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Transparency… some challenges

• Risk that information may be distorted, misunderstood or
misrepresented

• Takes more time and resources
• May open to media risk amplification or misunderstanding
• Difficult to learn how to balance transparency with keeping some

information protected
• Transparency needs

• clear communication
• good understanding of the data
• harmonized messages









Where is transparency in safety developement of 
medicines ??? 

Regulation (EU) No 1027/2012; Directive 2012/26/EU

Directive 2012/26/EU of the European Parliament and of the 
Council of 25 October 2012 amending Directive 2001/83/EC 

as regards pharmacovigilance 





PRAC 
Appointed by each 
Member State: 

Appointed by the European 
Commission following a 
public call for expressions 
of interest:

• 1 member + 1 alternate 

• 27 + EEA countries non voting 
members

• 1 patient organisations1 rep + 
alternate

• 1 healthcare professionals1 rep + 
alternate

• 6 members to ensure relevant 
expertise available

1 Criteria for involvement in EMA 
activities



PRAC transparency

• Agenda is published on Day 1 of PRAC by mid-day
• Meeting highlights are published on Friday of PRAC week 
• Safety referrals are published on Friday of PRAC week
• Minutes are published on the following month after adoption

• Specific (targeted) communications (press conference)

• DoI (policy conflicts of interest) and CV of members published





Spontaneous AEs transparency:
http://www.adrreports.eu/

31/05/2012: European Medicines Agency boosts EU transparency 
with online publication of suspected side effect reports













Safety
referrals



Safety
referrals







PRAC transparency
Public hearings





https://www.ema.europa.eu/en/documents/report/public-
hearing-valproate-first-experience-lessons-learnt_en.pdf

The public hearing helped to identify the
real problems in clinical practice and
provided valuable insight and
information which otherwise would have
not been provided.

The outcome of the first EMA public
hearing was instrumental in
recommending new measures to avoid
exposure of babies to valproate













“It may be a coincidence, but we aren’t sure,” Steinar
Madsen, medical director of the Norwegian Medicines
Agency (NOMA), told The BMJ. “There is no certain
connection between these deaths and the
vaccine.”

The agency has investigated 13 of the deaths so far
and concluded that common adverse reactions of
mRNA vaccines, such as fever, nausea, and diarrhoea,
may have contributed to fatal outcomes in some
of the frail patients.



Recommendation:

“We are now asking for doctors to continue with the vaccination,
but to carry out extra evaluation of very sick people whose
underlying condition might be aggravated by it.” This evaluation
includes discussing the risks and benefits of vaccination with the
patient and their families to decide whether or not vaccination is
the best course.

Context:

More than 20 000 doses of the vaccine have been administered
over the past few weeks in Norway and around 400 deaths
normally occur among care home residents every week.





• EMA – Reports of suspected side effects: signals

EudraVigilance screened weekly through statistical reports
in 2021:
• 992 potential signals related to COVID-19 vaccines reviewed
• 21 signals validated at EU level related to COVID-19 vaccines – further 

investigated



• Outcome of MSSR/signals/PSURs: updates of PI/SmPC, DHPC, 
RMP, Safety Updates, PRAC highlights, press communications …

• EMA – Outcome 2021
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Myocarditis Comirnaty Spikevax

FR study

12-29y/o male, 
dose 2, 7 days
(additional cases vs unexposed)

+ 0.26/10000 +1.3/10000 X 5

Nordic study

16-24y/o male, 
dose 2, 28 days
(additional cases vs unexposed)

+ 0.57/10000 +1.9/10000 X 3,3
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EMA - Signals 
Example as PRAC rapporteur for Vaxzevria



• To support national decisions on 
vaccine rollout

• Analysis for different age groups, 
different levels of infection rate and 
outcomes (hospitalisations, ICU 
admissions, deaths due to COVID-19)

• Benefits of vaccination increase with 
increasing age and infection rate

• Member states can take different 
actions depending on pandemic 
situation, vaccine availability, etc.

EMA Communication - Visual benefit risk contextualisation
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Is transparent… Seen???
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« Strengthening local capabilities to mobilise diverse communities
by addressing the five Cs of vaccine hesitancy through tailored, 
appealing, culturally competent and multilingual messages is
supported by evidence and could have the highest chance of 

success ».





If you can't explain it simply, you don't
understand it well enough.

Albert Einstein



Any questions?
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Independent information 
on drugs: more needed 

than ever.



Dick Bijl

Former GP, epidemiologist
www.hetpillenprobleem.nl

President International 
Society of Drug Bulletins



Softenon-affair

 Grünenthal, 
West-Germany

 1960
 Nausea and 

vomitus in 
pregnancy, 
pain and 
sleepproblems







Actions in western countries
 Regulating authorities:

Food and Drug Administration
Medicines and Health Care Regulating Agency
College ter beoordeling van Geneesmiddelen
Federaal Agentschap voor Geneesmiddelen en 
Gezondheidsproducten
European Medicines Agency.

 Pharmacovigilance centres



Developments
 1960-1980
 1980 and on: Reagan administration: 

loosening of tight rules
 More problems with new drugs: rofecoxib 

(Vioxx), rosiglitazone (Avandia), Mediator
 European Ombudsman and EMA: 

publication of Clinical Study Reports 
 New and expensive drugs: ratings of La 

Revue Prescrire
 Drugs and vaccines in the pandemic



Drug bulletins
 Unique method of producing articles, 

editors are the experts

 Related to consumers organisations

 Government funded

 No advertisements, 
no funding by industry



ISDB
 Founded with help of WHO and EC
 Full (38) and associated (22) members
 Discuss with the members of the European Parliament and the 

European registration authorities to promote transparency 
concerning the registration procedures for new drugs.

 Actively exchange articles, discuss editorial procedures and 
promote their shared interests.

 www.isdbweb.org





ISDB journals

The Medical Letter
Drug and Therapeutics Letter
La Revue Prescrire
Buttleti Groc
Arzneimittelbrief
Arzneimittel-Telegramm
Geneesmiddelenbulletin
Australian Prescriber
Folia Pharmacotherapeutica



Rational pharmacotherapy

Rational pharmacotherapy can be 
defined as prescribing the right 
medication to individual patients or 
populations, at the time when it is 
needed, using a dosage scheme 
that corresponds to the most 
suitable profile in terms of efficacy, 
side-effects and costs. 



Evidence based medicine

Rational pharmacotherapy may be 
regarded as the practical application of the 
principles of ‘evidence-based medicine’.

In taking decisions in the care of individual 
patients one starts with the meticulous and 
reasonable use of the best evidence that is 
available from clinical scientific research.



What to expect?
 Regulating authorities makeup the balance of 

efficacy and side effects and decide on granting 
a marketing authorization.

 ISDB-members specifically look for the pittfalls and 
problems with the drugs and the publications.

 Doctors and patients can discuss what to expect 
and what to do.



Pitfalls in the interpretation of 
gold standard randomised trials 

 Too few patients.
 Comparison of inequal dosages.
 Too short duration of the trial.
 Adverse events not actively inquired.
 Use of non validated outcome measures or questionairries.
 No comparison of the new drug with the standard therapy.
 Inadequate blinding.
 Too many drop outs.
 Enrichment phase prior to the trial.
 Inadequate statistical tests.
 Too strong selected patientsgroups.
 Conclusions not in accordance with the hypothesis or 

research question.



Sir Ronald Fisher 
(1890- 1962)

He has been described as "a genius who 
almost single-handedly created the 
foundations for modern statistical science" 
and "the single most important figure in 
20th century statistics".

* p<0,05, ** p<0,01 en *** p<0,001.



Improvements in Crop breeding: 
Which yield is really better?

Fisher proposes the level 
p=0.05, or a 1 in 20 chance 
of being exceeded by 
chance, as a limit for 
statistical significance, and 
applies this to a normal 
distribution (as a two-tailed 
test), thus yielding the rule 
of two standard deviations 
(on a normal distribution) 
for statistical significance.



Wat Fisher could not study in his crops?



Mode of action

Statistical significant

Clinical relevant

Work

Help



Film Het pillenprobleem





General survival: do I live longer when 
I use this drug? And how much 
longer?

Quality of life: in what condition will I 
be in those extra time?

Metatstatic cancer: 
what do patients want to know?



Statistical significant effects on surrogate 
endpoints, like time to progression of 
the tumor or decrease of tumor size is 
enough for market authorization.

Endpoints important for patients, the 
clinical relevant ones, are not required.

What does EMA asks?



Regulating authorities and ISDB Drug 
Bulletins

Regulating authorities make up the balance of 
efficacy and side effects on the basis of 
statistical significance.

Drug bullertins study the evidence of the 
balance and inform doctors and patients in 
terms of clinical relevance for the patients.



Needed more than ever

 Pandemic: emergency authorization, 
quick approval.

 New drugs and vaccines have not been 
studied properly.

 Communication through  media alerts 
and press releases.

 Industry is getting more and more grip on 
the regulating authorities.



Future
 Independent drug bulletins are and will be 

necessary to supply doctors and pharmacists with 
objective and evidence based information.

 In the education of doctors there should be more 
attention for rational pharmacotherapy.

 Teach students to read and interpret drug studies.
 Abandon the idea that there is a drug for every 

complaint.
 Communicate our messages more intense through 

websites, newsletters, podcasts etc.
 Increase contacts with independent journalists.



ISDB and the promotion of 
rational pharmacotherapy

Prescribing the right medication to individual 
patients or populations, at the time when it is 

needed, using a dosage scheme that 
corresponds to the most suitable profile in terms 

of efficacy, side-effects and costs. 



Dr. Jean-Michel 
Vandeweerd
Département de médecine vétérinaire UNamur
Faculteit diergeneeskunde UNamur



L’ Evidence Based Veterinary Medicine. 
Est-ce évident?

Prof Jean-Michel Vandeweerd



David Sackett

L’ EBM (Evidence Based Medicine) réfère 
à l’utilisation consciente et explicite 

des meilleures preuves scientifiques du moment 
pour prendre une décision

Au cours de ce processus, le clinicien doit associer au mieux 
son expertise personnelle 

avec les meilleurs éléments de preuve extérieurs

(Sackett et al, 1996. Evidence based medicine: what it is and what it isn't)

« Médecine Basée sur la Preuve Scientifique»
« Médecine Factuelle »

« Meilleures Données Acquises de la Science »



Cinq étapes

1. Poser la question

2. Recherche documentaire

3. Validité interne?

4. Validité externe?

5. Autoévaluation











Corticostéroides et fourbure?



Corticostéroides et fourbure?

EBVM



Rossdale,2003

Milstein, 2000

2003



2012



2012



J Vet Med Educ. 2012;39(2):142-51.

Les vétérinaires font appel à …

Collègues: 64.0 %
Spécialistes: 85.0 %
Laboratoires: 86.0 %
Internet: 68.0 %

Mais utilisent peu …

PubMed : 2.5 % 
(19 % capables de consulter une
base de donnée)

Litérature scientifique
francophone: 54.0 %

Litérature anglaise: 6.0 %

EBM: 19.5 %



J Vet Med Educ. 2012;39(2):142-51.

Les vétérinaires font appel à …

Collègues: 64.0 %
Spécialistes: 85.0 %
Laboratoires: 86.0 %
Internet: 68.0 %

Mais utilisent peu …

PubMed : 2.5 % 
(19 % capables de consulter une
base de donnée)

Litérature scientifique
francophone: 54.0 %

Litérature anglaise: 6.0 %

EBM: 19.5 %



Problèmes

• Faibles qualité et quantité des publications



Problèmes

• Faibles qualité et quantité des publications

• Manque d’accès aux bases de données, coût des 
articles



Problèmes

• Faibles qualité et quantité des publications

• Manque d’accès aux bases de données, coût des 
articles

• Manque de connaissance de l’épidémiologie 
clinique 



Problèmes

• Faibles qualité et quantité des publications

• Manque d’accès aux bases de données, coût des 
articles

• Manque de connaissance de l’épidémiologie 
clinique 

• Manque de temps entre les consultations

Enquête académie vétérinaire de France, 2021



Solutions
• Recherche

• Augmenter les standards de publication
• Adapter le niveau d’évidence aux réalités de la 

médecine vétérinaire
• Education

• Formation en EBM (université)
• Praticiens

• Formation en EBM?
• Information (synthèses)

• Systematic reviews?
• Critically Appraised Topics (CATs)?

2012



• 6 collections de CATs
• 2 sans nouvel article depuis 2013
• 3 avec une mise à jour tous les 2 

ou 3 ans
• 1 seul actif mais limité au cheval 

(Equine Veterinary Education)

2020



Enquête académie vétérinaire de France, 2021

Réseaux sociaux, 
moyens de communication modernes

Internet

Clientèle changeante



Générer les questions 
cliniques d’intérêt

Réaliser une synthèse

Résumé court

E MAIL puis Feed Back

Exemple:

Exemple:

Exemple:

Information 
commune 
vulgarisée 

basée sur les 
preuves

VT Pharmacien

Un outil pour demain?
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• Groupe de scientifiques formés > 

• Regrouper et analyser des synthèses d’information
• Produire un contenu utile
• Présenter un format adapté
• Utiliser un moyen de diffusion adéquat et productif
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• EBVM est indispensable!
• Autorités compétentes > dispositif  

• Répondre à des questions cliniques authentiques (VT, pharmaciens, propriétaires)
• Diffuser une information basée sur les preuves scientifiques ((VT, pharmaciens, 

propriétaires)
• Ce qui est possible via:

• Formation universitaire, et formation continue (accréditation, label, points)
• Groupe de scientifiques formés > 

• Regrouper et analyser des synthèses d’information
• Produire un contenu utile
• Présenter un format adapté
• Utiliser un moyen de diffusion adéquat et productif

La formation à la prise de décision éclairée est nécessaire afin de donner du sens à ses actes, dans l’intérêt  de 
l’animal de son bien-être , du  propriétaire ,de la santé publique et de l’environnement



Frank Vandenbroucke
Ministre des Affaires Sociales et de la Santé Publique
Minister van Sociale Zaken en Volksgezondheid
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