has
been growing steadily, reaching $1.3 trillion in 2020, and is expected to exceed $1.6 trillion in
2025, with annual growth forecast of 3% to 6% over the next five years.> In 2019, pharmaceutical
revenue in Brazil was $37.7 billion dollars in purchasing power parity (PPP), with 5.3 billion
packages of 5,897 products, 1,935 active ingredients or fixed dose combinations in 13,888
packagings.®” The Brazilian Unified Health System (Sistema Unico de Satide, SUS) witnessed a
variation in medicines expenditure, from around $6.3 billion in 2010 to $8.2 billion in 2016.2
Public pharmaceutical expenditure represented 0.1% of Gross Domestic Product (GDP), while
private pharmaceutical expenditure corresponded to 1.5% of GDP (30% of the family health
expenditure).® In this context, public policies and pricing and reimbursement mechanisms must
encourage innovation and competitiveness and, at the same time, ensure access to medicines
and technologies that really matters for those who need them.?
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Figure 2. Medicines’ life cycle in Brazil.
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ANS: Private Health Insurance and Plans; Anvisa: Brazilian Health Regulatory Agency; CMED: Drug Market Regulation Chamber; Conitec: National Committee for Health Technology Incorpora-
tion to the Unified Health System; DLOG: Logistics Department/Ministry of Health; SCMED: Executive secretariat of the Drug Market Regulation Chamber; SUS: Unified Health System.

Adapted from: lvama-Brummell AM, Ronchini MAK, Pingret-Kipman D, et al. with the authors’ permission.*

In this editorial, we present a special series, organised by invitation of the Brazilian Journal of Hospital Pharmacy and Health Services
(RBFHSS), whose objective is “to characterise the panorama of medicines pricing and reimbursement in Brazil and other countries, to
present and discuss its implementation, effects, gaps and opportunities for improvement, from the perspective of experts and different
stakeholders”. Along the next issues, case studies carried out by experts from different countries will be published, outlining pricing
and reimbursement policies in the context of their respective health systems, considering the life cycle of medicines. We also intend to
explore the intersection with themes such as health litigation, the importance of international cooperation and networking, education
of health professionals and different perspectives, such as managers, health professionals, academia, among others.

Defining pricing and reimbursement

As social goods, medicines have peculiar features. There are some market failures, as it is known in economic language. It can include a possible
gap between who chooses the medicine (prescriber), the user (patient) and who finances it, the SUS, generating an agency-related problem.
There are also information asymmetries, such as, differences in information (and knowledge) among stakeholders (researcher, manufacturer,
prescriber, pharmacist and user), among others.*? Addressing these market failures, as well as improving the sustainability and access to this
market, justify regulation.’? There are also different approaches from the value point of view. For the industry, there is generally no connection
or proportionality between cost, added therapeutic benefit and price, exploring the “value” of these therapies according to “willingness to
pay”. Policy makers, managers and users normally consider value from the perspective of “value for money”.**

To enter the Brazilian market, medicines must have marketing authorisation by the Brazilian Health Regulatory Agency (Anvisa)
and maximum price authorised by the Drug Market Regulation Chamber (CMED), referred here as pricing (Figure 1). The economic
regulation of medicines in Brazil aims to guarantee the population’s access to these goods and, at the same time, the competitiveness
of the pharmaceutical sector.** In its 20 years of existence, this regulatory framework has had important achievements, but gaps and
opportunities for improvement also exist. For example, pricing regulation is carried out at market entry, not always considering market
dynamics and the medicine’s life cycle neither new evidence.

The reimbursement or uptake (Figure 1), exclusion or changes of health technologies, as well as the development and amendments of
Clinical Guidelines- PCDT in the SUS, are carried out by the Ministry of Health (MS) with the assistance of the National Committee for Health
Technology Incorporation in the SUS (Conitec), which celebrated its tenth anniversary in 2021.* Anvisa, CMED and Conitec have different
roles, but these are complementary and contribute to guaranteeing access and achieving the objectives and principles of the SUS.
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In 2019, 59.7 million (28.5%) of the Brazilian population was covered by private health or dental insurance.*®* Some medicines and other
health technologies are covered by private health insurance, including treatments like those used in oncology or rheumatology. This
market is regulated by Private Health Insurance and Plans (ANS) as well as the list of medicines and technologies covered. Medicines
prices covered cannot be charged over the CMED ceiling.

How do pricing and reimbursement impact the daily practice of Pharmacy?

Access to medicines is a complex phenomenon (Figure 2). In 1999, one of the biggest problems in Brazil were the high prices, prices were
not regulated, and generics were not available. A treatment with branded ciprofloxacin 500mg corresponded to 25 days of minimum wage.
After the generic policy was established and prices regulated by CMED, prices fell.>!” The same treatment with generics could be purchased
with 1.9 days of minimum wage in 2012 and today, costs the equivalent to 0.5 days of a minimum wage (Figure 3).15%

Figure 3. Affordability and availability: example of the treatment with ciprofloxacin

In 1998, according to the Medicines Parliamentary Inquiry Committee (CPI) prices of medicines were high and with huge variations. According
to the price in this report, 14 tablets of 500mg brand ciprofloxacin were equivalent to 25 days of minimum wage. In 1999, a generic policy was
established by law.” The prices of generic drugs are regulated by CMED (Resolution 02/2004), corresponding to a maximum of 65% of the price
of the reference medicine.? In 2012, the same treatment was equivalent of 13.7 days of a minimum wage for a branded medicine, 2.2 days for a
branded generic (similar) and 1.9 for a generic in a private pharmacy in the South of Brazil.!® In 2021, according the maximum authorised price, the
same treatment could be purchased with the equivalent to 0.5 day of a minimum wage. According to the price list of CMED from July 2021, there
were 44 presentations of ciprofloxacin 500mg, 2 branded, 27 generics and 15 branded generics (similares).*

In the Covid-19 pandemic, we see issues related to both access to drugs and medical devices, such as price increases, shortages,
and stock outs. There are huge research and development efforts with international cooperation and solidarity never seen in history,
such as the ACT Accelerator (Access to Covid-19 Tools Accelerator), C-TAP (Covid-19 Technology Access Pool) and Covax Facility, an
alliance to accelerate the development, production and distribution of vaccines, in order to ensure access to participating countries,
facilitated by the World Health Organization (WHO) and other international organizations, in addition to technology transfer
partnerships. Despite this, unfortunately, there are limitations and inequality of access, mainly concentrated in richer countries with
greater technological domain.?* At the time of writing this editorial, of the 147 vaccines for Covid-19 in clinical development, prices
of 26 had been identified in the international market, between US$1.92 and US$40.0, of which five are authorised for use in Brazil,
four with marketing authorisation (Pfizer, Astrazeneca/Fiocruz, Sinovac/Butantan and Janssen-Cilag/Johnson) and one with import
authorisation, under controlled conditions (Gamaleya/Unido Quimica).?>? However, the existence of vaccines is not enough, as they
must be accessible, economically viable, safe and used effectively in the greatest number of users as possible.?

In 2020, the gene therapy onasemnogen abeparvovec was approved in Brazil. The most expensive therapy in the world, with prices
on the international market of approximately USS2.1 million per patient, being indicated for the treatment of spinal muscular atrophy
(SMA).In December 2020, in the absence of evidence of added therapeutic benefit over existing therapeutic alternatives, CMED
approved a maximum provisional price that was 77% lower than the manufacturer’s intended price (USS 531,173.2). Nevertheless,
the company appealed the decision and decided not to commercialise the medicine by the approved price. In Brazil, this therapy has
been object of numerous lawsuits and the Ministry of Health spent USS 79 million to fund the treatment of 46 patients by October
2021, generating a huge opportunity cost to the Brazilian Unified Health System (SUS). This resources would be more than enough to
treat all patients with SMA per year at the maximum price approved by CMED for government procurement (PMVG) or to treat nearly
6 thousand patients with specialty drugs.*

In 2022, the Ministerial Council of CMED partially granted the company’s appeal and authorised a maximum price of onasemnogene
abeparvovec in Brazil to USD 1.3 million, more than twice the price previously approved.”> On March 8, 2022, Novartis launched
onasemnogene abeparvovec in Brazil.?® There has been little questioning as to why the product is so expensive, whether the price
is fair or even proportional to the therapeutic benefits and uncertainties about its safety and effectiveness in the long term. These
are just a few examples of the complexity and enormous challenges faced by health systems and the importance of pricing and drug
reimbursement in promoting access.

We believe that this series of articles will contribute to producing and disseminating knowledge, identifying best practices, and
stimulating debate, not only from health, but also from economics, law and other related areas, on the role, importance and need of
pricing and reimbursement in a context of an immense therapeutic arsenal and limited resources, both in Brazil and in other countries.
Therefore, this series can contribute to inform policy and decision making, encourage the formation of opinions of professionals and
students, and strengthen social participation.
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