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clinical study. The investigator shall 
also assure that he or she will prompt-
ly report to the IRB all changes in the 
research activity and all unanticipated 
problems involving risk to human sub-
jects or others, and that he or she will 
not make any changes in the research 
without IRB approval, except where 
necessary to eliminate apparent imme-
diate hazards to human subjects. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 67 FR 9586, Mar. 4, 
2002] 

§ 312.68 Inspection of investigator’s 
records and reports. 

An investigator shall upon request 
from any properly authorized officer or 
employee of FDA, at reasonable times, 
permit such officer or employee to 
have access to, and copy and verify any 
records or reports made by the investi-
gator pursuant to § 312.62. The investi-
gator is not required to divulge subject 
names unless the records of particular 
individuals require a more detailed 
study of the cases, or unless there is 
reason to believe that the records do 
not represent actual case studies, or do 
not represent actual results obtained. 

§ 312.69 Handling of controlled sub-
stances. 

If the investigational drug is subject 
to the Controlled Substances Act, the 
investigator shall take adequate pre-
cautions, including storage of the in-
vestigational drug in a securely locked, 
substantially constructed cabinet, or 
other securely locked, substantially 
constructed enclosure, access to which 
is limited, to prevent theft or diversion 
of the substance into illegal channels 
of distribution. 

§ 312.70 Disqualification of a clinical 
investigator. 

(a) If FDA has information indicating 
that an investigator (including a spon-
sor-investigator) has repeatedly or de-
liberately failed to comply with the re-
quirements of this part, part 50 or part 
56 of this chapter, or has repeatedly or 
deliberately submitted to FDA or to 
the sponsor false information in any 
required report, the Center for Drug 
Evaluation and Research or the Center 
for Biologics Evaluation and Research 
will furnish the investigator written 

notice of the matter complained of and 
offer the investigator an opportunity 
to explain the matter in writing, or, at 
the option of the investigator, in an in-
formal conference. If an explanation is 
offered and accepted by the applicable 
Center, the Center will discontinue the 
disqualification proceeding. If an ex-
planation is offered but not accepted 
by the applicable Center, the investi-
gator will be given an opportunity for 
a regulatory hearing under part 16 of 
this chapter on the question of whether 
the investigator is eligible to receive 
test articles under this part and eligi-
ble to conduct any clinical investiga-
tion that supports an application for a 
research or marketing permit for prod-
ucts regulated by FDA. 

(b) After evaluating all available in-
formation, including any explanation 
presented by the investigator, if the 
Commissioner determines that the in-
vestigator has repeatedly or delib-
erately failed to comply with the re-
quirements of this part, part 50 or part 
56 of this chapter, or has repeatedly or 
deliberately submitted to FDA or to 
the sponsor false information in any 
required report, the Commissioner will 
notify the investigator, the sponsor of 
any investigation in which the investi-
gator has been named as a participant, 
and the reviewing institutional review 
boards (IRBs) that the investigator is 
not eligible to receive test articles 
under this part. The notification to the 
investigator, sponsor, and IRBs will 
provide a statement of the basis for 
such determination. The notification 
also will explain that an investigator 
determined to be ineligible to receive 
test articles under this part will be in-
eligible to conduct any clinical inves-
tigation that supports an application 
for a research or marketing permit for 
products regulated by FDA, including 
drugs, biologics, devices, new animal 
drugs, foods, including dietary supple-
ments, that bear a nutrient content 
claim or a health claim, infant for-
mulas, food and color additives, and to-
bacco products. 

(c) Each application or submission to 
FDA under the provisions of this chap-
ter containing data reported by an in-
vestigator who has been determined to 
be ineligible to receive FDA-regulated 
test articles is subject to examination 
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to determine whether the investigator 
has submitted unreliable data that are 
essential to the continuation of an in-
vestigation or essential to the approval 
of a marketing application, or essen-
tial to the continued marketing of an 
FDA-regulated product. 

(d) If the Commissioner determines, 
after the unreliable data submitted by 
the investigator are eliminated from 
consideration, that the data remaining 
are inadequate to support a conclusion 
that it is reasonably safe to continue 
the investigation, the Commissioner 
will notify the sponsor, who shall have 
an opportunity for a regulatory hear-
ing under part 16 of this chapter. If a 
danger to the public health exists, how-
ever, the Commissioner shall termi-
nate the IND immediately and notify 
the sponsor and the reviewing IRBs of 
the termination. In such case, the 
sponsor shall have an opportunity for a 
regulatory hearing before FDA under 
part 16 on the question of whether the 
IND should be reinstated. The deter-
mination that an investigation may 
not be considered in support of a re-
search or marketing application or a 
notification or petition submission 
does not, however, relieve the sponsor 
of any obligation under any other ap-
plicable regulation to submit to FDA 
the results of the investigation. 

(e) If the Commissioner determines, 
after the unreliable data submitted by 
the investigator are eliminated from 
consideration, that the continued ap-
proval of the product for which the 
data were submitted cannot be justi-
fied, the Commissioner will proceed to 
withdraw approval of the product in ac-
cordance with the applicable provisions 
of the relevant statutes. 

(f) An investigator who has been de-
termined to be ineligible under para-
graph (b) of this section may be rein-
stated as eligible when the Commis-
sioner determines that the investigator 
has presented adequate assurances that 
the investigator will employ all test 
articles, and will conduct any clinical 
investigation that supports an applica-
tion for a research or marketing per-
mit for products regulated by FDA, 
solely in compliance with the applica-
ble provisions of this chapter. 

[77 FR 25359, Apr. 30, 2012] 

Subpart E—Drugs Intended to 
Treat Life-threatening and Se-
verely-debilitating Illnesses 

AUTHORITY: 21 U.S.C. 351, 352, 353, 355, 371; 
42 U.S.C. 262. 

SOURCE: 53 FR 41523, Oct. 21, 1988, unless 
otherwise noted. 

§ 312.80 Purpose. 

The purpose of this section is to es-
tablish procedures designed to expedite 
the development, evaluation, and mar-
keting of new therapies intended to 
treat persons with life-threatening and 
severely-debilitating illnesses, espe-
cially where no satisfactory alter-
native therapy exists. As stated 
§ 314.105(c) of this chapter, while the 
statutory standards of safety and effec-
tiveness apply to all drugs, the many 
kinds of drugs that are subject to 
them, and the wide range of uses for 
those drugs, demand flexibility in ap-
plying the standards. The Food and 
Drug Administration (FDA) has deter-
mined that it is appropriate to exercise 
the broadest flexibility in applying the 
statutory standards, while preserving 
appropriate guarantees for safety and 
effectiveness. These procedures reflect 
the recognition that physicians and pa-
tients are generally willing to accept 
greater risks or side effects from prod-
ucts that treat life-threatening and se-
verely-debilitating illnesses, than they 
would accept from products that treat 
less serious illnesses. These procedures 
also reflect the recognition that the 
benefits of the drug need to be evalu-
ated in light of the severity of the dis-
ease being treated. The procedure out-
lined in this section should be inter-
preted consistent with that purpose. 

§ 312.81 Scope. 

This section applies to new drug and 
biological products that are being stud-
ied for their safety and effectiveness in 
treating life-threatening or severely- 
debilitating diseases. 

(a) For purposes of this section, the 
term ‘‘life-threatening’’ means: 

(1) Diseases or conditions where the 
likelihood of death is high unless the 
course of the disease is interrupted; 
and 
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