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The thalidomide tragedy in Europe! 

EU 1965: Directive 65/65 

EU ’93 : Regulation 
2309/93: centralised 
and decentralised 
procedures 

USA 1937: 100 people 
died of a children’s 
syrup (Diethylene 
glycol poisoning) 

USA: Drug, 
Food and 
Cosmetic Act  
(1938) 

EU ’86: Directive 
87/22 
Multistate and con-
certation procedure 

German Drug Law of 1976 

1930 1960 1965 1938……… 1993 1990 1986 

USA 1962: Drug Amendments 

2010 

 

           

1961: German Drug Law /            
Japanese Drug law  

  

Codification  
2001 

USA 1902: Biologics Control 
Act (deaths of ten children 
diphtheria antitoxin 
contaminated tetanus) 

2001 

Regulation (EU)  
No. 1235/2010 
Directive 
2010/84/EU 

 

 



Drug Regulations - EU 
 

    
Hierachy of the Community texts 

Treaties Founding treaties - Revision treaties 

Pharmaceutical Law 

1. Binding Legislation 
Regulations (e.g. No. 1235/2010)  

Directives (e.g. Directive 2010/84/EU)       

Decisions (Council, EU Court of Justice) 

2. Soft law 
Resolutions, conclusions, recommendations (Council, Parl.) 
Communications (EU Commission) 
Notifications (Council)  
Guidelines (EU Commission,EMEA,CPMP,ICH,OECD,WHO) 
Notice to Applicants 

 



New Pharmacovigilance 
Legislation EU 

New PV Legislation 

Regulation (EU) No. 
1235/2010 
 

 

 

Directive 2010/84/EU 

 

 

EU Drug Law 

Regulation (EC) No. 
726/2004 (30.04.2004) 

Regulation (EC) No. 
1394/2007 (10.12.2007) 

 

Directive 2001/83/EC 
(28.11.2001) 
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Significance 

“The legislation is the biggest change to the 
regulation of human medicines in the European 
Union (EU) since 1995. It has significant 
implications for applicants and holders of European 
Union marketing authorizations.“ 
“The EMA is responsible for implementing much 
of the new legislation and is developing a framework 
for compliance and delivery of key requirements. 
The legislation is effective from July 2012” 
from EMA website 
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Affected  
Business Processes 

• EudraVigilance / ADR reporting  

• Additional monitoring  / PSURs 

• Inspections and pharmacovigilance systems 

• Pharmacovigilance referrals  

• Supply of medicinal product information to the 
European Medicines Agency   

• Fighting counterfeits 
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Regulated Information 

Source: http://www.rhein-kreis-neuss.de/de/ 
themen/gesundheit/bilder/Arzneimittel.jpg 

Information submitted for  
Marketing Authorization and 

Variations 

Post-Marketing Surveillance 

Authority opinions 

Authority decisions 

Clinical Trial Data 

Manufacturer / Importer /  

Distributor Information  

Marketing information 

Consumption data 

For specific products 

Reference prizing 
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EudraVigilance 
 

• Establishment of access (web-based  or bulk upload via secure gateway (ICH 
ESTRI)) 

• Allocation of  Company ID  
• Submission of Individual Case Safety Reports  

in accordance to ICH guidelines 
MedDRA-Licence required 

• XML-base electronic data transfer  
• mandatory for pharmaceutical companies 

Active since December 2001 
 

http://eudravigilance.emea.europa.eu/ 
http://eudravigilance.emea.europa.eu/veterinary/index.html 

 

INDUSTRY  ACCESS 

Mayor changes in process according to current  Pharmaceutical Legislation (Dir. 2010/84) 



Eudravigilance Public access 
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   www.adrreports.eu 
– Since May 2012 

– Search in parts of Eudravigilance 

– Online-Submission 

–  Vigilance information 
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EudraCT 
(European Union Drug  

Regulating Authorities Clinical Trials) 
 

• Application for a EudraCT Number, which is a unique identification 
number for clinical trials with at least on site in the European Union 

• Electronic application form for a clinical trial application   
producing a pdf-document and a xml-file to be submitted by paper and 
CD-Rom to the National Competent Authority 

• Submission of Amendments 
• Submission of End of Trial 

Active since May 2004 

 parts are publicly accessible in the 
„European Clinical Trials Register“ 
https://www.clinicaltrialsregister.eu/ 

 
 

 

https://eudract.ema.europa.eu/ 

SPONSOR‘S  ACCESS 

PUBLIC     ACCESS 

In the future publication of results of Clinical trials 
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EudraGMP 
 

For Information exchange between European Authorities 

 GMP-Certificates 

 Manufacturing / Import Certificates 

 Manufacturing plant inspections 

 Alerting System for Non-Compliance  

 Information about Third countries Inspections (planned) 

 

 
 

Active since April 2007  

http://eudragmp.emea.europa.eu (public) 

AUTHORITIES  ACCESS 

 parts are accessible for the public  
PUBLIC  ACCESS 
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Present: Contains currently base data to centrally 
authorized Medicinal Products (of EMA) in English 
language only, access to package leaflet, Summary of 
Product Characteristics and Labelling in all European 
languages 

EUDRAPHARM 
http://eudrapharm.eu 

Possible future: Repository for Veterinary Medicinal 
Products 

Data structure or even data reconciliation with Art. 
57 Registry (see Pharmacovigilance Legislation 
2010) 
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„We‘re caught in a trap*“ oder….. 
Die Herausforderung an die Pharmaindustrie 

Neue Wirkstoffe aus der  

Arzneimittelforschung 

Source: Parexel’s Bio/Pharmaceutical R&D Statistical Sourcebook 2008/2009 

Ausgaben für Forschung 
und Entwicklung 

 

Lack of development of new antimicrobial drugs: a potential serious 

 threat to public health 
 

S.Norrby, C.Nord, R.Finch, The Lancet Infectious Diseases, Volume 5,  

Issue 2, Pages 115-119  

Allein in Deutschland, schätzt das Bundesministerium für Gesundheit,  

sterben jedes Jahr etwa 15.000 Menschen an Infektionen mit  

multiresistenten Bakterien-Keimen, gegen die KEINE Antibiotika mehr helfen. 

Quelle: http://www.taz.de/!94938/ 

* From the song “Suspicious Minds” by Mark James. (rec. by Elvis Presley or the Fine Young Cannibals) 
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Clinical Drug - Developement: 
costly and time-consuming 

Patent 

Time 



Die Risikoabschätzung erfolgt auf der Basis der vorklinischen Daten während der 
klinischen Studien in vier Phasen mit folgender Zielstellung: 

Phase I. Prüfung der Verträglichkeit an etwa 10 - 20 gesunden Probanden 

Phase II. Bestimmung der therapeutischen Dosis an etwa 100-200 stationären Patienten 

Phase III. Bestimmung der therapeutischen Wirksamkeit an 200 - 1000 stationären 
Patienten  (Hier werden auch die Risiken und UAW erfasst). 

Phase IV. Langzeit-(risiko-)überwachung nach der Zulassung an Patienten in Klinik und 
Praxis 

Ein Medikament kann also in Verkehr gebracht werden, wenn es an etwa 770 
Patienten getestet wurde (Mittelwert). Die Anzahl überschreitet selten 3.000. 

Arzneimitteltests werden vornehmlich an erwachsenen, weißen, männlichen Patienten 
durchgeführt. Kinder, Schwangere, ältere Menschen und auch Frauen sind als 
Subpopulation in derartigen Testreihen unterrepräsentiert. 

Arzneimittel- (sicherheits-) -prüfung  



Gründe für den Abbruch klinischer Studien während der 
Entwicklung neuer Pharmaka 

• keine Wirkung beim Menschen nachweisbar 32 % 

• Pharmakokinetik beim Menschen ungenügend 28 % 

• in Art und Stärke unerwartete Toxizität beim Menschen 8 % 

• neue tierexperimentelle Daten, die erst parallel zur 
  klinischen Studie erhoben wurden 9 % 

• Sonstige (inkl. wirtschaftliche Gründe) 23 % 

Fehlende Wirksamkeit von Arzneimitteln als häufigster 
Grund der Beendigung der Entwicklung  



Probleme mit Generica!?! 



Der Standard der Bioäquivalenz: 

eine in Bezug auf die 
Bioverfügbarkeit tolerierte 
Abweichung von 80 bis 125 Prozent 
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EU 
Regulations 

directly applicable and legally binding 

EU 
Directives 

applicable after trans-position to 
national law 

EU 
Guidelines 

member states, authorities, legal entities 

each member state to implement 

e.g. Paediatric Regulation e.g. GCP Directive 

no legal force 

“soft law” 

scientific or  

administrative  

consensus of authorities 

The legal background 

22 

EU Delegated 
Acts 
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Pharmacovigilance  
Legislation 2010 
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Directive (EC) 2010/84 issued December 31 2010 Articles 100 a to l 

             „aims to ensure that EU citizens have access to reliable information on 
medicines available, the grounds on which they have been authorised and 
how they are monitored“ 

• Data submission mandatory for Industry since July 2 2012 
• Prior to this date mayor discussions between Industry Associations and EMA regarding 

amount of data (in particular substance description) 
• Data submission via 

– Secure gateway (ESTRI Gateway) 
– EVWEB Trader Post Function (= secure in- and outbox) 
– EVWEB Data Entry Tool  

• Data to be submitted 
– Key data for identification of Medicinal Product (approx. 300.000 estimated) 
– SPC (original language and English translation) 
– All data changes relating to this information 

 
 

 

EU Pharmacovigilance Legislation 2010 

for comparison approx. 50.000 variations in Germany  

submitted by 700 users 

mayor technical and scientific challenge to establish a high quality and up-to-date 
system 



 Danke für  die Aufmerksamkeit ! 
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