. 5 25 anos de Regulacao de
Medicamentos:

Ministério da Saude
[ FIOCRUZ
Fundacao Oswaldo Cruz

ESCOLA NACIONAL DE SAUDE PUBLICA
SERGIO AROUCA

ENSP Celebrando as Conquistas e Planejando o Futuro

Papel dos agentes envolvidos
(stakeholders) para o fortalecimento da regulacao
de
medicamentos no Brasil ha construcaode um
futuro melhor

Vera Lucia Edais Pepe

vera.pepe@fiocruz.gov.br



. ; ‘ o Ministério da Saude
ESCOLA NACIONAL DE SAUDE PUBLICA FIOCRU_Z
SERGIO AROUCA Fundacao Oswaldo Cruz
ENSP

Secretaria Nacional de Vigilancia Sanitaria

Luiz Felipe Moreira Lima - Secretariode Vigilancia
Sanitaria, 1985-1987

Luis Carlos Wanderley Lima

Ricardo Oliva

Suely Rozenfeld -Portaria 27 e 28/1986 - “antidisténicos”

Agéncia Nacional de Vigilancia Sanitaria

Goncalo Vecina Neto - diretor
presidente

Luiz Felipe Moreira Lima 1999-2001
Luis Carlos Wanderley Lima
Ricardo Oliva
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Inicio » Comisses, GT's, Comités e Foruns » GT Vigilancia Sanitdria

( APRESENTACAQ ) HISTORICO ( COMPOSICAO )( DOCUMENTOS )( NOTICIAS )( PUBLICACGES )

0 GTVISA nasceu em 2001, tendo no movimento de organizacdo da 12 Conferéncia Nacional de
Vigildncia Sanitaria um forte propulsor de sua mobilizagdo. Desde entéo, a cada dois anos, altera sua

(o]

GT VIGILANCIA

"3‘

coordenagéo, que funciona como um colegiado, cuja composi¢ao busca o equilibrio na distribuigdo da f SANITARIA
- 5 . ’
| CO nfe rencla N aclona | representacdo, contemplando equitativamente os profissionais que atuam nos espagos académicos e ;
d e V | g | lé nc | a S an |té ri = 08 nos servigos de vigilancia sanitaria, e considerando também.

Efetivar o Sistema Nacional de Vigilincia Sanitdria:

proteger e promover a saide, construindo cidadania. a Oficinas

» Oficina de Trabalho “Formacao Especializada em Vigildncia Sanitaria” Sdo Paulo/SP - 2000.

« Oficina de Trabalho “Competéncias Profissionais na Area de Vigilancia Sanitaria” — Natal/RN - 2001
Relatorio
Termo de Referéncia

» Oficina de Trabalho “Subsidios para Consolidacdo do Sistema Nacional de Vigilancia Sanitaria”

Relatorio
| Conferéncia Nacional + Oficina de Vigilancia Sanitaria para a Xl Conferéncia Nacional de Saude
de Vigilancia Sanitaria Relatorio
- * Oficina "Formacao de Recursos Humanos para a Vigilancia Sanitaria” — Salvador/BA - 2000

Ve . . |'I Relatério
R e I a t 0 r | 0 F | n a I Termo de Referéncia
Brasilia, 26 a 30 de novembra de 2001 . 0f|C|n? _de Trabalho "0 Profissional de Nivel Médio em Vigilancia Sanitaria: Trabalho e Formagao” — Rio de Janeiro/RJ — 2001
Relatorio
Termo de Referéncia
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Governo do Estado do Rio de Janeiro
Secretaria de Estado de Salde
Centro de Vigilancia Sanitaria

Gestao e I

Vigilancia Sanitaria:

modos atuais do pensar & fazer

Elaboracao
do 1° Roteiro
da VISA do

2003 - VISA

Z: 7. AUrnidade de Farmacovigilincia D hiviieaiin dan s Ling
como pratica como pratica St o Famacoginti o St do 5P OIS Toe () 1183500 0

2006 - VISA

tros prob MIME

':\:m?i'{i:n eStado RJ: 0 que é Farmacovigitincia 0 Boletim de Farmacovigilincia
maternidades et 0. ek sircrdr e e 2

ho, shim de um tieto sobre o riscos da Terapls
e Repoaicio Hormonal para mulheres na mens-
pauta, vock eth recebends um euevpler do "Foe
muliric de Notificacko de Evento Adverso com

de colats da Ink>

megie do e racoral de . traz
mpacts dreto nas politicas da prevengio da de-
s, através da daseminagis de rformucio et
201 profusionss de saide, érgios reguladores ¢
wuleiod.

Rio de Jansiro (Unilar) — istaleda na interior da

strutues do C )~ serk pedo

cous da Unidade de Farmacoviplinga do Eitedo
o Rio de Jursiro (Unilari) que também pode se
aceniado em wensaale e Mool vaasitel

Vock encontrarh no virso do fermulino todas
i informagdes necesini pars redicar uva not-
ficagho. Guarde © formuliirio, mastre-o 4 seus co-

de saude de avaliacao i jan s e e s
: . e e i
coletiva em saude i s o

Direcao de Maria de Lourdes de Oliveira Moura no
Centro de Vigilancia Sanitaria da SES-RJ de 1998 a

2006.
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Protecdo a satide no Brasil: E
o Sistema Nacional de Vigilancia Sanitaria 5
©
- . - >
Health protection in Brazil: <
the National Sanitary Surveillance System Q
m

Seta, M.H. D., Oliveira,C.V.dos S., & Pepe, V. L. E.. (2017). Protecao

Marismary Horsth De Seta ! a saude no Brasil: o Sistema Nacional de Vigilancia Sanitaria. Ciéncia
Catia Veronica dos Santos Oliveira ' & Saude Coletiva, 22(10), 3225-3234. https://doi.org/10.1590/1413-
Vera Liicia Edais Pepe ' 812320172210.16672017

Desafio: Articulacao e Fortalecimentodo SNVS




ESCOLA NACIONAL DE SAUDE PUBLICA
SERGIO AROUCA
ENSP

COMMENT

Precision medicine and the changing
role of regulatory agencies

A key role of agencies that regulate medicines is to decide
whether scientific and manufacturing data submitted by
the sponsors of a therapeutic product are valid and, if
so, whether the clinical benefits of the product outweigh
its risks in the intended population. Historically, such
benefit-risk assessments and marketing authorization
decisions have been population based rather than indi-
vidual based — in contrast to the decisions made by phy-
sicians, who aim to treat each patient as an individual,

albeit often informed by the same evidence generated in

Alasdair Breckenridge, Hans-Georg Eichler and Jonathan P. Jarow

The growth of precision medicine presents challenges for the regulators of medicines, related
to aspects that include the basis of evidence generation, patient involvement in the regulatory
process, cost of new medicines and the need for new regulatory models. It also raises questions
about the tolerance of risk, especially with early interventions for life-threatening diseases.

guide the choice of antibiotic to be used in treatment.
Today, forms of cancer and rare diseases (such as cystic
fibrosis) are at the forefront of considerable efforts to
extend the precision medicine approach. Interestingly,
in a growing number of instances, ‘precision’ may
apply to multiple targets being addressed simultane-
ously or sequentially, such as BRAF and MEK1/2, or
programmed cell death protein 1 (PD1) and cytotoxic
T lymphocyte-associated protein 4 (CTLA4), in the
treatment of melanoma.

| -

Breckenridge A, Eichler HG, Jarow JP. Precision medicine and the changing role of
regulatory agencies. Nat Rev Drug Discov. 2016 Dec;15(12):805-806. doi:
10.1038/nrd.2016.206. Epub 2016 Oct 14. PMID: 27739512
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Incertezas sobre evidéncias nos medicamentos registrados (regulacdo e HTA/ FDA e

EMA)

United States

100

Institute
q W FoAa
W cerR
v J -
Safety Trial validity effects

Europe

& 2 8

3

Percentage of drugs for which at least
one uncertainty was raised

0

8 8 3

Percentage of drugs for which at least
one uncertainty was raised

g

33 medicamentos em 34
indicacgdes terapéuticas

Cerca de 50% oncolégicos
ou imunosupressores

Cerca de 50% teve
aprovacao acelerada no
FDA

Identificadas 1.121
incertezas, media de 7.4
por medicamento

Vreman et al 2021
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Views 29,009 (itations0 Altmetric 1858

Original Investigation . , _
%+ Coorte de medicamentos cancer com registro acelerado

April 7, 2024 entre 2013 to 2017
. * 41% (19/46) sem melhora de sobrevida global ou da
Clinical Benefit and Regulatory Outcomes of Cancer qualidade de vida apés 5 anos de follow-up

Drugs Receiving Accelerated Approval % Resultadosindisponiveis para 15% (7/46).

lan T. . Liu, MD, J0, MPH, MS" Aaron S, Kesselheim, MD, 0, MPH': Edward R. Scheffer Clff, MBRS, MPH'

» Author Affiliations
JAMA. 2024:331(17):1471-1479. doi:10.1001/jama.2024.2396
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Table 2 Initial decisions on cohort marketing applications by the US Food and Drug Administration (FDA) and the European
Medicines Agency (EMA)

Initial EMA outcome, N = 107

Approved (98) Mot approved (3) Withdrawn (6)
Initial FDA outcome, Approved (91) a0 1 0
N =107 Not approved (14) 8 2 a
Withdrawn (2) 0 0 2

Shaded cells indicate concordant outcomes.

Table 3 Marketing applications with initial discordant outcomes

Initial European Medicines Initial US Food and Drug
Drug Indication summary Agency (EMA) outcome Administration (FDA) outcome
177 Lu-Dota0-Tyr3-octreotate Gastroentero-pancreatic neurcendocrine Approved Mot approved
tumors (GEP-NETs)
Corifollitropin alfa Controlled Ovarian Stimulation (COS) Approved Mot approved
or the development of multiple follicles
in women participating in an Assisted
AA 1 1 LAl /i Reproductive Technology (ART) program
Evidéncias de eficacia, efetividade e : S
Cangrelor Reduction of thrombotic cardiovascular Approved Not approved
events (MI, stent thrombosis) in patients
S e g u ra n Q a po u C O ro b u Sta S undergoing percutaneous coronary
Df l ~ d f s . intervention (PCI)
I e re ng a S n a ava I a Q a O e e I C a C I a Daclatasvir Chronic hepatitis C (CHC) infection Approved Mot approved
Empagliflozin Improvement of glycemic control in Type Approved Mot approved
2 diabetes mellitus
Etelcalcetide Treatment of secondary Approved Mot approved
hyperparathyroidism (SHPT) in patients
with chronic Kidney disease on
haemodialysis
Safinamide mesylate Fluctuating Parkinson's Disease Approved Mot approved
Sarilumab Moderate-severe rheumatoid arthritis Approved Mot approved
Ixazomib Multiple myeloma Mot approved Approved

Kashoket al, 2020.
(wiley.com)


https://ascpt.onlinelibrary.wiley.com/doi/epdf/10.1002/cpt.1565
https://ascpt.onlinelibrary.wiley.com/doi/epdf/10.1002/cpt.1565
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Table 4 Final outcomes for resubmitted (FDA) and reexamined (EMA) marketing applications
Medicines ¥ Human regulatory ¥ Veterinary regulatory ¥ Committees ¥ News & events ¥ Partners & networks ¥ About us v
Final Outcome®

Home > News > EMA confirms recommendation for non-renewal of authorisation of Duchenne muscular dystrophy medicine Translarna

Drg lndication summary ENA ERA
Applications reexam Ataluren Duchenne's Muscular Dystrophy Approved Mot approved

ined by EMA only” azom ToTe myetoma Sorove Sorove ' EMA confirms recommendation for non-renewal of EET
Serelaxin Symptoms of acute heart failure Not approved Not approved \ authOrisation Of DUChenne muscular dystrOphy med|C|ne

Applications resubmit- 177 Lu-Dota0-Tyr3- Gastroentero-pan-creatic Approved Approved
ted to FDA only® actreotate neuroendocrine tumors . Tl'a n Sla rna
Cangrelor ReQuction of thrombotic Approved Approved 26 January 2024
cardiovascular events (MI,
stent thrombosis) in patients Following re-examination, EMA’s human medicines committee (CHMP) has confirmed its initial recommendation to not renew the conditional marketing
undergoing percutaneous coronary . authorisation for Translarna (ataluren).
intervention (PCI) (Human) (Medicines)
Daclatasvir Chronic hepatitis C (CHC) infection Approved Approved .
Empaglifiozin Improvement of glycemic control Approved Approved
in Type 2 diabetes mellitus g \lb Ministério da Saude Orgios do Governo  Acessoa Informacio  Legislacio  Acessibilidade PT e O Olé, VERA Vv
Etelcalcetide Treatment of secondary Approved Approved

Instituto Nacional de Cancer - INCA 0 que vecé procura? Q

hyperparathyroidism (SHPT) in
patients with chronic kidney

disease on haemodialysis . A > Acessoainformagio > Receitase despesas > 2024
Safinamide Fluctuating Parkinson's Disease Approved Approved
mesylate 2024
Sarilumab Moderate-severe rheumatoid Approved Approved
arthritis Publicado em 06/06/2022 11h35  Atualizado em 17/05/2024 14h06 compartiie. F X in © @
Drisapersen Duchenne's Muscular Dystrophy Withdrawn Withdrawn
EMA, European Medicines Agency; FDA, US Food and Drug Administration; MI, myocardial infarction. 1. Orgamento anual - 2024

*If an application was not resubmitted/reexamined by an agency, the initial outcome was also considered to be the final outcome. "The three applications
reexamined by the EMA were either initially approved by the FDA and therefore were not resubmitted to the FDA (ixasomib) or initially rejected by the FDA and not

; ) B ] A ) . Aggo  Titulo Dotacso Inicial Dotacdo  Dotagao Cancelada e Dotacao
resubmitted (ataluren and serelaxin). “The applications resubmitted to the FDA were all initially approved by the EMA, with one exception, and therefore were not S = . = ) =
reexamined by the EMA entar Remanejada Atualizada
8758 Aperfeigoamento. Avaliagdo e Desenvelvimento de 43072656000 o] o] o]
Acdes e Servigos Especializados em Oncologia -
e

. . . . 125H Construcdo do Complexo Integrado do Instituto 186.742.361.00 o] (o] o]
Kashoket al, 2020. AComparison of EMA and FDA Decisions for New Drug Marketing i e o mcn
Applications 2014-2016: ncordan Dij rdan nd Why (wil m o

Capacitagdo de Servidores Publicos Federais em 80.000,00 o] o] o]

Processo de Qualificago e Requalificagao

212B° Beneficios Obrigatorios acs Servidores Civis. 125.000.00 o] o] o]

Empregados, Militares e seus Dependentes

TOTAL 617.673.921,00 o o (o]

Dotago estimada com base no montante de recursos previstos mediante descentralizagio do crédito orgamentario por parte da unidade responsavel pela acio.


https://ascpt.onlinelibrary.wiley.com/doi/epdf/10.1002/cpt.1565
https://ascpt.onlinelibrary.wiley.com/doi/epdf/10.1002/cpt.1565
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NICE’s evaluations of medicines authorized by
EMA with conditional marketing authorization
or under exceptional circumstances

Pilar Pinilla-Dominguez! (), Huseyin Naci?, Leeza Osipenko? and Elias Mossialos?

D|fe re nteS efeitOS da I‘egu la(;éo NnosS 1Scientific Advice, National Institute for Health and Care Excellence (NICE), London, UK and *LSE Health,

Department of Health Policy, London School of Economics and Political Science, London, UK

sistemas de saude

Brasil: acessoe jUd icializa gé o Objectives. To investigate the impact of the uncertainty stemming from products with

European conditional marketing authorization (CMA) or authorization in exceptional cir-
cumstances (AEC) on the National Institute for Health and Care Excellence’s (NICE)
recommendations.

Methods. Products which received CMA/AEC by European Medicines Agency (EMA) up to 1
December 2016 were identified and matched with corresponding NICE decisions issued by
August 2017, the status of which was then traced to August 2019. We assessed whether the
conversion of CMA to full marketing authorization triggered a review of a NICE decision.
The odds of a recommendation carrying a commercial arrangement for products with and
without CMA/AEC were calculated.

Results. Fifty-four products were granted CMA/AEC by EMA. NICE conducted thirty eval-
uations of products with CMA/AEC. Twelve products were recommended by NICE by August

2017 and fourteen by August 2019. All recommendations had an associated commercial

grangement. The odds of carrying a commercial arrangement were higher for products

with CMAJAEC compared to those with full authorization. Conversions from conditional
to full authorization among products not recommended by NICE did not trigger an appraisal
review.

Conclusions. Uncertainty, stemming from the lack of robust clinical data of products autho-
rized with CMA/AEC, has a substantial impact on HTA recommendations, frequently requir-
ing risk mitigation mechanisms such as commercial and data collection arrangements. Further
analyses should be conducted to assess whether the benefits of early access strategies outweigh
the risks for patients and the healthcare system.
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Ultraexpensive gene therapies, industry
Rev Saude Publica: 2020;54:22 Artigo Original

interests and the right to health: the case

of onasemnogene abeparvovec in Brazil Revista de

Saude Pablica

http/Amww.rsp.fsp.usp.br

Adriana Mitsue lvama-Brummell © ' Anita K Wagner,* Vera Liicia Edais Pepe,’ 2 s umer pmy
Huseyin Nac O caso do eculizumabe: judicializacao e

compras pelo Ministério da Satde

Rosangela Caetano' { }, Paulo Henrique Almeida Rodrigues' {2}, Marilena C Villela Corréa" {2},

Pedro Villardi" { 2}, Claudia Garcia Serpa Osorio-de-Castro"

' Universidade do Estado do Rio de Janeiro. Instituto de Medicina Social. Departamento de Politica,
Planejamento e Administracao em Sadde. Rio de Janeiro,R], Brasil

" Universidade do Estado do Rio de Janeiro. Instituto de Medicina Social. Departamento de Politicas e
Instituicoes de Sadde. Rio de Janeiro, R}, Brasil

" Fundacao Oswaldo Cruz, Escola Nacional de Sadde Pdablica Sergio Arouca. Departamento de Politica de
Medicamentos e Assisténcia Farmacéutica. Rio de Janeiro, R), Brasil

Diferentes estratégias de (nao)

comercializacao
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hittps://doi org/ 101007 /540264-073-01 386-1

EC "
Chiesck for

Key features and functional roles of the regulation and
The Critical Intersect of Regulations, Health Technology Assessment, T health technology assessment (HTA) in the lifecycle of

health ‘
and Drug Safety Assessments technologies are compared
The use of real-world data and real-world evidence

provides opportunities (o mitigate uncertainties related o

'ﬁ'm-ﬂln'l'qu"‘@-ﬂ-ﬂ'lln Jl.ll'llm-ﬁrlﬂ Phl-ﬁlh\\‘l.ll‘@ ' M'hﬂg mlﬂm » .lwemm M m of health W stem-
ming from accelerated approval and early access.
Accepted: 32 November 2023 s .
 The Author(s), under eclusive licence to Springer Nature Switzerland AG 2023 Early dialogue and collaboration between regulators and
HTA agencies to align data requirements can enhance
¥ the efficiency and effectiveness of data collection and
Ahetract
The Criti : . r ; I analysis.

Drug Safety Assessments - PubMed (nih.gov)



https://pubmed.ncbi.nlm.nih.gov/38113017/
https://pubmed.ncbi.nlm.nih.gov/38113017/
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