
75 

Food and Drug Administration, HHS § 312.54 

(d) Will inform any potential subjects 
that the drugs are being used for inves-
tigational purposes and will ensure 
that the requirements relating to ob-
taining informed consent (21 CFR part 
50) and institutional review board re-
view and approval (21 CFR part 56) are 
met; 

(e) Will report to the sponsor adverse 
experiences that occur in the course of 
the investigation(s) in accordance with 
§ 312.64; 

(f) Has read and understands the in-
formation in the investigator’s bro-
chure, including the potential risks 
and side effects of the drug; and 

(g) Will ensure that all associates, 
colleagues, and employees assisting in 
the conduct of the study(ies) are in-
formed about their obligations in 
meeting the above commitments. 

(vii) A commitment by the investi-
gator that, for an investigation subject 
to an institutional review requirement 
under part 56, an IRB that complies 
with the requirements of that part will 
be responsible for the initial and con-
tinuing review and approval of the clin-
ical investigation and that the investi-
gator will promptly report to the IRB 
all changes in the research activity and 
all unanticipated problems involving 
risks to human subjects or others, and 
will not make any changes in the re-
search without IRB approval, except 
where necessary to eliminate apparent 
immediate hazards to the human sub-
jects. 

(viii) A list of the names of the sub-
investigators (e.g., research fellows, 
residents) who will be assisting the in-
vestigator in the conduct of the inves-
tigation(s). 

(2) Curriculum vitae. A curriculum 
vitae or other statement of qualifica-
tions of the investigator showing the 
education, training, and experience 
that qualifies the investigator as an ex-
pert in the clinical investigation of the 
drug for the use under investigation. 

(3) Clinical protocol. (i) For Phase 1 in-
vestigations, a general outline of the 
planned investigation including the es-
timated duration of the study and the 
maximum number of subjects that will 
be involved. 

(ii) For Phase 2 or 3 investigations, 
an outline of the study protocol includ-
ing an approximation of the number of 

subjects to be treated with the drug 
and the number to be employed as con-
trols, if any; the clinical uses to be in-
vestigated; characteristics of subjects 
by age, sex, and condition; the kind of 
clinical observations and laboratory 
tests to be conducted; the estimated 
duration of the study; and copies or a 
description of case report forms to be 
used. 

(4) Financial disclosure information. 
Sufficient accurate financial informa-
tion to allow the sponsor to submit 
complete and accurate certification or 
disclosure statements required under 
part 54 of this chapter. The sponsor 
shall obtain a commitment from the 
clinical investigator to promptly up-
date this information if any relevant 
changes occur during the course of the 
investigation and for 1 year following 
the completion of the study. 

(d) Selecting monitors. A sponsor shall 
select a monitor qualified by training 
and experience to monitor the progress 
of the investigation. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 61 FR 57280, Nov. 5, 
1996; 63 FR 5252, Feb. 2, 1998; 67 FR 9586, Mar. 
4, 2002] 

§ 312.54 Emergency research under 
§ 50.24 of this chapter. 

(a) The sponsor shall monitor the 
progress of all investigations involving 
an exception from informed consent 
under § 50.24 of this chapter. When the 
sponsor receives from the IRB informa-
tion concerning the public disclosures 
required by § 50.24(a)(7)(ii) and (a)(7)(iii) 
of this chapter, the sponsor promptly 
shall submit to the IND file and to 
Docket Number 95S–0158 in the Divi-
sion of Dockets Management (HFA– 
305), Food and Drug Administration, 
5630 Fishers Lane, rm. 1061, Rockville, 
MD 20852, copies of the information 
that was disclosed, identified by the 
IND number. 

(b) The sponsor also shall monitor 
such investigations to identify when an 
IRB determines that it cannot approve 
the research because it does not meet 
the criteria in the exception in 
§ 50.24(a) of this chapter or because of 
other relevant ethical concerns. The 
sponsor promptly shall provide this in-
formation in writing to FDA, inves-
tigators who are asked to participate 
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in this or a substantially equivalent 
clinical investigation, and other IRB’s 
that are asked to review this or a sub-
stantially equivalent investigation. 

[61 FR 51530, Oct. 2, 1996, as amended at 68 FR 
24879, May 9, 2003] 

§ 312.55 Informing investigators. 
(a) Before the investigation begins, a 

sponsor (other than a sponsor-investi-
gator) shall give each participating 
clinical investigator an investigator 
brochure containing the information 
described in § 312.23(a)(5). 

(b) The sponsor shall, as the overall 
investigation proceeds, keep each par-
ticipating investigator informed of new 
observations discovered by or reported 
to the sponsor on the drug, particu-
larly with respect to adverse effects 
and safe use. Such information may be 
distributed to investigators by means 
of periodically revised investigator 
brochures, reprints or published stud-
ies, reports or letters to clinical inves-
tigators, or other appropriate means. 
Important safety information is re-
quired to be relayed to investigators in 
accordance with § 312.32. 

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

§ 312.56 Review of ongoing investiga-
tions. 

(a) The sponsor shall monitor the 
progress of all clinical investigations 
being conducted under its IND. 

(b) A sponsor who discovers that an 
investigator is not complying with the 
signed agreement (Form FDA–1572), the 
general investigational plan, or the re-
quirements of this part or other appli-
cable parts shall promptly either se-
cure compliance or discontinue ship-
ments of the investigational new drug 
to the investigator and end the inves-
tigator’s participation in the investiga-
tion. If the investigator’s participation 
in the investigation is ended, the spon-
sor shall require that the investigator 
dispose of or return the investigational 
drug in accordance with the require-
ments of § 312.59 and shall notify FDA. 

(c) The sponsor shall review and 
evaluate the evidence relating to the 
safety and effectiveness of the drug as 
it is obtained from the investigator. 
The sponsors shall make such reports 

to FDA regarding information relevant 
to the safety of the drug as are re-
quired under § 312.32. The sponsor shall 
make annual reports on the progress of 
the investigation in accordance with 
§ 312.33. 

(d) A sponsor who determines that its 
investigational drug presents an unrea-
sonable and significant risk to subjects 
shall discontinue those investigations 
that present the risk, notify FDA, all 
institutional review boards, and all in-
vestigators who have at any time par-
ticipated in the investigation of the 
discontinuance, assure the disposition 
of all stocks of the drug outstanding as 
required by § 312.59, and furnish FDA 
with a full report of the sponsor’s ac-
tions. The sponsor shall discontinue 
the investigation as soon as possible, 
and in no event later than 5 working 
days after making the determination 
that the investigation should be dis-
continued. Upon request, FDA will con-
fer with a sponsor on the need to dis-
continue an investigation. 

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

§ 312.57 Recordkeeping and record re-
tention. 

(a) A sponsor shall maintain ade-
quate records showing the receipt, 
shipment, or other disposition of the 
investigational drug. These records are 
required to include, as appropriate, the 
name of the investigator to whom the 
drug is shipped, and the date, quantity, 
and batch or code mark of each such 
shipment. 

(b) A sponsor shall maintain com-
plete and accurate records showing any 
financial interest in § 54.4(a)(3)(i), 
(a)(3)(ii), (a)(3)(iii), and (a)(3)(iv) of this 
chapter paid to clinical investigators 
by the sponsor of the covered study. A 
sponsor shall also maintain complete 
and accurate records concerning all 
other financial interests of investiga-
tors subject to part 54 of this chapter. 

(c) A sponsor shall retain the records 
and reports required by this part for 2 
years after a marketing application is 
approved for the drug; or, if an applica-
tion is not approved for the drug, until 
2 years after shipment and delivery of 
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