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Marketing 
authorisation status 

of the medicinal 
products 

Non-authorised 
medicine 

Authorised medicine, treatment regimen 
outside marketing authorisation Authorised medicine 

tested within 
marketing 

authorisation 
Not supported by 

established medical 
practice 

Supported by 
established medical 

practice 

United States IND trials 
Supervision by FDA 

Approval by IRB 

Non-IND studies 
Approval by IRB 

Japan  Chiken trials 
Supervision by PMDA 

Approval by IRB 

Non-chiken studies 
Approval by IRB 

Australia  Exemption scheme 
Approval by RA (TGA) 
Approval by EC 

Notification scheme 
Approval by EC 

(EC decides if TGA should be involved, based on trial protocol)  

2001/20/EC Directive  Approval by RA 
Approval by EC 

 

UK adapted 
2001/20/EC Directive  

Approval by RA 
(MHRA) 

Approval by EC 

Approval by RA (MHRA) 
(adaption of application dossier) 

Approval by EC 

Notification to RA 
(MHRA) 

Approval by EC 

Draft EU Regulation 
2012  

Co-ordinated approval by oversight bodies Low intervention trials 

Co-ordinated approval by oversight bodies 

OECD 
Recommendation  

Approval by 
regulatory authority 

Approval by EC/IRB 

Approval by regulatory authority 
(adaption of application dossier) 

Approval by EC/IRB 

 

Approval by EC/IRB 

(Notification to or 
approval by RA as an 

option only) 

 IND: Investigational new drug                              Marketing authorisation 
EC: Ethics committee 
IRB: Institutional review board 
RA: Regulatory authority  
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C – New product B – Modified use A – Usual care 

Medicinal product 

 

 

Based on Marketing 

Authorisation (MA) status, 

with modulating factors: 

(up/downgrade) 

 

- Novelty (new chemical 

entity/class) 

- Innovative nature 

- MA in other countries 

Not authorised (according to 

national or regional 

regulation) 

Authorised (according to 

national or regional 

regulation) 

Tested according to 

treatment regimens outside 

the marketing authorisation 

(in terms of population, 

condition, administration, 

dosage) 

(a) supported by 

or 

(b) not supported by 

published evidence and/or 

guidance and/or established 

medical practice 

Authorised (according to 

national or regional 

regulation) 

Tested in accordance with 

marketing authorisation 



 

 

 



 

 



 

 

 



 

 



 

 

 

 C – New product B – Modified use A – Usual care 

Ethical review Approval 

consent 

Approval 

consent 

Approval 

consent 

Regulatory bodies Approval Approval 

(trial specific provisions for 

content of dossier) 

Approval may not be 

required 

(option: notification or 

approval) 

Adverse event reporting Periodic serious adverse 

event reporting. 

Expedited report of 

Unexpected serious adverse 

reactions to oversight 

bodies with capacity to 

detect signals 

Periodic serious adverse 

event reporting. 

Expedited report of 

Unexpected serious adverse 

reactions to oversight 

bodies with capacity to 

detect signals 

Periodic serious adverse 

event reporting. 

Expedited report of 

Unexpected serious adverse 

reactions to oversight 

bodies with capacity to 

detect signals 

Indemnification/ 

insurance 

 Indemnification mechanism 

by the public health system 

(for established use, Ba) for 

investigator-driven trials 

Indemnification mechanism 

by the public health system 

for investigator-driven trials 

Medicinal product  Cost of medicinal product 

covered by usual procedure 

for IIT (for established use, 

Ba) 

Adaptation of labelling, 

tracing, distribution, 

accountability possible 

Repackaging and relabeling 

without GMP-authorisation 

Cost of medicinal product 

covered by usual procedure 

for IIT 

Adaptation of labelling, 

tracing, distribution, 

accountability possible 

Repackaging and relabeling 

without GMP-authorisation 

Documentation   Adaptation of Trial Master 

File 

Investigator Brochure 

replaced by Summary of 

Product Characteristics 

Where possible, cross 

reference to Investigational 

Medicinal Product (IMP) 

dossier 

Adaptation of Trial Master 

File 

Investigator Brochure 

replaced by Summary of 

Product Characteristics 

No IMP dossier 

Quality management Trial-specific Trial-specific Trial-specific 



 

 



 

 

 

Process Stratified approach Trial-specific approach 

Ethical review  As specified in the Declaration of Helsinki and in 
the International Conference of Harmonisation 
(ICH) E6 guideline, members should require that 
ethical review and approval of the protocol by a 
research ethics committee or institutional review 
board be carried out for every trial, regardless of 
its risk category. 
Informed consent from every trial participant 
should be required as a rule regardless of the risk 
category (exceptions may be granted in specific 
situations, as described in the provisions of the 
2008 Declaration of Helsinki). 

Members should ensure that ethical reviews and 
the collection of individual informed consents are 
not affected by the nature and extent of risks and 
follow the principles articulated in the 2008 
Declaration of Helsinki and the ICH E6 guideline. 

Approval by 
regulatory 
bodies 

Members should require approval by the 
appropriate regulatory bodies, for instance the 
Competent Authority, for category B and C clinical 
trials. 
Members may decide not to require prior approval 
from regulatory bodies for category A clinical trials. 
Members should ensure that regulatory bodies are 
able to access information through trial registration 
and that they can request further information if 
needed, or perform inspections: Members should 
strongly encourage public registration of the key 
items (including the 20 WHO ICTRP items and the 
risk category) of every trial before enrolment of 
participants, providing open access to information 
on ongoing trials for patients, investigators, 
researchers, health professionals, sponsors, 
ethics committees, competent authorities, funding 
agencies, and health authorities. 

It should be possible to adapt the content of the 
application dossier based on the protocol of the 
individual trial. 



 

 

Process Stratified approach Trial-specific approach 

Safety reporting Members should ensure that safety reporting in 
clinical trials on medicinal products includes, 
regardless of the risk category, periodic reports to 
the appropriate oversight bodies of serious 
adverse 
events. They should also provide for expedited 
reporting of unexpected serious adverse reactions 
to the appropriate oversight bodies having the 
capacity to detect safety signals, regardless of the 
risk category. However, adaptations should be 
possible based on the protocol of each individual 
trial. 

It should be possible to adapt the adverse event 
reporting requirements to the individual trial, to the 
nature of the intervention and cumulated previous 
experience, and to the medical condition of the 
patient 
population. It should also be possible, in 
agreement with the appropriate regulatory bodies, 
to include specific provisions in the trial protocol 
for the reporting of some types of foreseeable 
adverse events to be waived.  
No waiver should however be possible for post-
authorisation safety studies and post-authorisation 
efficacy studies. 
The requirement for a Data Safety and Monitoring 
Board should also be linked to the nature of the 
trial. 

Indemnification 
and insurance 

Members should ensure that their regulatory 
framework takes into account the risk categories 
for the purpose of indemnification and insurance. 
Members should in particular explore how the 
coverage of patients in investigator-driven clinical 
trials in the lower risk categories (products being 
used in approved indications, or used outside 
licensed indications in established treatment 
regimens, corresponding to categories A and Ba) 
could be achieved through indemnification by the 
national health services or health insurance 
system, product liability (for category A), 
investigator or institution liability, without requiring 
a specific trial insurance. However, patients and 
healthy volunteers should not bear the cost of any 
negligent or unforeseen harm related to their 
participation in clinical trials. 

Indemnification/insurance provisions and costs, 
where required, should be proportionate to the risk 
to participants' integrity and safety. Risk 
assessment principles similar to those described 
in principle B.1.II should be used to determine the 
nature and extent of risk to patients’ physical 
integrity and safety. 
Common risk assessment tools should be 
developed to help assess risks in a manner that is 
consistent across locales. 

Management of 
medicinal 
product 

Members should ensure that the cost of medicinal 
products in categories A and Ba clinical trials is 
borne by the same bodies as those bearing the 
costs in cases where the therapy is used outside 
the context of a clinical trial. 
Members should make it possible to use cost-
effective techniques for the labelling and tracing of 
investigational medicinal products for category A 
trials (and optionally for category B). Depending 
on the trial objective and protocol, it should be 
possible to distribute the medicinal product from 
the shelf, with or without a trial-specific label. 
Members should allow pharmacies to repackage 
and re-label medicinal products without specific 
Good Manufacturing Practice (GMP) authorisation 
in category A and B trials. 

Given that the objective of the trial and the risk 
assessment may affect the traceability of the 
medicinal product, labelling should take into 
account the particularities of the trial, the blinding 
procedure, the way of administering the medicinal 
product and the characteristics of the patient 
population. Treatment compliance regimes should 
also be adapted in line with the objectives of the 
clinical trial. 



 

 

 

Process Stratified approach Trial-specific approach 

Documentation Members should allow for category A and B 
clinical trials to adapt the trial master file and 
replace the investigator brochure by the summary 
of product characteristics. No Investigational 
Medicinal Product (IMP) dossier should be 
required for category A and cross-reference 
should be allowed for category B. 

 

Quality 
management 

 Trial quality management should adapt to the 
particularities of the trial and to the nature and 
extent of risks. Risk assessment should identify 
the key trial parameters. Quality management 
plans should focus on mitigating key risks. 

Control 
procedures 

 Inspections, audits and monitoring should be 
established in a manner that is proportionate to 
the risk stratification and trial-specific assessment, 
and take into account the provisions made to take 
these risks into account. 
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http://grants.nih.gov/grants/policy/hs/glossary.htm#research
http://grants.nih.gov/grants/policy/hs/glossary.htm#hs
http://grants.nih.gov/grants/policy/hs/glossary.htm#hs
http://grants.nih.gov/grants/policy/hs/glossary.htm#interaction


 

 



 

 

 



 

 



 

 

 



 

 



 

 

 



 

 

 



 

 

 

 



 
 

OECD Recommendation on the Governance of Clinical Trials 
 

Medical research involves testing new discoveries by carrying out carefully controlled investigations 
on patients – known as clinical trials. This includes testing new medicines or new therapies, as well 
as optimising existing medicinal products and procedures to improve health and welfare. Many of 
these trials are driven by pressing public health needs and scientific opportunities rather than by 
interest to private companies.  

Tight national regulations ensure patient safety and methodological quality of clinical trials. However, 
these mechanisms are very diverse. The current administrative complexity has an adverse effect on 
the conduct of international multi-centre trials, particularly for those driven by academic structures.  

To facilitate international co-operation in clinical trials on medicinal products, in December 2012 the 
OECD Council adopted a set of principles calling for improved consistency among national regula-
tions and their interpretations, and on streamlined procedures for the oversight and management of 
clinical trials. This framework introduces a risk-based oversight and management methodology for 
clinical trials. It combines a stratified approach that is based on the marketing authorisation status of 
the medical product and can be applied in a common manner across countries’ regulatory frameworks, 
with a trial-specific approach that considers other issues such as the type of populations concerned by 
the trial, or the informed consent of the patients. 

This booklet includes the text of the Recommendation and an explanatory memorandum which 
provides general background information on the issue, explains and elaborates on the principles, and 
facilitates their implementation.  
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