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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 
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 
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