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Crise de medicamentos falsificados
CPI MEDICAMENTOS
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The Brazilian authorities have identified more than eighty
medicines sold in chemists all over the country that
contain no active ingredients.

L - Reestabelecer a confianga no sistema
- N From the newsroom of the BEC de saude e garantir a qualidade,

seguranca e eficacia dos los
medicamentos

Presidéncia da Republica

Casa Civil
Subchefia para Assuntos Juridicos

LEI N°9.787, DE 10 DE FEVEREIRO DE 1999.

Altera a Lei n2 6.360, de 23 de setembro de 1976, que dispde sobre
a vigilancia sanitaria, estabelece o medicamento genérico, dispde
sobre a utilizagdo de nomes genéricos em produtos farmacéuticos e
da outras providéncias.

Regulamento

O PRESIDENTE DA REPUBLICA Fago saber que o Congresso Nacional decreta e eu sanciono a seguinte Lei:

Art. 12 A Lei n2 6.360, de 23 de setembro de 1976, passa a vigorar com as seguintes alteragdes:
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L Never let a
good crisis
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“Nunca deixe gue uma boa crise seja
——desperdicada”

\

' Frase atribuida a Winston Churchill (1874-1965) —!.'E ANVISA
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Serd a pa de cal?”

Objetivo: recuperar a
confianca no sistema de
saude e nos medicamentos

This Photo by Unknown Authoris;,l_i;cwern‘sed under CCBY-N

Regulacao + vigilancia sanitaria - ANVISA
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Brasil: Registro e aprovacao de preco maximo

. Aprovagao
Registro preco -
(USA/Brasil) (Brasil) -
Ensaios

clinicos
ANVISA: CMED: Genérico: 65% do

Eficacia, seguranga e Acesso e
alidade competitividade

medicamento
referéncia

Categoria ll: sem beneficio tereapéutico
adicional: menor preco entre PRE* e

Protocolo . custo de tratamento - precificagéo por
s clinicos Avaliacdo de referenciamento interno (PRI)**
o tecnologiasem
diretrizes )
terapéutic Saude (ATS)
as
Relatorio Categoria l: patente + beneficio
auto‘:fda " = terapéutico adicional: precificagéo por
s nacionais referenciamento externo (PRE)*
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internacion —— ANVISA
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Summary The Lancet Regional
Background Most cancer drugs enter the US market first. US Food and Drug Administration (FDA) approvals of new :::‘3‘;1 ';E‘U'S’i;:’

cancer drugs may influence regulatory decisions in other settings. The study examined whether characteristics of - N
available evidence at FDA approval influenced time-to-marketing authorisation (MA) in Brazil, and price differences ;:;’“"'“’J Online 17 May
between the two countries. i 3

Methods All new FDA-approved cancer drugs from 2010 to 2019 were mal(hed to d:ugs w1ﬂ1 MA and prices approved  1¢

in Brazil by December 2020. Characteristics of main studies, ility of lled trials (RCTs),
overall survival (OS) benefit, added therapeutic benefit, and prices were compared.

Findings Fifty-six FDA-approved cancer drugs with matching indications received a MA at the Brazilian Health
Regulatory Agency (Anvisa) after a median of 522 days following US approval (IQR: 351-932). Earlier
authorisation in Brazil was associated with availability of RCT (median: 506 vs 760 days, p = 0.031) and evidence

of OS benefit (390 vs 543 days, p = 0.019) at FDA approval. At Brazilian marketing authorisation, a greater
proportion of cancer drugs had main RCTs (75% vs 60.7%) and OS benefit (42.9% vs 21.4%) than that in the US.
Twenty-eight (50%) drugs did not demonstrate added therapeutic benefit over drugs for the same indication in
Brazil. Median approved prices of new cancer drugs were 12.9% lower in Brazil compared to the US (adjusted by
Purchasing Power Parity). However, for drugs with added therapeutic benefit median prices were 5.9% higher in
Brazil compared to the US, while 17.9% lower for those without added benefit.

Interpretation High-quality clinical evidence accelerated the availability of cancer medicines in Brazil. The combi-
nation of marketing and pricing authorisation in Brazil may favour the approval of cancer drugs with better sup-
porting evidence, and more meaningful clinical benefit albeit with variable degree of success in achieving lower
prices compared to the US.

Funding None.
Copyright © 2023 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND
license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
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Forca da evidéncia e beneficio clinico

The highest grades of the ESMO-MCBS in the curative setting are A and B and in the non-curative setting 5 and 4, which indicate a
substantial magnitude of clinical benefit.

Critério para a definicao do grau de evidéncia —
Tipo de evidéncia: # %s"m"““""’""'"
B

F -

Substantial benefit

* Ensaio clinico randomizado = alto
* Estudo observacional = baixa

* Qualquer outra evidéncia = muito baixa
(GRADE working group 2007)

- N W

C

Caracteristicas dos ensaios clinicos pivotais:
* Presenca de Ensaio Clinico Randomizado (ECR)

* Presenca de beneficio de sobrevida global (SG)

== ANVISA
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Medicamentos para cancer aprovados nos
Estados Unidos (2010-2019) e no Brasil.

0 L :
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Supplementary Figure 2. Timeline of marketing authorisation in the US and Brazil and price approval in
Brazil

)
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Median 630 days
(IQR: 459-8-1054) Fig. 3: Median price difference between cancer drugs approved in the US (2010-2019) and Brazil. Notes: RCT: randomised controlled trial;

05 Benefit: overall survival benefit; and Substantial Benefit: substantial clinical benefit according to the European Society of Medical Oncology—
Magnitude of Clinical Benefit Scale (ESMO-MCBS) >4] at the time of marketing authorisation—parameters measured at Food and Drug
Anvisa: Brazilian Health Regulatory Agency; CMED: Drug Market Regulatory Chamber; FDA: Food and Drug  Administration (FDA); Added Therapeutic Benefit at price approval—parameter measured at Drug Market Regulatory Chamber (CMED). Prices
Administration; IQR: interquartile; RCT: randomised controlled trial; OS Benefit: overall survival benefit; are PPP-adjusted.
Substantial clinical benefit: European Society of Medical Oncology — Magnitude of Clinical Benefit Scale
(ESMO-MCBS) >4).
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Medicamentos novos aprovados por meio
de termo de compromisso

Tabela 1- Comparagdo das caracteristicas dos ensaios clinicos principais dos medicamentos

registrados com Termo de Compromisso na Anvisa entre 2018-2022 e dos ensaios clinicos dos
cumprimentos do termo de compromisso anuidos.

Figura 5- Andlise do cumprimento dos termos de compromisso de seguranca e eficacia de Estudo principal do Estudo do
. e e registro (N=13) cumprimento dos
medicamentos novos sintéticos e semissintéticos
N° (%) TCs.(N=5)
Caracteristicas dos estudos N° (%)
e oy AR Mediana de participantes 146 86
Giimpirantoso it silor dasimsnkiits (amplitude interquartil - IQR) (IQR= 86 - 546) (IQR= 20 - 124)
8(12,7%) 8(12,7%) apresentada de forma tempestiva Ensaio clinico randomizado 6 (46,15) 0
Dopgtn1enta§éo apresentada tempestivamente, em (ECR)
analise
Documentagdo ainda ndo apresentada, prazo para Duplo cego S (38’46) 0
cumprimento é posterior a 31/10/2023 Comparador
Placebo 5 (38,46) 0
"Add:on” 1(7,69) 0
Sem comparador 7 (53,85) 5(100)
Desfecho primario
Taxa de resposta Obijetiva 3 (23,08) 0
(TRO)
Taxa de Resposta Global 2(15,38) 1(20)
44 (69,8%) (TRG)
Sobrevida livre progresséao 1(7,69) 0
(SLP)
Fonte: Elaboragao prépria. Farmacocinética (PK) 0 2 (40)
Outros 7 (53,85) 2 (40)

Fonte: Elaboragao prépria.

CARDOSO, JVC. Registros de medicamentos novos sintéticos e semissintéticos concedidos por 1L
meio de termo de compromisso entre 2018 e 2022 no Brasil: um estudo descritivo. Brasilia: UnB, %’o,_ én!:lm\c{)nlaééém A
2023. [Monografia de conclusdo do curso de Farmacia]. :




Exemplos de
Genéricos:

nome do generico

10 generico

Quais os
ganhos com os
medicamentos
. genéricos?
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- 1999 - Lei dos “Geneéricos” - “intercambialidade” —
& bioequivaléncia e biodisponibilidade — garantia de acesso a
medicamentos com seguranca, eficacia e qualidade

=7

Incremento dos
padrdes regulatorios:

capital humano, social,
material e financeiro

Ly

=

Regulacdaode precos
— Maximo 65% do
referénciacom
mecanismos de
fiscalizacao
(enforcement)

E
=

Nome genérico
(DCB) obligatério
para prescricao e
compras publicas
SUS/Substituicdo
genérica

St
=2

Ampla estratégia de
comunicacao: setor
regulado; governo;
profissionais;
pacientes/usuarios,
academia,etc.
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Genéricos - Perspectivado SUS =

Programa HIV/AIDS: papel estratégico dos genéricos — ==

aceso e resultados de saude

Reduc¢ao da mortalidade:
9,7/100.000 (anos 90) a
4,9/100.000 (2017);

91% das pessoas diagnosticadas
em tratamiento com ARV;

92% con supressao da viremia
do HIV.
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Brazil's Aids policy remarkable

By Gary Du
Africa_ gRC News, Sao Paulo

Bargaining with
pharmaceutical firms to
bring down the price of Aids
drugs and producing cheap
generic versions has saved
Brazil $1bn, a study has

shown.

Infection rates in the Latin
American country have been
kept at a similar level to the Ut
the report finds.

And more than 180,000 Brazilians have access to Aids Ll
treatment. E

Brazil's achievement is described as "remarkable”, in the study ,T
published by researchers at the Harvard School of Public i
Health in the United States.

Brazil's policy for dealing with HIV and Aids has long been |
widely admired for its commitment to effective treatment
combined with an aggressive promotion of the safe sex L

Number of persons in the HIV cascade of care (x 1000)

g & : 5

%

Diagnosed

Fig. 1 Brazil's continuum of care cascade, 2012-2017. People leaving with HIV (PLWHIV) groups are represented by vertical bars of different colors:
total persons in purple; persons diagnosed in green; persons on ART in pink; treated persons with suppressed HIV viremia in blue. Numbers at the
top of each bar are in thousands. Percentages at the bottom of each bar are relative to the total number of the previous category

3
§
x
3

(Benzaken, Pereira, Tanuri et. al. 2019).
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https://aidsrestherapy.biomedcentral.com/articles/10.1186/s12981-019-0234-2

Geneéricos - Perspectiva do usuario

Tratamento de 7 dias com ciprofloxacino 500 mg
Acesso (affordability): de 25 para menos de 1 dia de trabalho

Medicamento
Ano referéncia Referéncial Genérico!l Similar?

1999 RS 117 25 n/a n/a
2020 RS 359,15 10 0,76 0,69

1 Dias de trabalho (Salario minimo). Metodologia HAI/WHO.

“acesso gratuito no SUS” (prescricao e compra publica pela Denominacao Comum Brasileira (DCB) —
obrigatdrias /Desconto obligatério - Coeficiente de Adequacdo de Pregos - 20,9%).

\\\

2 Relacdo Nacional de Medicamentos Essenciais 2022 — Comissdo Nacionalde Incorporacdo de Tecnologiasno
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https://www.gov.br/conitec/pt-br/midias/20220128_rename_2022.pdf/view
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https://haiweb.org/what-we-do/price-availability-affordability/price-availability-data/

Perspectivas

protecao financeira fortalecimento do sinergismo entre
a regulacao e as demais etapas do ciclo de vida do medicamento e dos servicos
farmacéuticos, atualizacao da regulacao de precos, oferta e a competicao,etc.

: modernizacao da producao
farmacéutica e adaptacao a atualizacao constante dos padrdes regulatorios
para lidar com as incertezas — necessidade urgente de fortalecimento do
capital humano da Anvisa/SNVS

Preparo Expansao do setor farmacéutico com convergéncia de
politicas — “Complexo Econémico Industrial da Saude (CEIS)” para atender a
demandas do SUS, com reducao da dependéncia externa (preparacao —
| resposta a futuras pandemias, emergéncias sanitarias). O ANVISA

éncia Nacional de Vigilancia Sanitaria



Desafios para o futuro

“Evidence by Alicerces e pilares — Capital humano
design”: elementos Atualizagao com apropriadoe
de avaliacao de sinergismo/integra valorizado
tecnologia ao longo ¢ao de outras
do ciclo de vidado politicas e
medicamento intervengoes
4 ‘
m +;* . This PhotobyUnknown Authoris licensed under CCBY-SA
. . . Crises como
Vontade politica Cle,nFla regulatdria: oportunidades: repensar as
parao Pratica baseada em praticas, fortalecer a
(re)alinhamento eV|denc-|a}/.r|sco integracio e preparaciio e
sanitario

“resiliéncia”.
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Muito obrigada pela atencao!

..."there is little value in new drugs that patients cannot afford—and there is
no value in drugs that do not exist. There is also relatively little value if the

price set for a medicine far exceeds the benefits it would confer” (WHO,
2021).

This PhotobyUnknown Authoris licensed under CCBY-NC-ND
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