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(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.

(b) On the sponsor’s request, FDA
will provide advice on specific matters
relating to an IND. Examples of such
advice may include advice on the ade-
quacy of technical data to support an
investigational plan, on the design of a
clinical trial, and on whether proposed
investigations are likely to produce the
data and information that is needed to
meet requirements for a marketing ap-
plication.

(¢) Unless the communication is ac-
companied by a clinical hold order
under §312.42, FDA communications
with a sponsor under this section are
solely advisory and do not require any
modification in the planned or ongoing
clinical investigations or response to
the agency.

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

§312.42 Clinical holds and requests for
modification.

(a) General. A clinical hold is an order
issued by FDA to the sponsor to delay
a proposed clinical investigation or to
suspend an ongoing investigation. The
clinical hold order may apply to one or
more of the investigations covered by
an IND. When a proposed study is
placed on clinical hold, subjects may
not be given the investigational drug.
When an ongoing study is placed on
clinical hold, no new subjects may be
recruited to the study and placed on
the investigational drug; patients al-
ready in the study should be taken off
therapy involving the investigational
drug unless specifically permitted by
FDA in the interest of patient safety.
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§312.42

(b) Grounds for imposition of clinical
hold—(1) Clinical hold of a Phase 1 study
under an IND. FDA may place a pro-
posed or ongoing Phase 1 investigation
on clinical hold if it finds that:

(i) Human subjects are or would be
exposed to an unreasonable and signifi-
cant risk of illness or injury;

(if) The clinical investigators named
in the IND are not qualified by reason
of their scientific training and experi-
ence to conduct the investigation de-
scribed in the IND;

(iii) The investigator brochure is
misleading, erroneous, or materially
incomplete; or

(iv) The IND does not contain suffi-
cient information required under
§312.23 to assess the risks to subjects of
the proposed studies.

(v) The IND is for the study of an in-
vestigational drug intended to treat a
life-threatening disease or condition
that affects both genders, and men or
women with reproductive potential
who have the disease or condition
being studied are excluded from eligi-
bility because of a risk or potential
risk from use of the investigational
drug of reproductive toxicity (i.e., af-
fecting reproductive organs) or devel-
opmental toxicity (i.e., affecting poten-
tial offspring). The phrase ‘“‘women
with reproductive potential’” does not
include pregnant women. For purposes
of this paragraph, ““life-threatening ill-
nesses or diseases’ are defined as ‘“‘dis-
eases or conditions where the likeli-
hood of death is high unless the course
of the disease is interrupted.” The clin-
ical hold would not apply under this

paragraph to clinical studies con-
ducted:
(A) Under special circumstances,

such as studies pertinent only to one
gender (e.g., studies evaluating the ex-
cretion of a drug in semen or the ef-
fects on menstrual function);

(B) Only in men or women, as long as
a study that does not exclude members
of the other gender with reproductive
potential is being conducted concur-
rently, has been conducted, or will
take place within a reasonable time
agreed upon by the agency; or

(C) Only in subjects who do not suffer
from the disease or condition for which
the drug is being studied.



