Ultraexpensive gene therapies, industry
interests and the right to health: the case
of onasemnogene abeparvovec in Brazil

To cite: lvama-Brummell AM,
Wagner AK, Pepe VLE, et al.
Ultraexpensive gene therapies,
industry interests and the

right to health: the case of
onasemnogene abeparvovec
in Brazil. BMJ Global Health
2022;7:008637. doi:10.1136/
bmjgh-2022-008637

Handling editor Seye Abimbola

Received 26 January 2022
Accepted 6 February 2022

| '.) Check for updates

© Author(s) (or their
employer(s)) 2022. Re-use
permitted under CC BY-NC. No
commercial re-use. See rights
and permissions. Published by
BMJ.

"Executive Secretariat of

the Drug Market Regulation
Chamber, Brazilian Health
Regulatory Agency, Brasilia,
Distrito Federal, Brazil
Department of Health

Policy, The London School of
Economics and Political Science,
London, UK

3Population Medicine, Harvard
Medical School, Boston,
Massachusetts, USA

*National School of Public Health
Sergio Arouca, Department

of Health Administration

and Planning, Oswaldo Cruz
Foundation, Rio de Janeiro, Rio
de Janeiro, Brazil

Correspondence to

Dr Adriana Mitsue lvama-
Brummell;
adriana.ivama@anvisa.gov.br

Adriana Mitsue lvama-Brummell
Huseyin Naci?

INTRODUCTION

The US Food and Drug Administration (FDA)
approval of onasemnogene abeparvovec in
2019 has been a matter of significant contro-
versy. Onasemnogene abeparvovec is a gene
therapy indicated for children less than 2
years old with a certain type of spinal muscular
atrophy (SMA). Its clinical development bene-
fited from considerable public funding.'* When
the medicine received the green light from the
FDA, it was hailed as a ‘cure’ for this debilitating
and life-threatening condition. At a list price of
US$2 125 000 for a one-time infusion, onasem-
nogene abeparvovec is the most expensive drug
treatment to date.! Much has been written about
the drug’s price, the uncertainties about its effi-
cacy and payer strategies to facilitate access to
the treatment for severely ill children in high-
income countries.

The dilemmas faced by families, decision-
makers and health systems in middle-income
countries have received relatively less atten-
tion. The ongoing saga of onasemnogene
abeparvovec in Brazil illustrates the ever-
growing chasm between the promise of
medical innovation and affordable access for
those who need it, in the context of a complex
upper middle-income country health system
that also influences health regulation in other
Latin American countries.’

As the first Latin American regulator to do
so, Brazil’s Anvisa (Brazilian Health Regula-
tory Agency) granted marketing authorisa-
tion to onasemnogene abeparvovec for the
treatment of SMA on 17 August 2020. SMA
affects approximately 250-300 newborns in
Brazil every year.* The approval was based on
data that were nearly identical to those for
the initial US FDA approval: three single-arm
clinical trials involving a total of 48 patients.
Following regulatory approval, important
uncertainties remained about the long-term
safety and clinical effectiveness of the drug.'
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» Onasemnogene abeparvovec—the world’s most
expensive treatment to date—received Brazilian
marketing authorisation for the treatment of spinal
muscular atrophy in August 2020.

» In the absence of convincing evidence supporting
the drug’s added therapeutic benefit over existing
alternatives, the Brazilian drug pricing authority lat-
er approved a maximum price that was 77% lower
than the manufacturer’s intended price.

» In response, the drug’s manufacturer decided not
to commercialise onasemnogene abeparvovec in
Brazil.

» Yet, courts have obliged the Ministry of Health to
fund the treatment citing the right to health legisla-
tion, at prices that are more than three times higher
than the maximum approved price in the country.

» The case of onasemnogene abeparvovec in Brazil
highlights the ever-growing chasm between the
promise of medical innovation and affordable access
for those who need it in resource-constrained health
systems.

According to the latest results of an ongoing
single-arm study, the therapy does not appear
to be as effective as initially thought.!®

In the absence of convincing evidence
supporting the treatment’s added thera-
peutic benefit over existing alternatives, the
Brazilian drug pricing authority [Drug Market
Regulation Chamber (CMED)] approved in
December 2020 a maximum provisional price
that was 77% lower than the manufacturer’s
intended price (BRL2.9 million; US$531
173.2; £396 516.4).° Brazil was not alone in
recommending such substantial price reduc-
tions for onasemnogene abeparvovec, as
health authorities in several high-income
countries, based on limitations in clinical
evidence, recommended price reductions
that ranged from 50% to 90% of the manu-
facturer’s asking price (table 1).
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Box 1

Litigation or ‘judicialization’ and the right to health in the Brazilian Unified Health System

In Brazil, the right to health is a constitutional right. The Brazilian Unified Health System (Sistema Unico de Satide, known as SUS) is a universal
national health system, free at the point of care. It is decentralised; the federal level, states and municipalities share its governance and funding
through tax revenue and social contributions. Health expenditure corresponded to 9.1% of gross domestic product (GDP) in 2015, with public
spending accounting for 42.8%, and 75% of Brazilians relying solely on SUS. About 5% of families, disproportionally poor, incur catastrophic out-of-
pocket expenditures due to the cost of certain medicines not covered free of charge by SUS.

Marketing authorisation by the Brazilian Health Regulatory Agency (Anvisa) and maximum price approval by the Drug Market Regulation Chamber
(CMED) are mandatory for medicines to reach the Brazilian market. CMED is responsible for the economic regulation of the pharmaceutical market for
promoting sustainable access to medicines. All authorised prices are publicly available. Medicines and other health technologies need to be assessed
by the National Commission for the Incorporation of Technologies in the SUS (Conitec) and approved by the Ministry of Health to be provided by the

Sus.™

Health litigation or judicialisation occurs in many countries where a ‘right to health’ legal framework clashes with limited government resources
and is very common in Brazil, Colombia and South Africa. Lawsuits can contribute to increasing inequalities by forcing the allocation of resources for
unplanned expenses under an already constrained budget, posing an ethical dilemma for the payer.'? Patient advocacy groups and law firms, often
financed by pharmaceutical companies, support families in the process of suing for government coverage of a therapy, specifically a highly priced

medicine."

In several court cases, medicines were provided even before marketing authorisation and price approval, at much higher prices than authorised
by CMED." Judges have been found to rule frequently in favour of patients and their families. In addition, patients can apply for anticipated or urgent

relief measures, even before the court decision is issued.

Costs of lawsuits increased from 8% in 2012 to 22% of the public pharmaceutical expenditure on specialty medicines in 2018, of which 20
medicines were responsible for 95% of the expenditures following lawsuits, 60% of them without marketing authorisation and none of them approved
to be covered by the SUS.™ Exceptions for SUS coverage of medicines not yet approved should be based on recommendations by the National Council
of Justice (CNJ). In 2015, the Technical Support Centres of the Judiciary Power (NATJUS) and its repository of technical documents (e-NATJUS)
were created to provide evidence-based support for the State Courts of Justice and the Federal Regional Courts’ decision-making in litigation cases
related to health. In addition, the High Court established parameters for judicial decisions, the thesis of general repercussion, and the CNJ established
consensus (enunciados) to guide future lawsuit decisions. In 2020, the CNJ stated that the SUS should not provide medicines without proven efficacy,
safety and marketing authorisation by Anvisa. The challenge is to make sure the court decisions are aligned with these recommendations.

Nevertheless, in March 2021, after the rejection of its
first appeal of the pricing decision, the drug’s manufac-
turer, Novartis, issued a public statement arguing that
the authorised price was commercially unviable ‘in view
of the research and development, production, logistics
and distribution costs’. The manufacturer later appealed
to the CMED Minister’s council and decided not to
commercialise the treatment in Brazil, urging the author-
ities to consider the innovative value of the therapy.” As
of January 2022, the case had not yet been resolved. The
medicine therefore remains unavailable in Brazil—at
least officially.

RIGHT TO HEALTH

While the regulatory assessment of the treatment was
underway, families of children with SMA sued the
government for immediate access to onasemnogene
abeparvovec on the grounds of the right to health legis-
lation. The courts have obliged the Ministry of Health to
provide families of patients with the resources to import
the therapy at prices considerably higher than those ulti-
mately approved in the country (box 1).

The court cases have been accompanied by an intensely
politicised and concerted media campaign with celeb-
rities advocating for the regulatory approval and reim-
bursement of the drug. Import tax for the therapy was
waived ahead of marketing authorisation, and two bills
currently in the Brazilian Congress propose the manda-
tory provision of onasemnogene abeparvovec by the

Ministry of Health without any health technology assess-
ment, even though the latter is a legally mandated step
for any medicine or technology to be incorporated into
the Brazilian Unified Health System.®

By October 2021, court decisions had forced the
Ministry of Health to fund the treatment of 46 patients
with onasemnogene abeparvovec, at a total cost of US$79
million (£58.9 million). The average cost of the drug
(US$1.7 million, £1.3 million) per patient is more than
triple the maximum approved price by the Brazilian
CMED. Lawsuits against states and private health insur-
ance plans resulted in additional mandates for payment,
including children older than 2 years for whom the
therapy is not indicated in Brazil.

The courtmandated provision of onasemnogene abep-
arvovec comes with high opportunity costs, as the Ministry
is obliged to provide the resources for patients to import
the drug at unregulated prices. The resources spent by the
Ministry of Health on the treatment of 46 patients would
have been more than sufficient to treat all babies born with
SMA type 1 in Brazil in a year (189 patients) at the approved
maximum government procurement price. At least US$60
million (£44.6 million) (75% of the expenditures on the
therapy) could have been saved if their treatments were
purchased at the approved maximum government procure-
ment price. The lawsuit expenses correspond to 3.8% of the
Ministry of Health’s entire pharmaceutical expenditures
in 2020, enough to treat 5805 patients with specialty drugs
(10.3% of the expenditure on specialty medicines) in the

4 Ivama-Brummell AM, et al. BMJ Global Health 2022;7:€008637. doi:10.1136/bmjgh-2022-008637
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same year or to procure 4.3 million doses of the COVID-19
vaccine.”

WHAT IS AT STAKE?

Brazil has a universal health system with regulatory,
pricing and reimbursement frameworks carefully
designed to provide access to medicines to its population
while stewarding limited resources. CMED’s mandate is to
ensure that prices are commensurate with drug benefits
within the constraints of affordability. The manufacturer
of onasemnogene abeparvovec did not comply with the
Brazilian regulator’s pricing decision. Instead, the drug’s
manufacturer benefited from a combination of judicial
routes, efforts to change the legislation and an extensive
media presence—all conducted through proxies—to
promote a narrative that pricing policies are responsible
for restricting patient access to innovative medicines.
This case shows how a country’s regulatory and pricing
system can be rendered ineffective and indeed the entire
health system threatened when powerful multinational
pharmaceutical companies do not respect its underlying
principles and the legal system inadvertently facilitates an
industry strategy that exploits the vulnerabilities of the
country’s governance.

CONCLUSION

The right to health is an important achievement in
Brazil. It is necessary to ensure access to appropriate
care for those who need it. Exploitation of that right
through judicialisation of onasemnogene abeparvovec
access has placed on the society the burden of funding
the provision of an extremely expensive medicine with
high opportunity costs. Efforts are needed to minimise
the impacts of current and avoid future lawsuits, and to
enforce the application of the existing regulatory, pricing
and coverage regulations to prevent provision of new
medicines without robust evidence at excessively high
prices and enormous societal cost.

The unfolding saga of onasemnogene abeparvovec
reminds us that the regulation and pricing of medicines
is at the intersection of societal values, science, medical
culture, patient needs and expectations, economics and
politics.'” We therefore suggest that corporate social
responsibility, market approval, pricing and reimburse-
ment policies be considered in a broader, societal context.
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