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The Code of Federal Regulations (CFR) 
312.120 dictates the rules applying to foreign 
clinical studies not conducted under an 

investigational new drug application (INDA) and 
submitted to the US FDA in support of a marketing 
application. So far the FDA has had good control 
over foreign-conducted investigative new drug 
(IND) clinical trials – an INDA based mostly on 
foreign clinical data must meet certain suitability 
requirements, as outlined in 21 CFR 314.106, 
and IND studies conducted outside the US must 
follow the same requirements as those carried out 
in the US (21 CFR 312). However, in the past the 
FDA did not regularly monitor non-IND foreign 
trials outside the US. The agency accepted foreign 
non-IND clinical studies as long as they were 
conducted in compliance with the Declaration of 
Helsinki or the laws and regulations of the country 
in which the research was being carried out, 
whichever represented the greater protection of 
the individual. As the FDA become increasingly 
concerned about the reliability of data collected in 
clinical trials outside the US, for example, in the 
scientific validity of the research design and the 
accuracy of data collected, a rule was proposed 
in the federal register that revised the regulation 
on acceptance of foreign clinical trial data. The 
proposed rule was published in June 2004. It was 
then issued on 28 April 2008, becoming effective 
on 27 October 2008.1 

Objectives of the final rule
The primary objective of the new rule is to ensure 
the quality and integrity of data collected in 
foreign clinical trials and submitted to the FDA 
for decisions on product applications.2 A second 
key objective is to define requirements to protect 
subjects participating in foreign clinical studies. 
Within this context, those involved in foreign 
trials must be aware that cultural, religious and 
local ethical obstacles may vary from biomedical 
research standards in the West. The final rule 
on the acceptance of foreign clinical studies 
not conducted under an INDA but intended to 
support an application for marketing approval of 
a new drug (NDA) or a biological product (BLA) 
contains only minor changes from the proposed 
rule released in June 2004. 

It should be noted that the final rule has 
completed the FDA’s break with the Declaration 
of Helsinki as an ethical standard for conducting 
clinical trials. It completes the transition to the use 
of GCP as the internationally recognised standard 
for clinical research. At the same time, the final rule 
removes the FDA’s recognition of the International 
Conference on Harmonisation (ICH) guidance 
document, E6 GCP Consolidated Guidance,3 as 
the only recognised standard of GCP. The break 
with the Declaration of Helsinki was long-planned, 
while the retreat from full endorsement of ICH E6 
is new in the final rule.

What has changed?
While the previous regulation required foreign 
studies to be conducted according to ethical 
principles outlined in the 1989 version of the 
Declaration of Helsinki,4 the new rule no longer 
refers to the Declaration. It requires investigators 
to conduct foreign studies in accordance with FDA 
GCP, to ensure accurate study conduct and to protect 
the rights, safety and wellbeing of study subjects. 

Under CFR §312.120(a)(1)(i), GCP is defined 
as ‘a standard for the design, conduct, performance, 
monitoring, auditing, recording, analysis and 
reporting of clinical trials in a way that provides 
assurance that the data and reported results are 
credible and accurate and that the rights, safety 
and wellbeing of trial subjects are protected.’1 GCP 
includes the review and approval (or provision of 
a favourable opinion) by an independent ethics 
committee (IEC) prior to study initiation and the 
continued review of an ongoing study by an IEC. 
CFR paragraph 312.3 defines an IEC as a review 
panel which is adequately constituted to provide 
assurance that the rights, safety and wellbeing of 
trial subjects are protected. However, there are no 
specific criteria for the composition of an IEC. The 
code goes on to state that it is mandatory for trial 
subjects to freely provide their informed consent.

The FDA has not incorporated the ICH E6 
definition of GCP into the revised version of 
21 CFR 312.120, but they state that their definition 
is consistent with that of ICH E6.5  It should be 
noted that E6 does have specific criteria for the 
composition of an IEC.

As a consequence of the final rule, a sponsor 
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who wishes to rely on foreign non-IND research 
data must submit the following information to the 
FDA, usually together with the final study report. 
Unchanged requirements include:

The investigator’s qualifications
A description of the research facility
A detailed summary of the protocol and results 
(if requested, case records and additional 
background data)
A description of drug substances and drug 
products used in the study
Information showing the study is adequate and 
well-controlled
The name and address of the IEC that reviewed 
the study and a statement that confirms the IEC 
meets the definition in CFR 312.120.
The new requirements for sponsors wanting to 

use foreign non-IND research data are outlined in 
the Box above, along with the necessary follow-up 
steps sponsors should take.

The final rule further requires sponsors/
applicants of non-IND foreign trials submitted 
to the FDA to retain records for two years 
after submission as part of an IND. But if the 
information/data are eventually submitted to 
support an NDA or BLA, records must be kept 
for two years after the FDA’s decision on the 
application (§312.120(d). In addition, the final 
rule requires that the FDA must be able to validate 
the data from clinical studies through an onsite 
inspection, if necessary.

Reasons for change
So, why has the FDA changed the regulation 
regarding the acceptance of foreign clinical data? 
From the FDA’s perspective there are several reasons 
why FDA GCP should supersede the Declaration of 
Helsinki as an ethical standard for non-IND trials. 
Firstly, ethical and safety standards for patient 
protection have evolved considerably over the past 
decade and, moreover, an increasing number of 
foreign nations have adopted international ethical 
standards to protect subjects’ safety in clinical trials. 
Secondly, the FDA believes additional controls are 
required to protect the integrity of the data collected 
in foreign clinical studies as the Declaration does 
not provide specific safeguards to ensure quality of 
data, even though the principle of it requires a proper 
study design leading to valuable data. Finally, as the 
Declaration is not a US document and can be revised 
independently at any time, this leaves a level of 
uncertainty unacceptable to the FDA – not forgetting 
that the FDA never supported the 2000 version of the 
Declaration because it contained certain statements 
that were inconsistent with good scientific principles 
(for example, the need for using placebo in certain 
types of clinical trials).6

For sponsors/applicants, the consequences of 
the new requirements for supporting information 
are not to be underestimated, affecting sponsor 
quality systems (SOPs, forms and templates) and 
trial planning. Though under specific circumstances 
the final rule allows the sponsor/applicant to request 
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A summary of the decision by the independent A form should be developed in which the communication, including any medical and ethical 
ethics committee (IEC) to approve or modify  discussions with the IEC, is recorded, until final approval/favourable approval 
and approve the study, or to provide a 
favourable opinion (§312.120(b)(7))

A description of how informed consent was  The ideal document to describe the informed consent process is the study protocol which will be
obtained (§312.120(b)(8)) approved by the health authority (in the majority of cases) and by the IEC, consequently the study
 protocol template for non-IND studies should be revised and adequately amended to reflect this  
 requirement

A description of incentives, if any, which were ICH-GCP requires payments to study subjects to be made transparent as part of the written   
provided to the subjects to participate informed consent, which undergoes IEC review and approval. So, the template for informed
(§312.120(b)(9)) consent forms should consequently cover payments to trial subjects as a mandatory item
 to be described

A description of how the sponsors monitored  For any non-IND study to be submitted to the FDA, a detailed monitoring manual should be 
the study and ensured compliance with the  developed, based on a pre-defined template, including specific measures to be implemented
study protocol (§312.120(b)(10)) for protocol deviations and GCP violations. Any measure/corrective action implemented should
 be summarised and appended as part of the supporting documents to the final study report

A description of how investigators were trained  The FDA guidance document does not specify the minimum requirements for qualifications of an 
to comply with GCP and to conduct the study  investigator to be considered qualified by training and experience to conduct a study. However, 
in accordance with the study protocol; and a  the guidance document defines the investigator and sub-investigators as individuals on the 
statement on whether written commitments by investigational team who will be directly involved in the treatment or evaluation of trial subjects 
investigators to comply with GCP and the study and/or will be involved in making a direct and significant contribution to the data. Consequently,
protocol were obtained (§312.120(b) (11)) key personnel have to be defined in sponsor’s/applicant’s policy as individuals who will be 
 involved in study-specific tasks as defined by the FDA 
 Any policy on training investigator sites on GCP and the study protocol should describe in detail.
 This includes training that must be received as a minimum, such as FDA GCP and E6 ICH-GCP,  
 including subject protection/confidentiality, obtaining informed consent, safety reporting
 requirements (definitions, reporting requirements, responsibilities of sponsor, investigator, IRB/IEC),
 investigator role and responsibilities, protocol adherence, investigational product handling (tracking  
 of receipt, use, compliance, storage), records management (study documents and source   
 documents), quality assurance and quality control with special regard to monitoring activities, and  
 local requirements defined by local laws.

New requirement(s) Follow-up activity at sponsor/applicant site
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a waiver for a specific requirement, they should be 
prepared to conduct non-IND studies in a manner 
acceptable to the FDA if the data are intended to be 
used in the US.

GCP and the Declaration of Helsinki
The FDA responded to 32 comments when 
discussing the final rule. Most of these were 
regarding GCP and the Declaration of Helsinki. 
The comments fell into three broad categories: that 
the Declaration of Helsinki is necessary to protect 
ethical research standards by opposing placebo-
controlled trials or conflicts of interest; whether 
GCP and the Declaration could be compatible 
and complementary; and questions regarding the 
definition of GCP and the use of ICH E6 and other 
ICH documents.

The Declaration of Helsinki
The Declaration of Helsinki is a statement of 
‘Ethical Principles for Medical Research Involving 
Human Subjects,’ adopted by the World Medical 
Association (WMA) in 1964, amended in 1975, 
1983, 1989, 1996 and 2000, and additionally 
clarified in 2002 and 2004.4 This document ‘has 
served as a starter for establishing ethical committees 
in various countries to scrutinise research projects 
on human beings’ and is recommended and 
referenced by various international organisations 
other than the WMA, including the World Health 
Organization.7 As noted above, 21 CFR 312.120 
previously required foreign studies to adhere to 
the 1989 version of the Declaration of Helsinki, 
unless local regulations provided stronger subject 
protections as the method for ensuring adequate 
subject protection. 

There were comments that questioned if GCP 
and the Declaration of Helsinki were mutually 
exclusive, that they in fact were compatible and 
could be complementary. Other comments noted that 
GCP does not take into account conflict of interest 
or publishing results, which are both included in 
the Declaration of Helsinki. The FDA rejected 
these comments by restating that ‘it is no longer 
appropriate for 312.120 to require compliance with 
the Declaration’ and that ‘a specific reference to the 
Declaration will not enhance protection of human 
subjects.’8 There are similarities and differences 
between the two requirements.

The current version (2000) of the Declaration 
of Helsinki addresses some basic principles 
included in the final rule GCP definition, such as 
standards for design, conduct and performance of 
the research (paragraphs 11, 12 and 15), and in 
particular it emphasises the safeguarding of rights, 
safety and wellbeing of subjects (for example, in 
paragraphs two, three, five, ten, 16, 18 and 21.) 
The final rule is more explicit than the 2000 
Declaration of Helsinki in requiring the additional 
‘monitoring, auditing, recording, analysis and 
reporting of clinical trials’ to provide assurance of 
credibility, accuracy and subject protections. This 
part of the final rule could be viewed as increasing 
the likelihood that subjects would not be subjected 

to experimentation without assurance of validity 
of the research conduct and final data.

The 2000 Declaration of Helsinki goes further 
than the final rule in some areas, such as excluding 
placebo-controlled trials when proven therapies exist 
(paragraph 29), requiring that study designs be made 
publicly available (paragraph 16), and requiring 
reporting of potential conflicts to both the IEC and 
potential subjects (paragraphs 13 and 22). It further 
declares in paragraph nine, ‘No national ethical, 
legal or regulatory requirement should be allowed to 
reduce or eliminate any of the protections for human 
subjects set forth in this Declaration.’ This statement 
would preclude the FDA from using the Declaration 
as guidance in cases where protections afforded 
by the document, such as exclusion of placebo-
controlled trials, are not adopted. 

The FDA interprets US law and policy to be 
inconsistent with the Declaration’s exclusion of 
placebo-controlled trials in that it differs from 
the standard of ‘adequate and well-controlled 
investigations.’9 This has been a controversial 
topic since the FDA decided not to adopt the 2000 
Declaration of Helsinki. One view is related to the 
concept ‘that the interests of society should concede 
to those of the individual,’10 while this can be 
juxtaposed with the view that the requirement is too 
absolute and researchers should have more room 
for discretion, as long as subjects are adequately 
protected.11 Comments made about the removal 
of the reference to the Declaration in regard to 
placebo-controlled trials indicate this may still be 
a prominent concern.

Published comments accompanying the final 
rule express negative opinion regarding conflicts 
of interest not being directly addressed in the new 
rule.8 The FDA concludes it is not necessary, given 
the fact that 21 CFR 54, Financial Disclosure by 
Clinical Investigators continues to apply.8 The 
Declaration could be viewed as providing stronger 
protections in this arena, in that it addresses ‘other 
potential conflicts’ that may not be financial and 
specifically requires their disclosure to both the 
IEC and the subject (paragraphs 13 and 22).

It appears that while the FDA no longer 
finds reference to the Declaration of Helsinki 
useful, application of the principles outlined in 
the document can serve as a starting point for 
complying with the current FDA definition of 
GCP, providing added protection in the sharing of 
study design for public scrutiny and the disclosure 
of potential non-financial conflicts to the IEC and 
subject. Researchers will have to be cognizant 
of potential differences in opinion regarding the 

As the Declaration is not a US document 
and can be revised independently at 
any time, this leaves a level of 
uncertainty unacceptable to the FDA
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validity of design for non-placebo-controlled trials 
and of the added specificity of GCP requirements 
(for example, auditing and monitoring).

International Conference on Harmonisation E6 
The FDA published ICH in the Federal Register 
in April 2006,5 and it has long promoted E6 as 
the international GCP standard. When asked the 
difference between ICH and GCP in 2002 the 
director of the Office of Good Clinical Practice, 
Dr David Lepay, responded by stating, ‘The ICH 
GCP Consolidated Guideline (E6) is official guidance 
in the US,’ without mentioning any other possible 
standard for GCP. However, the final rule states: 
‘there are other international standards for GCP.’ But 
it does not mention what those standards are. It goes 
on to state: ‘Specific incorporation of ICH E6 into 21 
CFR 120 would constrain our ability to accept data 
from non-IND foreign clinical studies from countries 
that use other comparable GCP standards. Finally, 
ICH E6 contains a level of detail and specificity that 
is not appropriate for regulations. We believe that 
the GCP standard in 312.120 is appropriate because 
it provides sufficient flexibility to accommodate 
differences in how countries regulate the conduct of 
clinical research, while still ensuring adequate and 
comparable human subject protection.’

This may raise questions about the FDA’s 
definition of GCP, which is given only broad 
parameters in the final rule. ICH E6 does not have 
a greater specificity than other FDA regulations, 
including for good manufacturing practice (GMP) 
or good laboratory practice (GLP). FDA regulations 
relating to GCP standards, whether for foreign or 
non-foreign clinical studies, have lacked specificity 
and ICH had helped to close this gap. It could be 
argued that not mentioning the other acceptable 
standards could result in an overall lowering of 
GCP standards. In addition, the responses to another 
comment indicated that compliance with ICH E3 
for clinical study reports would not be required.

An alternate view is that the FDA responses 
may indicate ICH is still embraced with a few 
additions for the application to comply with the 
final rule, such as inclusion of the investigator’s 
qualifications under 21 CFR §312.20(b)(1) and 
description of their GCP training under 21 CFR 
§312.20(b)(11); and that the FDA is unlikely to 
accept ‘other international standards’ as meeting 
their GCP definition if those standards decrease 
protections from the standards of ICH.12

Conclusion
As often happens when changes are made to a widely 
accepted international standard like the Declaration 
of Helsinki in its former versions, the results can 
be viewed with mixed feelings. On one hand it is 
unfortunate that an opportunity has been missed to 
define an ethical standard in biomedical research in a 
document which would have been applied and valid 
worldwide. On the other hand it is understandable why 
the FDA felt the need to formulate a local document 
to describe their requirements for international trials 
conducted outside the US but used for applications in 
the US. However, in doing so, concerns remain that 

the FDA does not adequately address widespread 
principles regarding the ethical conduct of research 
conducted in non-industrialised nations. 

Given that harmonisation efforts in the past have 
not always led to standards precise enough to be 
instructive and ensure a high quality of research with 
regards to both the protection of study subjects and 
credibility of data collected, a local initiative seems 
to be one way to reach a certain level of research 
quality. However, one question remains unanswered 
– how do we ensure subject safety and data credibility 
in trials conducted outside the US which are not 
planned to support an US application?
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