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(2) A description of an alternative 
submission or course of action that 
satisfies the purpose of the require-
ment; or 

(3) Other information justifying a 
waiver. 

(b) FDA may grant a waiver if it 
finds that the sponsor’s noncompliance 
would not pose a significant and unrea-
sonable risk to human subjects of the 
investigation and that one of the fol-
lowing is met: 

(1) The sponsor’s compliance with the 
requirement is unnecessary for the 
agency to evaluate the application, or 
compliance cannot be achieved; 

(2) The sponsor’s proposed alter-
native satisfies the requirement; or 

(3) The applicant’s submission other-
wise justifies a waiver. 

[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 inves-
tigational new drug that is subject to 
§ 312.2(a). 

(b) A sponsor shall not begin a clin-
ical 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 in-
volving 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. 

[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 investiga-
tional new drug into humans. Phase 1 
studies are typically closely monitored 
and may be conducted in patients or 
normal volunteer subjects. These stud-
ies are designed to determine the me-
tabolism and pharmacologic actions of 
the drug in humans, the side effects as-
sociated with increasing doses, and, if 
possible, to gain early evidence on ef-
fectiveness. During Phase 1, sufficient 
information about the drug’s phar-
macokinetics and pharmacological ef-
fects should be obtained to permit the 
design of well-controlled, scientifically 
valid, Phase 2 studies. The total num-
ber 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 stud-
ies of drug metabolism, structure-ac-
tivity 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 con-
trolled clinical studies conducted to 
evaluate the effectiveness of the drug 
for a particular indication or indica-
tions in patients with the disease or 
condition under study and to deter-
mine the common short-term side ef-
fects and risks associated with the 
drug. Phase 2 studies are typically well 
controlled, closely monitored, and con-
ducted in a relatively small number of 
patients, usually involving no more 
than several hundred subjects. 

(c) Phase 3. Phase 3 studies are ex-
panded controlled and uncontrolled 
trials. They are performed after pre-
liminary evidence suggesting effective-
ness 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. 
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§ 312.22 General principles of the IND 
submission. 

(a) FDA’s primary objectives in re-
viewing 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 ade-
quate to permit an evaluation of the 
drug’s effectiveness and safety. There-
fore, 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 inves-
tigations and the likelihood that the 
investigations will yield data capable 
of meeting statutory standards for 
marketing approval. 

(b) The amount of information on a 
particular drug that must be submitted 
in an IND to assure the accomplish-
ment 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 sus-
pected risks, and the developmental 
phase of the drug. 

(c) The central focus of the initial 
IND submission should be on the gen-
eral investigational plan and the proto-
cols for specific human studies. Subse-
quent 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 investiga-
tional 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. Spon-
sors are expected to exercise consider-
able 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-inves-

tigator who uses, as a research tool, an 
investigational new drug that is al-
ready subject to a manufacturer’s IND 
or marketing application should follow 
the same general format, but ordi-
narily may, if authorized by the manu-
facturer, refer to the manufacturer’s 
IND or marketing application in pro-
viding the technical information sup-
porting the proposed clinical investiga-
tion. A sponsor-investigator who uses 
an investigational drug not subject to 
a manufacturer’s IND or marketing ap-
plication is ordinarily required to sub-
mit all technical information sup-
porting the IND, unless such informa-
tion may be referenced from the sci-
entific 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) includ-
ing, in the following order: 

(1) Cover sheet (Form FDA–1571). A 
cover sheet for the application con-
taining the following: 

(i) The name, address, and telephone 
number of the sponsor, the date of the 
application, and the name of the inves-
tigational new drug. 

(ii) Identification of the phase or 
phases of the clinical investigation to 
be conducted. 

(iii) A commitment not to begin clin-
ical investigations until an IND cov-
ering the investigations is in effect. 

(iv) A commitment that an Institu-
tional Review Board (IRB) that com-
plies with the requirements set forth in 
part 56 will be responsible for the ini-
tial and continuing review and ap-
proval of each of the studies in the pro-
posed clinical investigation and that 
the investigator will report to the IRB 
proposed changes in the research activ-
ity in accordance with the require-
ments of part 56. 

(v) A commitment to conduct the in-
vestigation in accordance with all 
other applicable regulatory require-
ments. 

(vi) The name and title of the person 
responsible for monitoring the conduct 
and progress of the clinical investiga-
tions. 

(vii) The name(s) and title(s) of the 
person(s) responsible under § 312.32 for 
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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 clin-
ical study to a contract research orga-
nization, a statement containing the 
name and address of the contract re-
search organization, identification of 
the clinical study, and a listing of the 
obligations transferred. If all obliga-
tions governing the conduct of the 
study have been transferred, a general 
statement of this transfer—in lieu of a 
listing of the specific obligations trans-
ferred—may be submitted. 

(ix) The signature of the sponsor or 
the sponsor’s authorized representa-
tive. If the person signing the applica-
tion does not reside or have a place of 
business within the United States, the 
IND is required to contain the name 
and address of, and be countersigned 
by, an attorney, agent, or other au-
thorized official who resides or main-
tains a place of business within the 
United States. 

(2) A table of contents. 
(3) Introductory statement and general 

investigational plan. (i) A brief introduc-
tory statement giving the name of the 
drug and all active ingredients, the 
drug’s pharmacological class, the 
structural formula of the drug (if 
known), the formulation of the dosage 
form(s) to be used, the route of admin-
istration, and the broad objectives and 
planned duration of the proposed clin-
ical investigation(s). 

(ii) A brief summary of previous 
human experience with the drug, with 
reference to other IND’s if pertinent, 
and to investigational or marketing ex-
perience in other countries that may 
be relevant to the safety of the pro-
posed clinical investigation(s). 

(iii) If the drug has been withdrawn 
from investigation or marketing in any 
country for any reason related to safe-
ty or effectiveness, identification of 
the country(ies) where the drug was 
withdrawn and the reasons for the 
withdrawal. 

(iv) A brief description of the overall 
plan for investigating the drug product 
for the following year. The plan should 
include the following: (a) The rationale 
for the drug or the research study; (b) 
the indication(s) to be studied; (c) the 
general approach to be followed in 

evaluating the drug; (d) the kinds of 
clinical trials to be conducted in the 
first year following the submission (if 
plans are not developed for the entire 
year, the sponsor should so indicate); 
(e) the estimated number of patients to 
be given the drug in those studies; and 
(f) any risks of particular severity or 
seriousness anticipated on the basis of 
the toxicological data in animals or 
prior studies in humans with the drug 
or related drugs. 

(4) [Reserved] 
(5) Investigator’s brochure. If required 

under § 312.55, a copy of the investiga-
tor’s brochure, containing the fol-
lowing information: 

(i) A brief description of the drug 
substance and the formulation, includ-
ing the structural formula, if known. 

(ii) A summary of the pharma-
cological and toxicological effects of 
the drug in animals and, to the extent 
known, in humans. 

(iii) A summary of the pharmaco-
kinetics and biological disposition of 
the drug in animals and, if known, in 
humans. 

(iv) A summary of information relat-
ing to safety and effectiveness in hu-
mans obtained from prior clinical stud-
ies. (Reprints of published articles on 
such studies may be appended when 
useful.) 

(v) A description of possible risks and 
side effects to be anticipated on the 
basis of prior experience with the drug 
under investigation or with related 
drugs, and of precautions or special 
monitoring to be done as part of the in-
vestigational use of the drug. 

(6) Protocols. (i) A protocol for each 
planned study. (Protocols for studies 
not submitted initially in the IND 
should be submitted in accordance with 
§ 312.30(a).) In general, protocols for 
Phase 1 studies may be less detailed 
and more flexible than protocols for 
Phase 2 and 3 studies. Phase 1 protocols 
should be directed primarily at pro-
viding an outline of the investigation— 
an estimate of the number of patients 
to be involved, a description of safety 
exclusions, and a description of the 
dosing plan including duration, dose, or 
method to be used in determining 
dose—and should specify in detail only 
those elements of the study that are 
critical to safety, such as necessary 
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monitoring of vital signs and blood 
chemistries. Modifications of the ex-
perimental design of Phase 1 studies 
that do not affect critical safety as-
sessments are required to be reported 
to FDA only in the annual report. 

(ii) In Phases 2 and 3, detailed proto-
cols describing all aspects of the study 
should be submitted. A protocol for a 
Phase 2 or 3 investigation should be de-
signed in such a way that, if the spon-
sor anticipates that some deviation 
from the study design may become nec-
essary as the investigation progresses, 
alternatives or contingencies to pro-
vide for such deviation are built into 
the protocols at the outset. For exam-
ple, a protocol for a controlled short- 
term study might include a plan for an 
early crossover of nonresponders to an 
alternative therapy. 

(iii) A protocol is required to contain 
the following, with the specific ele-
ments and detail of the protocol re-
flecting the above distinctions depend-
ing on the phase of study: 

(a) A statement of the objectives and 
purpose of the study. 

(b) The name and address and a state-
ment of the qualifications (curriculum 
vitae or other statement of qualifica-
tions) of each investigator, and the 
name of each subinvestigator (e.g., re-
search fellow, resident) working under 
the supervision of the investigator; the 
name and address of the research fa-
cilities to be used; and the name and 
address of each reviewing Institutional 
Review Board. 

(c) The criteria for patient selection 
and for exclusion of patients and an es-
timate of the number of patients to be 
studied. 

(d) A description of the design of the 
study, including the kind of control 
group to be used, if any, and a descrip-
tion of methods to be used to minimize 
bias on the part of subjects, investiga-
tors, and analysts. 

(e) The method for determining the 
dose(s) to be administered, the planned 
maximum dosage, and the duration of 
individual patient exposure to the 
drug. 

(f) A description of the observations 
and measurements to be made to fulfill 
the objectives of the study. 

(g) A description of clinical proce-
dures, laboratory tests, or other meas-

ures to be taken to monitor the effects 
of the drug in human subjects and to 
minimize risk. 

(7) Chemistry, manufacturing, and con-
trol information. (i) As appropriate for 
the particular investigations covered 
by the IND, a section describing the 
composition, manufacture, and control 
of the drug substance and the drug 
product. Although in each phase of the 
investigation sufficient information is 
required to be submitted to assure the 
proper identification, quality, purity, 
and strength of the investigational 
drug, the amount of information need-
ed to make that assurance will vary 
with the phase of the investigation, the 
proposed duration of the investigation, 
the dosage form, and the amount of in-
formation otherwise available. FDA 
recognizes that modifications to the 
method of preparation of the new drug 
substance and dosage form and changes 
in the dosage form itself are likely as 
the investigation progresses. There-
fore, the emphasis in an initial Phase 1 
submission should generally be placed 
on the identification and control of the 
raw materials and the new drug sub-
stance. Final specifications for the 
drug substance and drug product are 
not expected until the end of the inves-
tigational process. 

(ii) It should be emphasized that the 
amount of information to be submitted 
depends upon the scope of the proposed 
clinical investigation. For example, al-
though stability data are required in 
all phases of the IND to demonstrate 
that the new drug substance and drug 
product are within acceptable chemical 
and physical limits for the planned du-
ration of the proposed clinical inves-
tigation, if very short-term tests are 
proposed, the supporting stability data 
can be correspondingly limited. 

(iii) As drug development proceeds 
and as the scale or production is 
changed from the pilot-scale produc-
tion appropriate for the limited initial 
clinical investigations to the larger- 
scale production needed for expanded 
clinical trials, the sponsor should sub-
mit information amendments to sup-
plement the initial information sub-
mitted on the chemistry, manufac-
turing, and control processes with in-
formation appropriate to the expanded 
scope of the investigation. 
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(iv) Reflecting the distinctions de-
scribed in this paragraph (a)(7), and 
based on the phase(s) to be studied, the 
submission is required to contain the 
following: 

(a) Drug substance. A description of 
the drug substance, including its phys-
ical, chemical, or biological character-
istics; the name and address of its man-
ufacturer; the general method of prepa-
ration of the drug substance; the ac-
ceptable limits and analytical methods 
used to assure the identity, strength, 
quality, and purity of the drug sub-
stance; and information sufficient to 
support stability of the drug substance 
during the toxicological studies and 
the planned clinical studies. Reference 
to the current edition of the United 
States Pharmacopeia—National For-
mulary may satisfy relevant require-
ments in this paragraph. 

(b) Drug product. A list of all compo-
nents, which may include reasonable 
alternatives for inactive compounds, 
used in the manufacture of the inves-
tigational drug product, including both 
those components intended to appear 
in the drug product and those which 
may not appear but which are used in 
the manufacturing process, and, where 
applicable, the quantitative composi-
tion of the investigational drug prod-
uct, including any reasonable vari-
ations that may be expected during the 
investigational stage; the name and ad-
dress of the drug product manufac-
turer; a brief general description of the 
manufacturing and packaging proce-
dure as appropriate for the product; the 
acceptable limits and analytical meth-
ods used to assure the identity, 
strength, quality, and purity of the 
drug product; and information suffi-
cient to assure the product’s stability 
during the planned clinical studies. 
Reference to the current edition of the 
United States Pharmacopeia—National 
Formulary may satisfy certain require-
ments in this paragraph. 

(c) A brief general description of the 
composition, manufacture, and control 
of any placebo used in a controlled 
clinical trial. 

(d) Labeling. A copy of all labels and 
labeling to be provided to each investi-
gator. 

(e) Environmental analysis require-
ments. A claim for categorical exclu-

sion under § 25.30 or 25.31 or an environ-
mental assessment under § 25.40. 

(8) Pharmacology and toxicology infor-
mation. Adequate information about 
pharmacological and toxicological 
studies of the drug involving labora-
tory animals or in vitro, on the basis of 
which the sponsor has concluded that 
it is reasonably safe to conduct the 
proposed clinical investigations. The 
kind, duration, and scope of animal and 
other tests required varies with the du-
ration and nature of the proposed clin-
ical investigations. Guidance docu-
ments are available from FDA that de-
scribe ways in which these require-
ments may be met. Such information is 
required to include the identification 
and qualifications of the individuals 
who evaluated the results of such stud-
ies and concluded that it is reasonably 
safe to begin the proposed investiga-
tions and a statement of where the in-
vestigations were conducted and where 
the records are available for inspec-
tion. As drug development proceeds, 
the sponsor is required to submit infor-
mational amendments, as appropriate, 
with additional information pertinent 
to safety. 

(i) Pharmacology and drug disposition. 
A section describing the pharma-
cological effects and mechanism(s) of 
action of the drug in animals, and in-
formation on the absorption, distribu-
tion, metabolism, and excretion of the 
drug, if known. 

(ii) Toxicology. (a) An integrated sum-
mary of the toxicological effects of the 
drug in animals and in vitro. Depend-
ing on the nature of the drug and the 
phase of the investigation, the descrip-
tion is to include the results of acute, 
subacute, and chronic toxicity tests; 
tests of the drug’s effects on reproduc-
tion and the developing fetus; any spe-
cial toxicity test related to the drug’s 
particular mode of administration or 
conditions of use (e.g., inhalation, der-
mal, or ocular toxicology); and any in 
vitro studies intended to evaluate drug 
toxicity. 

(b) For each toxicology study that is 
intended primarily to support the safe-
ty of the proposed clinical investiga-
tion, a full tabulation of data suitable 
for detailed review. 

(iii) For each nonclinical laboratory 
study subject to the good laboratory 
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practice regulations under part 58, a 
statement that the study was con-
ducted in compliance with the good 
laboratory practice regulations in part 
58, or, if the study was not conducted 
in compliance with those regulations, a 
brief statement of the reason for the 
noncompliance. 

(9) Previous human experience with the 
investigational drug. A summary of pre-
vious human experience known to the 
applicant, if any, with the investiga-
tional drug. The information is re-
quired to include the following: 

(i) If the investigational drug has 
been investigated or marketed pre-
viously, either in the United States or 
other countries, detailed information 
about such experience that is relevant 
to the safety of the proposed investiga-
tion or to the investigation’s rationale. 
If the drug has been the subject of con-
trolled trials, detailed information on 
such trials that is relevant to an as-
sessment of the drug’s effectiveness for 
the proposed investigational use(s) 
should also be provided. Any published 
material that is relevant to the safety 
of the proposed investigation or to an 
assessment of the drug’s effectiveness 
for its proposed investigational use 
should be provided in full. Published 
material that is less directly relevant 
may be supplied by a bibliography. 

(ii) If the drug is a combination of 
drugs previously investigated or mar-
keted, the information required under 
paragraph (a)(9)(i) of this section 
should be provided for each active drug 
component. However, if any component 
in such combination is subject to an 
approved marketing application or is 
otherwise lawfully marketed in the 
United States, the sponsor is not re-
quired to submit published material 
concerning that active drug component 
unless such material relates directly to 
the proposed investigational use (in-
cluding publications relevant to com-
ponent-component interaction). 

(iii) If the drug has been marketed 
outside the United States, a list of the 
countries in which the drug has been 
marketed and a list of the countries in 
which the drug has been withdrawn 
from marketing for reasons potentially 
related to safety or effectiveness. 

(10) Additional information. In certain 
applications, as described below, infor-

mation on special topics may be need-
ed. Such information shall be sub-
mitted in this section as follows: 

(i) Drug dependence and abuse poten-
tial. If the drug is a psychotropic sub-
stance or otherwise has abuse poten-
tial, a section describing relevant clin-
ical studies and experience and studies 
in test animals. 

(ii) Radioactive drugs. If the drug is a 
radioactive drug, sufficient data from 
animal or human studies to allow a 
reasonable calculation of radiation-ab-
sorbed dose to the whole body and crit-
ical organs upon administration to a 
human subject. Phase 1 studies of ra-
dioactive drugs must include studies 
which will obtain sufficient data for 
dosimetry calculations. 

(iii) Pediatric studies. Plans for assess-
ing pediatric safety and effectiveness. 

(iv) Other information. A brief state-
ment of any other information that 
would aid evaluation of the proposed 
clinical investigations with respect to 
their safety or their design and poten-
tial as controlled clinical trials to sup-
port marketing of the drug. 

(11) Relevant information. If requested 
by FDA, any other relevant informa-
tion needed for review of the applica-
tion. 

(b) Information previously submitted. 
The sponsor ordinarily is not required 
to resubmit information previously 
submitted, but may incorporate the in-
formation by reference. A reference to 
information submitted previously must 
identify the file by name, reference 
number, volume, and page number 
where the information can be found. A 
reference to information submitted to 
the agency by a person other than the 
sponsor is required to contain a writ-
ten statement that authorizes the ref-
erence and that is signed by the person 
who submitted the information. 

(c) Material in a foreign language. The 
sponsor shall submit an accurate and 
complete English translation of each 
part of the IND that is not in English. 
The sponsor shall also submit a copy of 
each original literature publication for 
which an English translation is sub-
mitted. 

(d) Number of copies. The sponsor 
shall submit an original and two copies 
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of all submissions to the IND file, in-
cluding the original submission and all 
amendments and reports. 

(e) Numbering of IND submissions. 
Each submission relating to an IND is 
required to be numbered serially using 
a single, three-digit serial number. The 
initial IND is required to be numbered 
000; each subsequent submission (e.g., 
amendment, report, or correspondence) 
is required to be numbered chrono-
logically in sequence. 

(f) Identification of exception from in-
formed consent. If the investigation in-
volves an exception from informed con-
sent under § 50.24 of this chapter, the 
sponsor shall prominently identify on 
the cover sheet that the investigation 
is subject to the requirements in § 50.24 
of this chapter. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 
1988; 61 FR 51529, Oct. 2, 1996; 62 FR 40599, 
July 29, 1997; 63 FR 66669, Dec. 2, 1998; 65 FR 
56479, Sept. 19, 2000; 67 FR 9585, Mar. 4, 2002] 

§ 312.30 Protocol amendments. 

Once an IND is in effect, a sponsor 
shall amend it as needed to ensure that 
the clinical investigations are con-
ducted according to protocols included 
in the application. This section sets 
forth the provisions under which new 
protocols may be submitted and 
changes in previously submitted proto-
cols may be made. Whenever a sponsor 
intends to conduct a clinical investiga-
tion with an exception from informed 
consent for emergency research as set 
forth in § 50.24 of this chapter, the spon-
sor shall submit a separate IND for 
such investigation. 

(a) New protocol. Whenever a sponsor 
intends to conduct a study that is not 
covered by a protocol already con-
tained in the IND, the sponsor shall 
submit to FDA a protocol amendment 
containing the protocol for the study. 
Such study may begin provided two 
conditions are met: (1) The sponsor has 
submitted the protocol to FDA for its 
review; and (2) the protocol has been 
approved by the Institutional Review 
Board (IRB) with responsibility for re-
view and approval of the study in ac-
cordance with the requirements of part 
56. The sponsor may comply with these 
two conditions in either order. 

(b) Changes in a protocol. (1) A sponsor 
shall submit a protocol amendment de-
scribing any change in a Phase 1 pro-
tocol that significantly affects the 
safety of subjects or any change in a 
Phase 2 or 3 protocol that significantly 
affects the safety of subjects, the scope 
of the investigation, or the scientific 
quality of the study. Examples of 
changes requiring an amendment under 
this paragraph include: 

(i) Any increase in drug dosage or du-
ration of exposure of individual sub-
jects to the drug beyond that in the 
current protocol, or any significant in-
crease in the number of subjects under 
study. 

(ii) Any significant change in the de-
sign of a protocol (such as the addition 
or dropping of a control group). 

(iii) The addition of a new test or 
procedure that is intended to improve 
monitoring for, or reduce the risk of, a 
side effect or adverse event; or the 
dropping of a test intended to monitor 
safety. 

(2)(i) A protocol change under para-
graph (b)(1) of this section may be 
made provided two conditions are met: 

(a) The sponsor has submitted the 
change to FDA for its review; and 

(b) The change has been approved by 
the IRB with responsibility for review 
and approval of the study. The sponsor 
may comply with these two conditions 
in either order. 

(ii) Notwithstanding paragraph 
(b)(2)(i) of this section, a protocol 
change intended to eliminate an appar-
ent immediate hazard to subjects may 
be implemented immediately provided 
FDA is subsequently notified by pro-
tocol amendment and the reviewing 
IRB is notified in accordance with 
§ 56.104(c). 

(c) New investigator. A sponsor shall 
submit a protocol amendment when a 
new investigator is added to carry out 
a previously submitted protocol, except 
that a protocol amendment is not re-
quired when a licensed practitioner is 
added in the case of a treatment pro-
tocol under § 312.315 or § 312.320. Once 
the investigator is added to the study, 
the investigational drug may be 
shipped to the investigator and the in-
vestigator may begin participating in 
the study. The sponsor shall notify 
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FDA of the new investigator within 30 
days of the investigator being added. 

(d) Content and format. A protocol 
amendment is required to be promi-
nently identified as such (i.e., ‘‘Pro-
tocol Amendment: New Protocol’’, 
‘‘Protocol Amendment: Change in Pro-
tocol’’, or ‘‘Protocol Amendment: New 
Investigator’’), and to contain the fol-
lowing: 

(1)(i) In the case of a new protocol, a 
copy of the new protocol and a brief de-
scription of the most clinically signifi-
cant differences between it and pre-
vious protocols. 

(ii) In the case of a change in pro-
tocol, a brief description of the change 
and reference (date and number) to the 
submission that contained the pro-
tocol. 

(iii) In the case of a new investigator, 
the investigator’s name, the qualifica-
tions to conduct the investigation, ref-
erence to the previously submitted pro-
tocol, and all additional information 
about the investigator’s study as is re-
quired under § 312.23(a)(6)(iii)(b). 

(2) Reference, if necessary, to specific 
technical information in the IND or in 
a concurrently submitted information 
amendment to the IND that the spon-
sor relies on to support any clinically 
significant change in the new or 
amended protocol. If the reference is 
made to supporting information al-
ready in the IND, the sponsor shall 
identify by name, reference number, 
volume, and page number the location 
of the information. 

(3) If the sponsor desires FDA to com-
ment on the submission, a request for 
such comment and the specific ques-
tions FDA’s response should address. 

(e) When submitted. A sponsor shall 
submit a protocol amendment for a 
new protocol or a change in protocol 
before its implementation. Protocol 
amendments to add a new investigator 
or to provide additional information 
about investigators may be grouped 
and submitted at 30-day intervals. 
When several submissions of new proto-
cols or protocol changes are antici-
pated during a short period, the spon-
sor is encouraged, to the extent fea-

sible, to include these all in a single 
submission. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 
1988; 61 FR 51530, Oct. 2, 1996; 67 FR 9585, Mar. 
4, 2002; 74 FR 40942, Aug. 13, 2009] 

§ 312.31 Information amendments. 
(a) Requirement for information amend-

ment. A sponsor shall report in an in-
formation amendment essential infor-
mation on the IND that is not within 
the scope of a protocol amendment, 
IND safety reports, or annual report. 
Examples of information requiring an 
information amendment include: 

(1) New toxicology, chemistry, or 
other technical information; or 

(2) A report regarding the discontinu-
ance of a clinical investigation. 

(b) Content and format of an informa-
tion amendment. An information amend-
ment is required to bear prominent 
identification of its contents (e.g., ‘‘In-
formation Amendment: Chemistry, 
Manufacturing, and Control’’, ‘‘Infor-
mation Amendment: Pharmacology- 
Toxicology’’, ‘‘Information Amend-
ment: Clinical’’), and to contain the 
following: 

(1) A statement of the nature and 
purpose of the amendment. 

(2) An organized submission of the 
data in a format appropriate for sci-
entific review. 

(3) If the sponsor desires FDA to com-
ment on an information amendment, a 
request for such comment. 

(c) When submitted. Information 
amendments to the IND should be sub-
mitted as necessary but, to the extent 
feasible, not more than every 30 days. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 53 FR 1918, Jan. 25, 
1988; 67 FR 9585, Mar. 4, 2002] 

§ 312.32 IND safety reporting. 
(a) Definitions. The following defini-

tions of terms apply to this section: 
Adverse event means any untoward 

medical occurrence associated with the 
use of a drug in humans, whether or 
not considered drug related. 

Life-threatening adverse event or life- 
threatening suspected adverse reaction. 
An adverse event or suspected adverse 
reaction is considered ‘‘life-threat-
ening’’ if, in the view of either the in-
vestigator or sponsor, its occurrence 
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places the patient or subject at imme-
diate risk of death. It does not include 
an adverse event or suspected adverse 
reaction that, had it occurred in a 
more severe form, might have caused 
death. 

Serious adverse event or serious sus-
pected adverse reaction. An adverse 
event or suspected adverse reaction is 
considered ‘‘serious’’ if, in the view of 
either the investigator or sponsor, it 
results in any of the following out-
comes: Death, a life-threatening ad-
verse event, inpatient hospitalization 
or prolongation of existing hospitaliza-
tion, a persistent or significant inca-
pacity or substantial disruption of the 
ability to conduct normal life func-
tions, or a congenital anomaly/birth 
defect. Important medical events that 
may not result in death, be life-threat-
ening, or require hospitalization may 
be considered serious when, based upon 
appropriate medical judgment, they 
may jeopardize the patient or subject 
and may require medical or surgical 
intervention to prevent one of the out-
comes listed in this definition. Exam-
ples of such medical events include al-
lergic bronchospasm requiring inten-
sive treatment in an emergency room 
or at home, blood dyscrasias or convul-
sions that do not result in inpatient 
hospitalization, or the development of 
drug dependency or drug abuse. 

Suspected adverse reaction means any 
adverse event for which there is a rea-
sonable possibility that the drug 
caused the adverse event. For the pur-
poses of IND safety reporting, ‘‘reason-
able possibility’’ means there is evi-
dence to suggest a causal relationship 
between the drug and the adverse 
event. Suspected adverse reaction im-
plies a lesser degree of certainty about 
causality than adverse reaction, which 
means any adverse event caused by a 
drug. 

Unexpected adverse event or unexpected 
suspected adverse reaction. An adverse 
event or suspected adverse reaction is 
considered ‘‘unexpected’’ if it is not 
listed in the investigator brochure or is 
not listed at the specificity or severity 
that has been observed; or, if an inves-
tigator brochure is not required or 
available, is not consistent with the 
risk information described in the gen-
eral investigational plan or elsewhere 

in the current application, as amended. 
For example, under this definition, he-
patic necrosis would be unexpected (by 
virtue of greater severity) if the inves-
tigator brochure referred only to ele-
vated hepatic enzymes or hepatitis. 
Similarly, cerebral thromboembolism 
and cerebral vasculitis would be unex-
pected (by virtue of greater specificity) 
if the investigator brochure listed only 
cerebral vascular accidents. ‘‘Unex-
pected,’’ as used in this definition, also 
refers to adverse events or suspected 
adverse reactions that are mentioned 
in the investigator brochure as occur-
ring with a class of drugs or as antici-
pated from the pharmacological prop-
erties of the drug, but are not specifi-
cally mentioned as occurring with the 
particular drug under investigation. 

(b) Review of safety information. The 
sponsor must promptly review all in-
formation relevant to the safety of the 
drug obtained or otherwise received by 
the sponsor from foreign or domestic 
sources, including information derived 
from any clinical or epidemiological 
investigations, animal or in vitro stud-
ies, reports in the scientific literature, 
and unpublished scientific papers, as 
well as reports from foreign regulatory 
authorities and reports of foreign com-
mercial marketing experience for drugs 
that are not marketed in the United 
States. 

(c)(1) IND safety reports. The sponsor 
must notify FDA and all participating 
investigators (i.e., all investigators to 
whom the sponsor is providing drug 
under its INDs or under any investiga-
tor’s IND) in an IND safety report of 
potential serious risks, from clinical 
trials or any other source, as soon as 
possible, but in no case later than 15 
calendar days after the sponsor deter-
mines that the information qualifies 
for reporting under paragraph (c)(1)(i), 
(c)(1)(ii), (c)(1)(iii), or (c)(1)(iv) of this 
section. In each IND safety report, the 
sponsor must identify all IND safety 
reports previously submitted to FDA 
concerning a similar suspected adverse 
reaction, and must analyze the signifi-
cance of the suspected adverse reaction 
in light of previous, similar reports or 
any other relevant information. 

(i) Serious and unexpected suspected 
adverse reaction. The sponsor must re-
port any suspected adverse reaction 
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that is both serious and unexpected. 
The sponsor must report an adverse 
event as a suspected adverse reaction 
only if there is evidence to suggest a 
causal relationship between the drug 
and the adverse event, such as: 

(A) A single occurrence of an event 
that is uncommon and known to be 
strongly associated with drug exposure 
(e.g., angioedema, hepatic injury, Ste-
vens-Johnson Syndrome); 

(B) One or more occurrences of an 
event that is not commonly associated 
with drug exposure, but is otherwise 
uncommon in the population exposed 
to the drug (e.g., tendon rupture); 

(C) An aggregate analysis of specific 
events observed in a clinical trial (such 
as known consequences of the under-
lying disease or condition under inves-
tigation or other events that com-
monly occur in the study population 
independent of drug therapy) that indi-
cates those events occur more fre-
quently in the drug treatment group 
than in a concurrent or historical con-
trol group. 

(ii) Findings from other studies. The 
sponsor must report any findings from 
epidemiological studies, pooled anal-
ysis of multiple studies, or clinical 
studies (other than those reported 
under paragraph (c)(1)(i) of this sec-
tion), whether or not conducted under 
an IND, and whether or not conducted 
by the sponsor, that suggest a signifi-
cant risk in humans exposed to the 
drug. Ordinarily, such a finding would 
result in a safety-related change in the 
protocol, informed consent, investi-
gator brochure (excluding routine up-
dates of these documents), or other as-
pects of the overall conduct of the clin-
ical investigation. 

(iii) Findings from animal or in vitro 
testing. The sponsor must report any 
findings from animal or in vitro test-
ing, whether or not conducted by the 
sponsor, that suggest a significant risk 
in humans exposed to the drug, such as 
reports of mutagenicity, 
teratogenicity, or carcinogenicity, or 
reports of significant organ toxicity at 
or near the expected human exposure. 
Ordinarily, any such findings would re-
sult in a safety-related change in the 
protocol, informed consent, investi-
gator brochure (excluding routine up-
dates of these documents), or other as-

pects of the overall conduct of the clin-
ical investigation. 

(iv) Increased rate of occurrence of seri-
ous suspected adverse reactions. The 
sponsor must report any clinically im-
portant increase in the rate of a seri-
ous suspected adverse reaction over 
that listed in the protocol or investi-
gator brochure. 

(v) Submission of IND safety reports. 
The sponsor must submit each IND 
safety report in a narrative format or 
on FDA Form 3500A or in an electronic 
format that FDA can process, review, 
and archive. FDA will periodically 
issue guidance on how to provide the 
electronic submission (e.g., method of 
transmission, media, file formats, prep-
aration and organization of files). The 
sponsor may submit foreign suspected 
adverse reactions on a Council for 
International Organizations of Medical 
Sciences (CIOMS) I Form instead of a 
FDA Form 3500A. Reports of overall 
findings or pooled analyses from pub-
lished and unpublished in vitro, ani-
mal, epidemiological, or clinical stud-
ies must be submitted in a narrative 
format. Each notification to FDA must 
bear prominent identification of its 
contents, i.e., ‘‘IND Safety Report,’’ 
and must be transmitted to the review 
division in the Center for Drug Evalua-
tion and Research or in the Center for 
Biologics Evaluation and Research 
that has responsibility for review of 
the IND. Upon request from FDA, the 
sponsor must submit to FDA any addi-
tional data or information that the 
agency deems necessary, as soon as 
possible, but in no case later than 15 
calendar days after receiving the re-
quest. 

(2) Unexpected fatal or life-threatening 
suspected adverse reaction reports. The 
sponsor must also notify FDA of any 
unexpected fatal or life-threatening 
suspected adverse reaction as soon as 
possible but in no case later than 7 cal-
endar days after the sponsor’s initial 
receipt of the information. 

(3) Reporting format or frequency. FDA 
may require a sponsor to submit IND 
safety reports in a format or at a fre-
quency different than that required 
under this paragraph. The sponsor may 
also propose and adopt a different re-
porting format or frequency if the 
change is agreed to in advance by the 
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director of the FDA review division 
that has responsibility for review of 
the IND. 

(4) Investigations of marketed drugs. A 
sponsor of a clinical study of a drug 
marketed or approved in the United 
States that is conducted under an IND 
is required to submit IND safety re-
ports for suspected adverse reactions 
that are observed in the clinical study, 
at domestic or foreign study sites. The 
sponsor must also submit safety infor-
mation from the clinical study as pre-
scribed by the postmarketing safety re-
porting requirements (e.g., §§ 310.305, 
314.80, and 600.80 of this chapter). 

(5) Reporting study endpoints. Study 
endpoints (e.g., mortality or major 
morbidity) must be reported to FDA by 
the sponsor as described in the protocol 
and ordinarily would not be reported 
under paragraph (c) of this section. 
However, if a serious and unexpected 
adverse event occurs for which there is 
evidence suggesting a causal relation-
ship between the drug and the event 
(e.g., death from anaphylaxis), the 
event must be reported under 
§ 312.32(c)(1)(i) as a serious and unex-
pected suspected adverse reaction even 
if it is a component of the study end-
point (e.g., all-cause mortality). 

(d) Followup. (1) The sponsor must 
promptly investigate all safety infor-
mation it receives. 

(2) Relevant followup information to 
an IND safety report must be sub-
mitted as soon as the information is 
available and must be identified as 
such, i.e., ‘‘Followup IND Safety Re-
port.’’ 

(3) If the results of a sponsor’s inves-
tigation show that an adverse event 
not initially determined to be report-
able under paragraph (c) of this section 
is so reportable, the sponsor must re-
port such suspected adverse reaction in 
an IND safety report as soon as pos-
sible, but in no case later than 15 cal-
endar days after the determination is 
made. 

(e) Disclaimer. A safety report or 
other information submitted by a spon-
sor under this part (and any release by 
FDA of that report or information) 
does not necessarily reflect a conclu-
sion by the sponsor or FDA that the re-
port or information constitutes an ad-
mission that the drug caused or con-

tributed to an adverse event. A sponsor 
need not admit, and may deny, that 
the report or information submitted by 
the sponsor constitutes an admission 
that the drug caused or contributed to 
an adverse event. 

[75 FR 59961, Sept. 29, 2010] 

§ 312.33 Annual reports. 
A sponsor shall within 60 days of the 

anniversary date that the IND went 
into effect, submit a brief report of the 
progress of the investigation that in-
cludes: 

(a) Individual study information. A 
brief summary of the status of each 
study in progress and each study com-
pleted during the previous year. The 
summary is required to include the fol-
lowing information for each study: 

(1) The title of the study (with any 
appropriate study identifiers such as 
protocol number), its purpose, a brief 
statement identifying the patient pop-
ulation, and a statement as to whether 
the study is completed. 

(2) The total number of subjects ini-
tially planned for inclusion in the 
study; the number entered into the 
study to date, tabulated by age group, 
gender, and race; the number whose 
participation in the study was com-
pleted as planned; and the number who 
dropped out of the study for any rea-
son. 

(3) If the study has been completed, 
or if interim results are known, a brief 
description of any available study re-
sults. 

(b) Summary information. Information 
obtained during the previous year’s 
clinical and nonclinical investigations, 
including: 

(1) A narrative or tabular summary 
showing the most frequent and most 
serious adverse experiences by body 
system. 

(2) A summary of all IND safety re-
ports submitted during the past year. 

(3) A list of subjects who died during 
participation in the investigation, with 
the cause of death for each subject. 

(4) A list of subjects who dropped out 
during the course of the investigation 
in association with any adverse experi-
ence, whether or not thought to be 
drug related. 

(5) A brief description of what, if any-
thing, was obtained that is pertinent to 
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an understanding of the drug’s actions, 
including, for example, information 
about dose response, information from 
controlled trials, and information 
about bioavailability. 

(6) A list of the preclinical studies 
(including animal studies) completed 
or in progress during the past year and 
a summary of the major preclinical 
findings. 

(7) A summary of any significant 
manufacturing or microbiological 
changes made during the past year. 

(c) A description of the general inves-
tigational plan for the coming year to 
replace that submitted 1 year earlier. 
The general investigational plan shall 
contain the information required under 
§ 312.23(a)(3)(iv). 

(d) If the investigator brochure has 
been revised, a description of the revi-
sion and a copy of the new brochure. 

(e) A description of any significant 
Phase 1 protocol modifications made 
during the previous year and not pre-
viously reported to the IND in a pro-
tocol amendment. 

(f) A brief summary of significant 
foreign marketing developments with 
the drug during the past year, such as 
approval of marketing in any country 
or withdrawal or suspension from mar-
keting in any country. 

(g) If desired by the sponsor, a log of 
any outstanding business with respect 
to the IND for which the sponsor re-
quests or expects a reply, comment, or 
meeting. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 63 FR 6862, Feb. 11, 
1998; 67 FR 9585, Mar. 4, 2002] 

§ 312.38 Withdrawal of an IND. 

(a) At any time a sponsor may with-
draw an effective IND without preju-
dice. 

(b) If an IND is withdrawn, FDA shall 
be so notified, all clinical investiga-
tions conducted under the IND shall be 
ended, all current investigators noti-
fied, and all stocks of the drug re-
turned to the sponsor or otherwise dis-
posed of at the request of the sponsor 
in accordance with § 312.59. 

(c) If an IND is withdrawn because of 
a safety reason, the sponsor shall 
promptly so inform FDA, all partici-
pating investigators, and all reviewing 

Institutional Review Boards, together 
with the reasons for such withdrawal. 

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

Subpart C—Administrative Actions 

§ 312.40 General requirements for use 
of an investigational new drug in a 
clinical investigation. 

(a) An investigational new drug may 
be used in a clinical investigation if 
the following conditions are met: 

(1) The sponsor of the investigation 
submits an IND for the drug to FDA; 
the IND is in effect under paragraph (b) 
of this section; and the sponsor com-
plies with all applicable requirements 
in this part and parts 50 and 56 with re-
spect to the conduct of the clinical in-
vestigations; and 

(2) Each participating investigator 
conducts his or her investigation in 
compliance with the requirements of 
this part and parts 50 and 56. 

(b) An IND goes into effect: 
(1) Thirty days after FDA receives 

the IND, unless FDA notifies the spon-
sor that the investigations described in 
the IND are subject to a clinical hold 
under § 312.42; or 

(2) On earlier notification by FDA 
that the clinical investigations in the 
IND may begin. FDA will notify the 
sponsor in writing of the date it re-
ceives the IND. 

(c) A sponsor may ship an investiga-
tional new drug to investigators named 
in the IND: 

(1) Thirty days after FDA receives 
the IND; or 

(2) On earlier FDA authorization to 
ship the drug. 

(d) An investigator may not admin-
ister an investigational new drug to 
human subjects until the IND goes into 
effect under paragraph (b) of this sec-
tion. 

§ 312.41 Comment and advice on an 
IND. 

(a) FDA may at any time during the 
course of the investigation commu-
nicate with the sponsor orally or in 
writing about deficiencies in the IND 
or about FDA’s need for more data or 
information. 
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