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act without complying with this sec-
tion. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 64 FR 401, Jan. 5, 1999; 
67 FR 9586, Mar. 4, 2002; 70 FR 70729, Nov. 23, 
2005] 

§ 312.120 Foreign clinical studies not 
conducted under an IND. 

(a) Introduction. This section de-
scribes the criteria for acceptance by 
FDA of foreign clinical studies not con-
ducted under an IND. In general, FDA 
accepts such studies provided they are 
well designed, well conducted, per-
formed by qualified investigators, and 
conducted in accordance with ethical 
principles acceptable to the world com-
munity. Studies meeting these criteria 
may be utilized to support clinical in-
vestigations in the United States and/ 
or marketing approval. Marketing ap-
proval of a new drug based solely on 
foreign clinical data is governed by 
§ 314.106. 

(b) Data submissions. A sponsor who 
wishes to rely on a foreign clinical 
study to support an IND or to support 
an application for marketing approval 
shall submit to FDA the following in-
formation: 

(1) A description of the investigator’s 
qualifications; 

(2) A description of the research fa-
cilities; 

(3) A detailed summary of the pro-
tocol and results of the study, and, 
should FDA request, case records main-
tained by the investigator or addi-
tional background data such as hos-
pital or other institutional records; 

(4) A description of the drug sub-
stance and drug product used in the 
study, including a description of com-
ponents, formulation, specifications, 
and bioavailability of the specific drug 
product used in the clinical study, if 
available; and 

(5) If the study is intended to support 
the effectiveness of a drug product, in-
formation showing that the study is 
adequate and well controlled under 
§ 314.126. 

(c) Conformance with ethical principles. 
(1) Foreign clinical research is required 
to have been conducted in accordance 
with the ethical principles stated in 
the ‘‘Declaration of Helsinki’’ (see 
paragraph (c)(4) of this section) or the 

laws and regulations of the country in 
which the research was conducted, 
whichever represents the greater pro-
tection of the individual. 

(2) For each foreign clinical study 
submitted under this section, the spon-
sor shall explain how the research con-
formed to the ethical principles con-
tained in the ‘‘Declaration of Helsinki’’ 
or the foreign country’s standards, 
whichever were used. If the foreign 
country’s standards were used, the 
sponsor shall explain in detail how 
those standards differ from the ‘‘Dec-
laration of Helsinki’’ and how they 
offer greater protection. 

(3) When the research has been ap-
proved by an independent review com-
mittee, the sponsor shall submit to 
FDA documentation of such review and 
approval, including the names and 
qualifications of the members of the 
committee. In this regard, a ‘‘review 
committee’’ means a committee com-
posed of scientists and, where prac-
ticable, individuals who are otherwise 
qualified (e.g., other health profes-
sionals or laymen). The investigator 
may not vote on any aspect of the re-
view of his or her protocol by a review 
committee. 

(4) The ‘‘Declaration of Helsinki’’ 
states as follows: 

RECOMMENDATIONS GUIDING PHYSICIANS IN 
BIOMEDICAL RESEARCH INVOLVING HUMAN 
SUBJECTS 

Introduction 

It is the mission of the physician to safe-
guard the health of the people. His or her 
knowledge and conscience are dedicated to 
the fulfillment of this mission. 

The Declaration of Geneva of the World 
Medical Association binds the physician with 
the words, ‘‘The health of my patient will be 
my first consideration,’’ and the Inter-
national Code of Medical Ethics declares 
that, ‘‘A physician shall act only in the pa-
tient’s interest when providing medical care 
which might have the effect of weakening 
the physical and mental condition of the pa-
tient.’’ 

The purpose of biomedical research involv-
ing human subjects must be to improve diag-
nostic, therapeutic and prophylactic proce-
dures and the understanding of the aetiology 
and pathogenesis of disease. 

In current medical practice most diag-
nostic, therapeutic or prophylactic proce-
dures involve hazards. This applies espe-
cially to biomedical research. 
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Medical progress is based on research 
which ultimately must rest in part on ex-
perimentation involving human subjects. 

In the field of biomedical research a funda-
mental distinction must be recognized be-
tween medical research in which the aim is 
essentially diagnostic or therapeutic for a 
patient, and medical research, the essential 
object of which is purely scientific and with-
out implying direct diagnostic or thera-
peutic value to the person subjected to the 
research. 

Special caution must be exercised in the 
conduct of research which may affect the en-
vironment, and the welfare of animals used 
for research must be respected. 

Because it is essential that the results of 
laboratory experiments be applied to human 
beings to further scientific knowledge and to 
help suffering humanity, the World Medical 
Association has prepared the following rec-
ommendations as a guide to every physician 
in biomedical research involving human sub-
jects. They should be kept under review in 
the future. It must be stressed that the 
standards as drafted are only a guide to phy-
sicians all over the world. Physicians are not 
relieved from criminal, civil and ethical re-
sponsibilities under the laws of their own 
countries. 

I. Basic Principles 

1. Biomedical research involving human 
subjects must conform to generally accepted 
scientific principles and should be based on 
adequately performed laboratory and animal 
experimentation and on a thorough knowl-
edge of the scientific literature. 

2. The design and performance of each ex-
perimental procedure involving human sub-
jects should be clearly formulated in an ex-
perimental protocol which should be trans-
mitted for consideration, comment and guid-
ance to a specially appointed committee 
independent of the investigator and the 
sponsor provided that this independent com-
mittee is in conformity with the laws and 
regulations of the country in which the re-
search experiment is performed. 

3. Biomedical research involving human 
subjects should be conducted only by sci-
entifically qualified persons and under the 
supervision of a clinically competent med-
ical person. The responsibility for the human 
subject must always rest with a medically 
qualified person and never rest on the sub-
ject of the research, even though the subject 
has given his or her consent. 

4. Biomedical research involving human 
subjects cannot legitimately be carried out 
unless the importance of the objective is in 
proportion to the inherent risk to the sub-
ject. 

5. Every biomedical research project in-
volving human subjects should be preceded 
by careful assessment of predictable risks in 
comparison with foreseeable benefits to the 

subject or to others. Concern for the inter-
ests of the subject must always prevail over 
the interests of science and society. 

6. The right of the research subject to safe-
guard his or her integrity must always be re-
spected. Every precaution should be taken to 
respect the privacy of the subject and to 
minimize the impact of the study on the sub-
ject’s physical and mental integrity and on 
the personality of the subject. 

7. Physicians should abstain from engaging 
in research projects involving human sub-
jects unless they are satisfied that the haz-
ards involved are believed to be predictable. 
Physicians should cease any investigation if 
the hazards are found to outweigh the poten-
tial benefits. 

8. In publication of the results of his or her 
research, the physician is obliged to preserve 
the accuracy of the results. Reports of ex-
perimentation not in accordance with the 
principles laid down in this Declaration 
should not be accepted for publication. 

9. In any research on human beings, each 
potential subject must be adequately in-
formed of the aims, methods, anticipated 
benefits and potential hazards of the study 
and the discomfort it may entail. He or she 
should be informed that he or she is at lib-
erty to abstain from participation in the 
study and that he or she is free to withdraw 
his or her consent to participation at any 
time. The physician should then obtain the 
subject’s freely-given informed consent, pref-
erably in writing. 

10. When obtaining informed consent for 
the research project the physician should be 
particularly cautious if the subject is in a 
dependent relationship to him or her or may 
consent under duress. In that case the in-
formed consent should be obtained by a phy-
sician who is not engaged in the investiga-
tion and who is completely independent of 
this official relationship. 

11. In case of legal incompetence, informed 
consent should be obtained from the legal 
guardian in accordance with national legis-
lation. Where physical or mental incapacity 
makes it impossible to obtain informed con-
sent, or when the subject is a minor, permis-
sion from the responsible relative replaces 
that of the subject in accordance with na-
tional legislation. 

Whenever the minor child is in fact able to 
give a consent, the minor’s consent must be 
obtained in addition to the consent of the 
minor’s legal guardian. 

12. The research protocol should always 
contain a statement of the ethical consider-
ations involved and should indicate that the 
principles enunciated in the present Declara-
tion are complied with. 
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II. Medical Research Combined with 
Professional Care (Clinical Research) 

1. In the treatment of the sick person, the 
physician must be free to use a new diag-
nostic and therapeutic measure, if in his or 
her judgment it offers hope of saving life, re-
establishing health or alleviating suffering. 

2. The potential benefits, hazards and dis-
comfort of a new method should be weighed 
against the advantages of the best current 
diagnostic and therapeutic methods. 

3. In any medical study, every patient—in-
cluding those of a control group, if any— 
should be assured of the best proven diag-
nostic and therapeutic method. 

4. The refusal of the patient to participate 
in a study must never interfere with the phy-
sician-patient relationship. 

5. If the physician considers it essential 
not to obtain informed consent, the specific 
reasons for this proposal should be stated in 
the experimental protocol for transmission 
to the independent committee (I, 2). 

6. The physician can combine medical re-
search with professional care, the objective 
being the acquisition of new medical knowl-
edge, only to the extent that medical re-
search is justified by its potential diagnostic 
or therapeutic value for the patient. 

III. Non-Therapeutic Biomedical Research In-
volving Human Subjects (Non-Clinical Bio-
medical Research) 

1. In the purely scientific application of 
medical research carried out on a human 
being, it is the duty of the physician to re-
main the protector of the life and health of 
that person on whom biomedical research is 
being carried out. 

2. The subjects should be volunteers—ei-
ther healthy persons or patients for whom 
the experimental design is not related to the 
patient’s illness. 

3. The investigator or the investigating 
team should discontinue the research if in 
his/her or their judgment it may, if contin-
ued, be harmful to the individual. 

4. In research on man, the interest of 
science and society should never take prece-
dence over considerations related to the 
well-being of the subject. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 56 FR 22113, May 14, 
1991; 64 FR 401, Jan. 5, 1999; 67 FR 9586, Mar. 
4, 2002] 

§ 312.130 Availability for public disclo-
sure of data and information in an 
IND. 

(a) The existence of an investiga-
tional new drug application will not be 
disclosed by FDA unless it has pre-
viously been publicly disclosed or ac-
knowledged. 

(b) The availability for public disclo-
sure of all data and information in an 
investigational new drug application 
for a new drug will be handled in ac-
cordance with the provisions estab-
lished in § 314.430 for the confidentiality 
of data and information in applications 
submitted in part 314. The availability 
for public disclosure of all data and in-
formation in an investigational new 
drug application for a biological prod-
uct will be governed by the provisions 
of §§ 601.50 and 601.51. 

(c) Notwithstanding the provisions of 
§ 314.430, FDA shall disclose upon re-
quest to an individual to whom an in-
vestigational new drug has been given 
a copy of any IND safety report relat-
ing to the use in the individual. 

(d) The availability of information 
required to be publicly disclosed for in-
vestigations involving an exception 
from informed consent under § 50.24 of 
this chapter will be handled as follows: 
Persons wishing to request the publicly 
disclosable information in the IND that 
was required to be filed in Docket 
Number 95S–0158 in the Division of 
Dockets Management (HFA–305), Food 
and Drug Administration, 5630 Fishers 
Lane, rm. 1061, Rockville, MD 20852, 
shall submit a request under the Free-
dom of Information Act. 

[52 FR 8831, Mar. 19, 1987. Redesignated at 53 
FR 41523, Oct. 21, 1988, as amended at 61 FR 
51530, Oct. 2, 1996; 64 FR 401, Jan. 5, 1999; 68 
FR 24879, May 9, 2003] 

§ 312.140 Address for correspondence. 

(a) A sponsor must send an initial 
IND submission to the Center for Drug 
Evaluation and Research (CDER) or to 
the Center for Biologics Evaluation 
and Research (CBER), depending on the 
Center responsible for regulating the 
product as follows: 

(1) For drug products regulated by 
CDER. Send the IND submission to the 
Central Document Room, Center for 
Drug Evaluation and Research, Food 
and Drug Administration, 5901–B 
Ammendale Rd., Beltsville, MD 20705– 
1266. 

(2) For biological products regulated by 
CDER. Send the IND submission to the 
CDER Therapeutic Biological Products 
Document Room, Center for Drug Eval-
uation and Research, Food and Drug 
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