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“Os profissionais de saude notificam (tao rapido
guanto possivel) as suas suspeitas de reacao
adversa a medicamentos (RAM) ao Infarmed ou
as Unidades Regionais de Farmacovigilancia®.

- Estatuto do Medicamento
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Resumo das Caracteristicas do Medicamento (RCM) ‘

4.8 Efeitos indesejaveis
Resumo do perfil de seguranca

O perfil de seguranca global do Ultravist tem por base os dados obtidos nos

estudos de pré-comercializacdo em mais de 3900 doentes e em estudos de pos-
comercializagdo em mais de 74 000 doentes bem como em dados de
notificacdes espontaneas e literatura.




ESTUDOS DE SEGURANCA
POS-AUTORIZACAO

Imagem gerada
com recurso a IA



Objetivos

Estudos de Seguranca Pos-autorizagao ®

Post-authorisation Safety Studies (PASS)

|. ldentificar ou caracterizar um problema de seguranca

Il.  Avaliar os riscos de um medicamento em populacoes especificas (ex:
mulheres gravidas, criancas, insuficientes renais)

Ill.  Avaliar padroes de utilizacao de medicamentos para acrescentar dados
sobre sua seguranca

V. Confirmar o perfil de seguranca de um medicamento
V. Medir a efetividade das medidas de minimizacao de risco.
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Metodologia dos estudos PASS

Past (retrospective) Present

Future (prospective)

-4

y:

¢ Non-interventional case control study

<
N Patients with outcome of interest versus patients without
outcome of interest

Non-interventional cohort study with secondary data

Administrative or claims database study

Electronic health record study

Evaluate outcomes over duration of analysis in ;;:atients
receiving treatment/exposure of interest
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Non-interventional cohort study with primary data

_Baginiry
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4
Evaluate outcomes over duration of analysisffollow-up v

| period in patients receiving treatment/exposure of interest

Camm AJ, Fox KAA. Strengths and weaknesses of 'real-world' studies involving non-vitamin K antagonist oral anticoagulants. Open Heart.
2018;5(1):e000788. Published 2018 Apr 21. doi:10.1136/openhrt-2018-000788
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Alteracao do paradigma para AIM

= Os estudos pos-autorizacao foram incrementados na ultima década na sequéncia de alteracoes
legislativas sobre Farmacovigilancia e sobre a autorizacdo de acesso ao mercado do
medicamento:

= Diretiva 2010/84/EU
= Regulamento 1235/2010

= Estas alteracao originam uma modificacdao no paradigma da aprovacao — evoluiu da autorizacao
unica na fase de pré-comercializacao do modelo classico, para uma autorizagao condicional
associada a:

= Apresentacao de planos de gestao de risco;
= Investigacao do medicamento ao longo da sua utilizacdao na pratica clinica.
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Alteracao do paradigma para AlM

Figure. Alternative Models for Studying Drug Safety

' Full Drug Approval

O Conditional Drug Approval

Traditional Model

Full Drug Approval
Preclinical
Studies
Study
Participants, Mo. 0 0-100 100-500 500-3000 3000 or More
Evolving Model
RESRR ——Full Drug Approval
Preclinical
Studies
Study
Participants, No. 0 0-100 100-500 500-10000 10000 or More
Proposed Model
B —— Conditional Drug Approval—|  — Full Drug Approval—>
Preclinical Phase ™ '% ' Postmarketing Postmarketing
i N ” d | — Studies 1 3 Studies (Required) Studies (Optional)
ovo” modelo
Study
Participants, No. 0 0-100 100-500 500-3000 30000-300000 300000 or More
| T
— I -

Time

Top row, historical approach; middle row, where the current system is evolving toward now; and bottom row, proposed approach. Phase 1 indicates dose escalation,
usually in healthy study participants; phase 2, dose ranging (usually first time in patients); phase 3, pivotal trials for registration; phase 4, postmarketing (not always required).

Strom BL. How the US Drug Safety System Should Be Changed. JAMA. 2006;295(17):2072-2075. doi:10.1001/jama.295.17.2072
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Estudos pos-autorizacao

\

IMPOSICAO DA AUTORIDADE REGULADORA

VOLUNTARIO

» Imposto no momento da concessao da AlM.

= Imposto numa fase posterior (e.g., grupos de risco acrescido
- gravidas, criancgas, idosos, doentes com co-morbilidades e
polimedicados)

Iniciativa das empresas farmacéuticas detentoras da AIM (e
integrados em Planos de Gestao de Risco como atividade

adicional de Farmacovigilancia).

Iniciativa académica.
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Estudos da UFPORTO / FMUP

Eur J Clin Pharmacol (2013) 69:673-681
DOI 10.1007/s00228-012-1376-5

PHARMACOEPIDEMIOLOGY AND PRESCRIPTION

Drug-induced anaphylaxis: a decade review of reporting
to the Portuguese Pharmacovigilance Authority

Inés Ribeiro-Vaz - Joana Marques - Pascal Demoly -
Jorge Polonia - Eva Rebelo Gomes

Received: 23 March 2012 / Accepted: 6 August 2012 /Published online: 23 August 2012
! Springer-Verlag 2012
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I Home Data Sources Studies Institutions Networks Support

HMA-EMA Catalogues of real-world data sources and
studies

The Catalogues for real-world data sources, studies, institutions and networks replace and enhance the previous EU PAS Register®
and ENCePP Resource Database.

https://catalogues.ema.europa.ecu/
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https://catalogues.ema.europa.eu/

Impact of EU label changes and revised pregnancy prevention
programme for oral retinoid containing medicinal products: risk
awareness and adherence (RetinoidRiskAware)

First published: 24/01/2020 Last updated: 23/05/2024

EU PAS number: EUPAS32408

Download as PDF

Study countries 1 Belgium
am Denmark

= Greece

= Latvia
 Metherlands
Portugal
mm Slovenia
= Spain

[ Medir a efetividade das medidas de minimizagao de risco ]
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Data Sources Studies Institutions Networks What's new Support

Impact of EU label changes and regulatory
communication on SARS-CoV-2 adenovirus vector
vaccines in context of thrombosis with
thrombocytopenia syndrome (TTS): risk awareness
and adherence (RiskAwareTlTS)

First published: 05/01/2022  Last updated: 02/07/2024 Study countries Denmark

EU PAS number: EUPAS44970 Greece
B Latvia

B MNetherlands
El Portugal
i Slovenia

[ Identificar ou caracterizar um problema de seguranca ]
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Vaccine KA
Volume 42, Issue 3, 25 January 2024, Pagas 556-563 *

Public's perspective on COVID-19
adenovirus vector vaccines after thrombosis
with thrombocytopenia syndrome (TTS)
reports and associated regulatory actions -
A cross-sectional study in six EU member
states

Caroline Buhl ®, Ramune Jacobsen ° Anna Birna Almarsdéttir® 8 &, Shohab Abtahi =

Armin Andersen ®, Elena Deligianni =, Foteini Dermiki-Gkana = Christos Kontogiorgis =

Chara Oikonomou ©, Mirdza Kursite &, Elita Poplavska %, Ingrid Hegger ’, Marloes van der Goot &,

Paula Bardo Sousa Ferreira 7, Inés Ribeiro-Vaz ', Ana Marta Silva '/, Mitja Kos ¥,

Manéa Cebron Lipovec ¥, Ella van Vliet 8, Teresa Lecnardo Alves

v E DE MEDICINA 2" FARMACOVIGILANCIA
UNIVERSI o @ poPporTo

19



[MAPORTO

FM
UP

Results

In total, 3794 |
68.3% reporte
those were ab|
to be vaccinat
largest reportg
Jcovden® was
other COVID-1
willingness to
Netherlands (]

Conclusion

Knowledge about TTS seemed to have influenced the public's opinion in Europe resulting
in less willingness to be vaccinated with Vaxzevria® and Jcovden®. Willingness for
vaccination against COVID-19 with other vaccines and widespread use of vaccines to
prevent other diseases also differed and seemed to be determined by the approaches
taken by national health authorities when reacting to and communicating about COVID-
19 vaccination risks. Further investigation of optimal risk communication strategies is
warranted.
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Cohort Event Monitoring of safety of COVID-19 vaccines in
special populations (pregnant and lactating women, children
and adolescents, immunocompromised, people with history of
allergy, people with prior SARS-CoV-2 infection) (Covid-
Vaccine-Monitor CVM)

First published: 23/08/2021 Last updated: 13/12/2024

EU PAS number: EUPAS42504

[ Avaliar os riscos de um medicamento em populag¢oes especificas, para as quais a informacao é limitada ]




Post-marketing Surveillance Study of the
Effectiveness and Safety of new Oral Antivirals for
outpatients with mild-moderate COVID-19. (ESOA-

19)

First published: 18/07/2022 Last updated: 23/04/2024

Study identification

PURI https://redirect.ema.europa.eu/resource/49575

EU PAS number EUPAS48186

Study ID 49575

Official title and acronym Post-marketing Surveillance Study of the Effectiveness and Safety of new Oral

Antivirals for outpatients with mild-moderate COVID-19. (ESOA-19)

DARWIN EU® study No

Study countries Portugal
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LOOK-UP: Active pharmacovigilance study of the
medicine Rinvog™ (upadacitinib)

First published: 03/07/2024 Last updated: 04/07/2024

EU PAS number: EUPAS1000000227

Porto Pharmacovigilance Centre, Faculty of Medicine, University
of Porto (UFPorto)

Bl Portugal

First published: 17/11/2010 Last updated: 12/06/2023

Institution (Educational Institutinn) (ENCePP partner)

[ Confirmar o perfil de seguranca de um medicamento ]
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Take-home messages
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Os estudos PASS tém vindo a assumir uma importancia crescente na
investigacao do beneficio-risco do medicamento na sociedade.

Apesar da limitacoes, tém a vantagem de melhor representar os grupos
populacionais que utilizem o medicamento no dia-a-dia.

Indispensaveis para comprovar a translacao dos resultados obtidos nos
ensaios clinicos para a pratica clinica habitual, preenchendo a lacuna
existente entre ambos, bem como entre a eficacia e a efetividade.
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Muito obrigada!

inesvaz@med.up.pt
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