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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.
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[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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