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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 
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 
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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 

(2) Diseases or conditions with poten-
tially fatal outcomes, where the end 
point of clinical trial analysis is sur-
vival. 

(b) For purposes of this section, the 
term ‘‘severely debilitating’’ means 
diseases or conditions that cause major 
irreversible morbidity. 

(c) Sponsors are encouraged to con-
sult with FDA on the applicability of 
these procedures to specific products. 

[53 FR 41523, Oct. 21, 1988, as amended at 64 
FR 401, Jan. 5, 1999] 

§ 312.82 Early consultation. 
For products intended to treat life- 

threatening or severely-debilitating ill-
nesses, sponsors may request to meet 
with FDA-reviewing officials early in 
the drug development process to review 
and reach agreement on the design of 
necessary preclinical and clinical stud-
ies. Where appropriate, FDA will invite 
to such meetings one or more outside 
expert scientific consultants or advi-
sory committee members. To the ex-
tent FDA resources permit, agency re-
viewing officials will honor requests 
for such meetings 

(a) Pre-investigational new drug (IND) 
meetings. Prior to the submission of the 
initial IND, the sponsor may request a 

meeting with FDA-reviewing officials. 
The primary purpose of this meeting is 
to review and reach agreement on the 
design of animal studies needed to ini-
tiate human testing. The meeting may 
also provide an opportunity for dis-
cussing the scope and design of phase 1 
testing, plans for studying the drug 
product in pediatric populations, and 
the best approach for presentation and 
formatting of data in the IND. 

(b) End-of-phase 1 meetings. When data 
from phase 1 clinical testing are avail-
able, the sponsor may again request a 
meeting with FDA-reviewing officials. 
The primary purpose of this meeting is 
to review and reach agreement on the 
design of phase 2 controlled clinical 
trials, with the goal that such testing 
will be adequate to provide sufficient 
data on the drug’s safety and effective-
ness to support a decision on its ap-
provability for marketing, and to dis-
cuss the need for, as well as the design 
and timing of, studies of the drug in pe-
diatric patients. For drugs for life- 
threatening diseases, FDA will provide 
its best judgment, at that time, wheth-
er pediatric studies will be required 
and whether their submission will be 
deferred until after approval. The pro-
cedures outlined in § 312.47(b)(1) with 
respect to end-of-phase 2 conferences, 
including documentation of agree-
ments reached, would also be used for 
end-of-phase 1 meetings. 

[53 FR 41523, Oct. 21, 1988, as amended at 63 
FR 66669, Dec. 2, 1998] 

§ 312.83 Treatment protocols. 

If the preliminary analysis of phase 2 
test results appears promising, FDA 
may ask the sponsor to submit a treat-
ment protocol to be reviewed under the 
procedures and criteria listed in 
§§ 312.305 and 312.320. Such a treatment 
protocol, if requested and granted, 
would normally remain in effect while 
the complete data necessary for a mar-
keting application are being assembled 
by the sponsor and reviewed by FDA 
(unless grounds exist for clinical hold 
of ongoing protocols, as provided in 
§ 312.42(b)(3)(ii)). 

[53 FR 41523, Oct. 21, 1988, as amended at 76 
FR 13880, Mar. 15, 2011] 
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§ 312.84 Risk-benefit analysis in review 
of marketing applications for drugs 
to treat life-threatening and se-
verely-debilitating illnesses. 

(a) FDA’s application of the statu-
tory standards for marketing approval 
shall recognize the need for a medical 
risk-benefit judgment in making the 
final decision on approvability. As part 
of this evaluation, consistent with the 
statement of purpose in § 312.80, FDA 
will consider whether the benefits of 
the drug outweigh the known and po-
tential risks of the drug and the need 
to answer remaining questions about 
risks and benefits of the drug, taking 
into consideration the severity of the 
disease and the absence of satisfactory 
alternative therapy. 

(b) In making decisions on whether 
to grant marketing approval for prod-
ucts that have been the subject of an 
end-of-phase 1 meeting under § 312.82, 
FDA will usually seek the advice of 
outside expert scientific consultants or 
advisory committees. Upon the filing 
of such a marketing application under 
§ 314.101 or part 601 of this chapter, FDA 
will notify the members of the relevant 
standing advisory committee of the ap-
plication’s filing and its availability 
for review. 

(c) If FDA concludes that the data 
presented are not sufficient for mar-
keting approval, FDA will issue a com-
plete response letter under § 314.110 of 
this chapter or the biological product 
licensing procedures. Such letter, in 
describing the deficiencies in the appli-
cation, will address why the results of 
the research design agreed to under 
§ 312.82, or in subsequent meetings, 
have not provided sufficient evidence 
for marketing approval. Such letter 
will also describe any recommenda-
tions made by the advisory committee 
regarding the application. 

(d) Marketing applications submitted 
under the procedures contained in this 
section will be subject to the require-
ments and procedures contained in part 
314 or part 600 of this chapter, as well 
as those in this subpart. 

[53 FR 41523, Oct. 21, 1988, as amended at 73 
FR 39607, July 10, 2008] 

§ 312.85 Phase 4 studies. 
Concurrent with marketing approval, 

FDA may seek agreement from the 

sponsor to conduct certain post-
marketing (phase 4) studies to delin-
eate additional information about the 
drug’s risks, benefits, and optimal use. 
These studies could include, but would 
not be limited to, studying different 
doses or schedules of administration 
than were used in phase 2 studies, use 
of the drug in other patient popu-
lations or other stages of the disease, 
or use of the drug over a longer period 
of time. 

§ 312.86 Focused FDA regulatory re-
search. 

At the discretion of the agency, FDA 
may undertake focused regulatory re-
search on critical rate-limiting aspects 
of the preclinical, chemical/manufac-
turing, and clinical phases of drug de-
velopment and evaluation. When initi-
ated, FDA will undertake such re-
search efforts as a means for meeting a 
public health need in facilitating the 
development of therapies to treat life- 
threatening or severely debilitating ill-
nesses. 

§ 312.87 Active monitoring of conduct 
and evaluation of clinical trials. 

For drugs covered under this section, 
the Commissioner and other agency of-
ficials will monitor the progress of the 
conduct and evaluation of clinical 
trials and be involved in facilitating 
their appropriate progress. 

§ 312.88 Safeguards for patient safety. 

All of the safeguards incorporated 
within parts 50, 56, 312, 314, and 600 of 
this chapter designed to ensure the 
safety of clinical testing and the safety 
of products following marketing ap-
proval apply to drugs covered by this 
section. This includes the requirements 
for informed consent (part 50 of this 
chapter) and institutional review 
boards (part 56 of this chapter). These 
safeguards further include the review 
of animal studies prior to initial 
human testing (§ 312.23), and the moni-
toring of adverse drug experiences 
through the requirements of IND safe-
ty reports (§ 312.32), safety update re-
ports during agency review of a mar-
keting application (§ 314.50 of this chap-
ter), and postmarketing adverse reac-
tion reporting (§ 314.80 of this chapter). 
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