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§ 312.22

(3) The applicant’s submission otherwise justifies a waiver.

design of well-controlled, scientifically
valid, Phase 2 studies. The total number of subjects and patients included in
Phase 1 studies varies with the drug,
but is generally in the range of 20 to 80.
(2) Phase 1 studies also include studies of drug metabolism, structure-activity relationships, and mechanism of
action in humans, as well as studies in
which investigational drugs are used as
research tools to explore biological
phenomena or disease processes.
(b) Phase 2. Phase 2 includes the controlled clinical studies conducted to
evaluate the effectiveness of the drug
for a particular indication or indications in patients with the disease or
condition under study and to determine the common short-term side effects and risks associated with the
drug. Phase 2 studies are typically well
controlled, closely monitored, and conducted in a relatively small number of
patients, usually involving no more
than several hundred subjects.
(c) Phase 3. Phase 3 studies are expanded controlled and uncontrolled
trials. They are performed after preliminary evidence suggesting effectiveness of the drug has been obtained, and
are intended to gather the additional
information about effectiveness and
safety that is needed to evaluate the
overall benefit-risk relationship of the
drug and to provide an adequate basis
for physician labeling. Phase 3 studies
usually include from several hundred
to several thousand subjects.

[52 FR 8831, Mar. 19, 1987, as amended at 52
FR 23031, June 17, 1987; 67 FR 9585, Mar. 4,
2002]

Subpart B—Investigational New
Drug Application (IND)
§ 312.20 Requirement for an IND.
(a) A sponsor shall submit an IND to
FDA if the sponsor intends to conduct
a clinical investigation with an investigational new drug that is subject to
§ 312.2(a).
(b) A sponsor shall not begin a clinical investigation subject to § 312.2(a)
until the investigation is subject to an
IND which is in effect in accordance
with § 312.40.
(c) A sponsor shall submit a separate
IND for any clinical investigation involving an exception from informed
consent under § 50.24 of this chapter.
Such a clinical investigation is not
permitted to proceed without the prior
written authorization from FDA. FDA
shall provide a written determination
30 days after FDA receives the IND or
earlier.

wwoods2 on DSK1DXX6B1PROD with CFR

[52 FR 8831, Mar. 19, 1987, as amended at 61
FR 51529, Oct. 2, 1996; 62 FR 32479, June 16,
1997]

§ 312.21 Phases of an investigation.
An IND may be submitted for one or
more phases of an investigation. The
clinical investigation of a previously
untested drug is generally divided into
three phases. Although in general the
phases are conducted sequentially,
they may overlap. These three phases
of an investigation are a follows:
(a) Phase 1. (1) Phase 1 includes the
initial introduction of an investigational new drug into humans. Phase 1
studies are typically closely monitored
and may be conducted in patients or
normal volunteer subjects. These studies are designed to determine the metabolism and pharmacologic actions of
the drug in humans, the side effects associated with increasing doses, and, if
possible, to gain early evidence on effectiveness. During Phase 1, sufficient
information about the drug’s pharmacokinetics and pharmacological effects should be obtained to permit the

§ 312.22 General principles of the IND
submission.
(a) FDA’s primary objectives in reviewing an IND are, in all phases of the
investigation, to assure the safety and
rights of subjects, and, in Phase 2 and
3, to help assure that the quality of the
scientific evaluation of drugs is adequate to permit an evaluation of the
drug’s effectiveness and safety. Therefore, although FDA’s review of Phase 1
submissions will focus on assessing the
safety of Phase 1 investigations, FDA’s
review of Phases 2 and 3 submissions
will also include an assessment of the
scientific quality of the clinical investigations and the likelihood that the
investigations will yield data capable
of meeting statutory standards for
marketing approval.
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§ 312.23

21 CFR Ch. I (4–1–10 Edition)

(b) The amount of information on a
particular drug that must be submitted
in an IND to assure the accomplishment of the objectives described in
paragraph (a) of this section depends
upon such factors as the novelty of the
drug, the extent to which it has been
studied previously, the known or suspected risks, and the developmental
phase of the drug.
(c) The central focus of the initial
IND submission should be on the general investigational plan and the protocols for specific human studies. Subsequent amendments to the IND that
contain new or revised protocols should
build logically on previous submissions
and should be supported by additional
information, including the results of
animal toxicology studies or other
human studies as appropriate. Annual
reports to the IND should serve as the
focus for reporting the status of studies
being conducted under the IND and
should update the general investigational plan for the coming year.
(d) The IND format set forth in
§ 312.23 should be followed routinely by
sponsors in the interest of fostering an
efficient review of applications. Sponsors are expected to exercise considerable discretion, however, regarding the
content of information submitted in
each section, depending upon the kind
of drug being studied and the nature of
the available information. Section
312.23 outlines the information needed
for a commercially sponsored IND for a
new molecular entity. A sponsor-investigator who uses, as a research tool, an
investigational new drug that is already subject to a manufacturer’s IND
or marketing application should follow
the same general format, but ordinarily may, if authorized by the manufacturer, refer to the manufacturer’s
IND or marketing application in providing the technical information supporting the proposed clinical investigation. A sponsor-investigator who uses
an investigational drug not subject to
a manufacturer’s IND or marketing application is ordinarily required to submit all technical information supporting the IND, unless such information may be referenced from the scientific literature.

§ 312.23 IND content and format.
(a) A sponsor who intends to conduct
a clinical investigation subject to this
part shall submit an ‘‘Investigational
New Drug Application’’ (IND) including, in the following order:
(1) Cover sheet (Form FDA–1571). A
cover sheet for the application containing the following:
(i) The name, address, and telephone
number of the sponsor, the date of the
application, and the name of the investigational new drug.
(ii) Identification of the phase or
phases of the clinical investigation to
be conducted.
(iii) A commitment not to begin clinical investigations until an IND covering the investigations is in effect.
(iv) A commitment that an Institutional Review Board (IRB) that complies with the requirements set forth in
part 56 will be responsible for the initial and continuing review and approval of each of the studies in the proposed clinical investigation and that
the investigator will report to the IRB
proposed changes in the research activity in accordance with the requirements of part 56.
(v) A commitment to conduct the investigation in accordance with all
other applicable regulatory requirements.
(vi) The name and title of the person
responsible for monitoring the conduct
and progress of the clinical investigations.
(vii) The name(s) and title(s) of the
person(s) responsible under § 312.32 for
review and evaluation of information
relevant to the safety of the drug.
(viii) If a sponsor has transferred any
obligations for the conduct of any clinical study to a contract research organization, a statement containing the
name and address of the contract research organization, identification of
the clinical study, and a listing of the
obligations transferred. If all obligations governing the conduct of the
study have been transferred, a general
statement of this transfer—in lieu of a
listing of the specific obligations transferred—may be submitted.
(ix) The signature of the sponsor or
the sponsor’s authorized representative. If the person signing the application does not reside or have a place of
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