
75

Food and Drug Administration, HHS § 312.33

serious adverse drug experience includes any
experience suggesting a significant risk for
human subjects, including any finding of mu-
tagenicity, teratogenicity, or carcino-
genicity.

Unexpected adverse experience means any
adverse experience that is not identified in
nature, severity, or frequency in the current
investigator brochure; or, if an investigator
brochure is not required, that is not identi-
fied in nature, severity, or freuquency in the
risk information described in the general in-
vestigational plan or elsewhere in the cur-
rent application, as amended.

(b) Review of safety information. The sponsor
shall promptly review all information rel-
evant to the safety of the drug obtained or
otherwise received by the sponsor from any
source, foreign or domestic, including infor-
mation derived from clinical investigations,
animal investigations, commercial market-
ing experience, reports in the scientific lit-
erature, and unpublished scientific papers.

(c) IND safety reports. (1) Written reports. (i)
The sponsor shall notify FDA and all partici-
pating investigators in a written IND safety
report of any adverse experience associated
with use of the drug that is both serious and
unexpected. Such notification shall be made
as soon as possible and in no event later than
10 working days after the sponsor’s initial
receipt of the information. Each written no-
tification shall bear prominent identifica-
tion of its contents, i.e., ‘‘IND Safety Re-
port.’’ Each written notification to FDA
shall be transmitted to the FDA division of
the Center for Drug Evaluation and Research
or the Center for Biologics Evaluation and
Research which has responsibility for review
of the IND.

(ii)* * *
(2) Telephone report. The sponsor shall also

notify FDA by telephone of any unexpected
fatal or life-threatening experience associ-
ated with use of the drug in the clinical stud-
ies conducted under the IND no later than 3
working days after receipt of the informa-
tion. Each telephone call to FDA shall be
transmitted to the FDA division of the Cen-
ter for Drug Evaluation and Research or the
Center for Biologics Evaluation and Re-
search which has responsibility for review of
the IND. For purposes of this section, life-
threatening means that the patient was, in
the view of the investigator, at immediate
(emphasis added) risk of death from the reac-
tion as it occurred, i.e., it does not include a
reaction that, had it occurred in a more seri-
ous form, might have caused death. For ex-
ample, drug-induced hepatitis that resolved
without evidence of hepatic failure would
not be considered life-threatening even
though drug-induced hepatitis can be fatal.

* * * * *

(d)* * *

(3) If the results of a sponsor’s investiga-
tion show that an adverse experience not ini-
tially determined to be reportable under
paragraph (c) of this section is so reportable,
the sponsor shall report such experience in a
safety report as soon as possible after the de-
termination is made, but in no event longer
than 10-working days.

* * * * *

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

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910–0014)

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

EFFECTIVE DATE NOTE: At 63 FR 6862, Feb.
11, 1998, § 312.33 was amended by revising
paragraph (a)(2), effective Aug. 10, 1998. For
the convenience of the user, the superseded
text is set forth as follows:

§ 312.33 Annual reports.

* * * * *

(a) * * *
(2) The total number of subjects initially

planned for inclusion in the study, the num-
ber entered into the study to date, the num-

ber whose participation in the study was
completed as planned, and the number who
dropped out of the study for any reason.

* * * * *

§ 312.34 Treatment use of an investiga-
tional new drug.

(a) General. A drug that is not ap-
proved for marketing may be under
clinical investigation for a serious or
immediately life-threatening disease
condition in patients for whom no com-
parable or satisfactory alternative
drug or other therapy is available. Dur-
ing the clinical investigation of the
drug, it may be appropriate to use the
drug in the treatment of patients not
in the clinical trials, in accordance
with a treatment protocol or treat-
ment IND. The purpose of this section
is to facilitate the availability of
promising new drugs to desperately ill
patients as early in the drug develop-
ment process as possible, before gen-
eral marketing begins, and to obtain
additional data on the drug’s safety
and effectiveness. In the case of a seri-
ous disease, a drug ordinarily may be
made available for treatment use under
this section during Phase 3 investiga-
tions or after all clinical trials have
been completed; however, in appro-
priate circumstances, a drug may be
made available for treatment use dur-
ing Phase 2. In the case of an imme-
diately life-threatening disease, a drug
may be made available for treatment
use under this section earlier than
Phase 3, but ordinarily not earlier than
Phase 2. For purposes of this section,
the ‘‘treatment use’’ of a drug includes
the use of a drug for diagnostic pur-
poses. If a protocol for an investiga-
tional drug meets the criteria of this
section, the protocol is to be submitted
as a treatment protocol under the pro-
visions of this section.

(b) Criteria. (1) FDA shall permit an
investigational drug to be used for a
treatment use under a treatment pro-
tocol or treatment IND if:

(i) The drug is intended to treat a se-
rious or immediately life-threatening
disease;

(ii) There is no comparable or satis-
factory alternative drug or other ther-
apy available to treat that stage of the
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