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Directly binding to the
citizen, e.g. Regulation

726/2004

"Supranational law"

Regulations

Binding on the
Member States, e.g.
Directive 2001/20/EC

Need to be implemented
in national legislation

Directives

Basically for experts in
competent authorities, but for citizen as well

Recommendations at high expert level
Not legally binding

Deviation is permissible if justified

Guidelines/Guidances

Treaty
(between Member States)

Forms the legal basis

Comprises a range of legal and other texts
– EU Council Regulations
– EU Directives
– EU Guidelines and Guidance 

(authored by the Commission, the EMEA or the MRFG)

– National legislation 
– National guidance
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Regulatory Environment



Data Protection

SUSAR and CIOMS

GMP for IMPs

Declaration of Helsinki

Drug Importation

GCP Directive

ICH E 6 (GCP)

Audits & Inspections

EU Clinical Trials Directive

Pediatric Directive





 AE : Adverse Event
 Does not say anything about relation to a specific drug or seriousness. 

Just a side effect of unknown origin.

 AR
Adverse Reaction 
In Europe this term is 
usually classified as drug 
reaction and therefore is 
the same as ADR: related 
to study drug !

 ADR
Adverse Drug 
Reaction
Is always related to a 
specific drug (usually 
the investigational 
medical product in 
clinical trials).  Both terms do not say anything on seriousness

 SAE: Serious Adverse Event
There is no judgment on relation to a 
specific drug but a serious criteria is fulfilled

SAR / SADR
Serious Adverse Reaction

Serious Adverse Drug Reaction

SUSAR

Non-Serious
Related

Serious
Not Related

Serious
Related

Serious
Related
Unexpected

 Suspected Unexpected
Serious Adverse Reaction



European Studies /  US IND
• European Ethic Committees are unlikely to 

fulfill 21 CRF 56.107
– Discuss situation with FDA and request waiver for 

IEC that operate in accordance with GCP (ICH E6)
• It is not necessary to conduct multinational 

studies (or parts of it) under IND, they can be 
conducted in compliance with 21 CRF 312.120

• Applications based on those studies must 
meet criteria listed in 21 CRF 314.106

• http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ProposedRegulationsandDraftGuidances/d
efault.htm



Monitoring

• Reporting of protocol deviations
• Monitoring time, amount & complexity 
• Influence on site performance
• Patient recruitments & retention strategies
• Query Management
• Drug Accountability
• GCP Sec. 5.18  (verify vs. do)



Audits & Inspections

• Audits by companies / Inspections by authorities
• No publication of findings in Europe
• Different inspection expertise per Member State

EudraLex - Volume 10 Clinical trials guidelines



BUT we are united in diversity ☺
• Communication 

preferences
• Language & Vocabulary
• Cultural differences
• Time zones
• Currency
• Travel capabilities
• Information technology
• Legislation and best 

practice

• Medical state of the art
• Ethics review
• Clinical Trial Approval
• Drug import and shipping
• Monitoring style
• Data formats
• Safety reporting
• Audits & Inspections
• Different expectation on 

Quality
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