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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 
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: 
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(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 § 312.34. Once the investi-
gator is added to the study, the inves-
tigational drug may be shipped to the 
investigator and the investigator may 
begin participating in the study. The 
sponsor shall notify FDA of the new in-
vestigator within 30 days of the inves-
tigator 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]

§ 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: 
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