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Practical Considerations for Investigator
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A Clinical investigator is defined as “an individual who actually conducts a clinical

investigation.” When a investigator signs an Investigator's agreement for drugs, he or

she agrees to conduct an investigation according to GCP guidelines and the study protocol.

Investigators are responsible for the wellbeing and safety of the subjects on the studies.

Investigators must obtain IRB approval for the study, the informed consent, and all

advertisements to recruit subjects. They must notify the IRB of all changes to the study,

and must provide interim reports, and final dose-ut report to the IRB.

Regulatory obligations for investigators are :

1L

To maintain adequate and accurate case histories designed to record all observation
and data

. To report serious and unexpected adverse experiences promptly to the IRB and

to the sponsors,

3. To report all the information from the studies to the sponsor.

. To dispense the study drug to subjects under their supervisions and maintain accou-

ntability,

. To obtain written informed consent from all participating subjects prior to their

involvement in the study,

6. To retain all records required by GCP guideline for 5 years.

. To allow sponsors’ and government representative to inspect the records of the

study(monitoring).






SUBPART D —
RESPONSIBILITIES OF
SPONSORS AND
INVESTIGATORS

§312.50 General responsibilities
of sponsors.

Sponsors are responsibile for selecting
qualified investigators, providing them
with the information they need to
conduct an investigation properly,
ensuring proper monitoring of the
investigation(s), ensuring that the
investigation(s) is conducted in
accordance with the general
investigational plan and protocols
contained in the IND, maintaining an
effective IND with respect to the
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investigations, and ensuring that FDA
and all participating investigators are
promptly informed of significant new
adverse effects or risks with respect
to the drug. Additional specific
responsibilities of sponsors are described
elsewhere in this part.

§312.52 Transfer of obligations to
a contract research organization.

(a) A sponsor may transfer respon-
sibility for any or all of the obliga-
tions set forth in this part to a con-
tract research organization. Any such
transfer shall be described in writing.
If not all obligations are transferred,
the writing is required to describe each
of the obligations being assumed by
the contract research organization. If
all obligations are transferred, a general
statement that all obligations have been
transferred is acceptable. Any obli-
gation not covered by the written
description shall be deemed not to have
been transferred.

(b) A contract research organiza-
tion that assumes any obligation of
a sponsor shall comply with the spe-
cific regulations in this chapter ap-
plicable to this obligation and shall
be subject to the same regulatory action
as a sponsor for failure to comply with
any obligation assumed under these
regulations. Thus, all references to
“sponsor” in this part apply to a con-
tract research organization to the extent
that it assumes one or more obliga-
tions of the sponsor.

§312.53 Selecting investigators
and monitors.

(a) Selecting investigators. A spcn-
sor shall select only investigators qual-
ified by training and experience as ap-
propriate experts to investigate the drug.

(b) Control of drug. A sponsor shall
ship investigational new drugs only
to investigators participating in the
investigation.

(c) Obtaining information from the
investigator. Before permitting an
investigator to begin participation in
an investigation, the sponsor shall
obtain the following:

(1) A signed investigator statement
(Form FDA-1572) containing:
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(i) The name and address of the
investigator;

(ii) The name and code number, if
any, of the protocol(s) in the IND

identifying the study(ies) to be
conducted by the investigator;

(iii) The name and address of any
medical school, hospital, or other
rescarch facility where the clinical
investigation(s) will be conducted;

(iv) The name and address of any
clinical laboratory facilities to be used
in the study;

(v) The name and address of the
IRB that is responsible for review and
approval of the study(ies);

(vi) A commitment by the investi-
gator that he or she:

(a) Will conduct the study(ies) in
accordance with the relevant, current
protocol(s) and will only make changes
in a protocol after notifying the spon-
sor, except when necessary to pro-
tect the safety, the rights, or welfare
of subjects;

(b) Will comply with all require-
ments regarding the obligations of
clinical investigators and all other
pertinent requirements in this part;

(c) Will personally conduct or su-
pervise the described investigation(s);

(d) Will inform any patients, or any
persons used as controls, that the drugs

are being used for investigational
purposes and will ensure that the

requirements relating to obtaining
informed consent and institutional
review board review and approval are
met;

(¢) Will report to the sponsor ad-
verse experiences that occur in the
course of the investigation(s) in ac-
cordance with §312.64;

(f) Has read and understands the
information 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
informed about their obligations in
meeting the above commitments.

(vii) A commitment by the inves-
tigator that, for an investigation subject
to an institutional review requirement
under Part 56, an IRB that complies
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with the requirements of that part will
be responsible for the initial and con-
tinuing review and approval of the
clinical investigation and that the in-
vestigator will promptly report to the
IRB all changes in the research ac-
tivity and all unaaticipated problems
involving risks to human subjects or
others, and will not make any changes
in the research without IRB approv-
al, except where necessary to elimi-
nate apparent immediate hazards to
the human subjects.

(viii) A list of the names of the sub-
investigators (e.g., research fellows,
residents) who will be assisting the
investigator in the conduct of the
investigation(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 expert
in the clinical investigation of the drug
for the use under investigation.

(3) Clinical protocol. (i) For Phase
1 investigations, a general outline of
the planned investigation including the
estimated 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 in-
cluding an approximation of the num-
ber of subjects to be treated with the
drug and the number to be employed
as controls, if any; the clinical uses
to be investigated; 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,

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

$312.55 Informing investigators.

(a) Before the investigation begins,
a sponsor (other than a sponsor-in-
vestigator) shall give each participating
clinical investigator an investigator
brochure containing the information
described in §312.23(2)(5).
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(b) The sponsor shall, as the over-
all investigation proceeds, keep each
participating investigator informed of
new observations discovered by or
reported to the sponsor on the drug,
particularly with respect to adverse
effects and safe use. Such information

.may be distributed to investigators by

means of periodically revised investi-
gator brochures, reprints or published
studies, reports or letters to clinical
investigators, or other appropriate
means. Important safety information
is required to be relayed to investiga-
tors in accordance with §312.32.

§312.56 Review of ongoing
investigations.

(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 requirements of this part or other
applicable parts shall promptly either
secure compliance or discontinue ship-
ments of the investigational new drug
to the investigator and end the inves-
tigator’s participation in the investi-
gation. If the investigator's partici-
pation in the investigation is ended,
the sponsor shall require that the in-
vestigator dispose of or return the in-
vestigational drug in accordance with
the requirements 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 investiga-
tor. The sponsors shall make such
reports to FDA regarding information
relevant to the safety of the drug as
are required under §312.32. The spon-
sor shall make annual reports on the
progress of the investigation in ac-
cordance with §312.33.

(d) A sponsor who determines that
its investigational drug presents an
unreasonable and significant risk to
subjects shall discontinue those in-
vestigations that present the risk, notify
FDA, al! institutional review boards,
and all investigators who have at any
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time participated in the investigation
of the discontinuance, assure the dis-
position of all stocks of the drug out-
standing as required by §312.59, and
furnish FDA with a full report of the
sponsor’s actions. The sponsor shall
discontinue the investigation as soon
as possible, and in no event later than
5 working days after making the de-
termination that the investigation should
be discontinued. Upon request, FDA
will confer with a sponsor on the need
to discontinue an investigation.

§312.57 Recordkeeping and
record retention.

(a) A spoasor 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 retain the records
and reports required by this part for
2 years after a marketing application
is approved for the drug; or, if an ap-
plication is not approved for the drug,
until 2 years after shipment and de-
livery of the drug for investigational
use is discontinued and FDA has been
so notified.

(c) A sponsor shall retain reserve
samples of any test article and refer-
ence standard used in a bioequivalence
or bioavailability study and release
the reserve samples to FDA upon re-
quest, in accordance with, and for the
period specified in, §320.32 of this
chapter.

§312.58 Inspection of sponsor’s
records and reports.

(a) FDA inspection. A sponsor shall
upon request from any properly au-
thorized officer or employee of the
Food and Drug Administration, at rea-
sonable times, permit such officer or
employee to have access to and copy
and verify any records and reports
relating to a clinical investigation con-
ducted under this part. Upon written
request by FDA, the sponsor shall
submit the records or reports (or copies
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of them) to FDA. The sponsor shall dis-
continue shipments of the drug to any
investigator who has failed to maintain
or make available records or reports of
the investigation as required by this part.
(b) Controlled substances. If an in-
vestigational new drug is a substance
listed in any schedule of the Controlled
Substances Act (21 U.S.C. 80i; 21
CFR Part 1308), records concerning
shipment, delivery, receipt, and dis-
position of the drug, which are re-
quired to be kept under this part or
other applicable parts of this chapter
shall, upon the request of a properly
authorized employee of the Drug
Enforcement Administration of the
U.S. Department of Justice, be made
available by the investigator or sponsor
to whom the request is made, for in-
spection and copying. In addition, the
sponsor shall assure that adequate pre-
cautions are taken, including storage
of the investigational drug in a se-
curely locked, substantially constructed
cabinet, or other securely locked,
substantially constructed enclosure,
access to which is limited, to prevent
theft or diversion of the substance into
illegal channels of distribution.

§312.59 Disposition of unused
supply of investigational drug.

The sponsor shall assure the return
of all unused supplies of the investi-
gational drug from each individual
investigator whose participation in the
investigation is discontinued or ter-
minated. The sponsor may authorize
alternative disposition of unused sup-
plies of the investigational drug pro-
vided this altemative disposition does
not expose humans to risks from the
drug. The sponsor shall maintain
written records of any disposition of
the drug in accordance with §312.57.

§312.60 General responsibilities
of investigators.

An investigator is responsible for
ensuring that an investigation is con-
ducted according to the signed inves-
tigator statement, the investigational
plan, and applicable regulations; for
protecting the rights, safety, and wel-
fare of subjects under the investiga-
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tor’s care, and for the control of drugs
under investigation. An investigator
shall, in accordance with the provi-
sions of Part 50, obtain the informed
consent of each human subject to
whom the drug is administered, ex-
cept as provided in §50.23. Additional
specific responsibilities of clinical
investigators are set forth in this part
and in Parts 50 and 56.

§312.61 Control of the
investigational drug.

An investigator shall administer the
drug only to subjects under the inves-
tigator's personal supervision or un-
der the supervision of a subinvestiga-
tor responsible to the investigator. The
investigator shall not supply the inves-
tigational drug to any person not au-
thorized under this part to receive it

§312.62 Investigator record
keeping and record retention.

(a) Disposition of drug. An inves-
tigator is required to maintain ade-
quate records of the disposition of the
drug, including dates, quantity, and
use by subjects. If the investigation
is terminated, suspended, discontin-
ued, or completed, the investigator shall
return the unused supplies of the drug
to the sponsor, or otherwise provide
for disposition of the unused supplies
of the drug under §312.59.

(b) Case histories. An investiga-
tor is required to prepare and main-
tain adequate and accurate case his-
tories designed to record all
observations and other data pertinent
to the investigation on each individ-
ual treated with the investigational drug
or employed as a control in the in-
vestigation.

(c) Record retention. An inves-
tigator shall retain records required
to be maintained under this part for
a period of 2 years following the date
a marketing application is approved
for the drug for the indication for which
it is being investigated; or, if no ap-
plication is to be filed or if the ap-
plication is not approved for such in-
dication, until 2 years after the
investigation is discontinued and FDA
is notified.
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§312.64 Investigator reports.

(a) Progress reports. The investi-
gator shall fucnish all reports to the
sponsor of the drug who is responsi-
ble for collecting and evaluating the
results obtained. The sponsor is re-
quired under §312.33 to submit an-
nual reports to FDA on the progress
of the clinical investigations.

(b) Safety reports. An investigator
shaill promptly report to the sponsor
any adverse effect that may reason-
ably be regarded as caused by. or prob-
ably caused by, the drug. If the ad-
verse effect is alarming, the
investigator shall report the adverse
effect immediately.

(c) Final repori. An investigator
shall provide the sponsor with an ad-
equate report shortly after completion
of the investigator's participation in
the investigation.

§312.66 Assurance of IRB review,

An investigator shall assure that an
IRB that complies with the require-
ments szt forth in Part 56 will be re-
sponsible for the initial and continu-
ing review and approval of the
proposed clinical study. The investi-
gator shall also assure that he or she
will promptly report to the IRB all
changes in the research activity and
all unanticipated problems involving
risk to human subjects or others, and
that he or she will not make any chang-
es in the research without IRB ap-
proval, except where necessary to
eliminate apparent immediate hazards
to human subjects.

$312.68 Inspection of
investigator’s records and
reports.

An investigator shall upon request
from any properly authorized officer
or employee of FDA, at reasonable
times, permit such officer or employee
to have access to, and copy and ver-
ify any records or reports made by
the investigator pursuant to § 312.62.
The investigator is not required to
divuige subject names unless the
records of particular individuals re-
quire a more detailed study of the
cases, or unless there is reason to
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believe that the records do not rep-
resent actual case studies, or do not
represent actual results obtained.

§312.69 Handling of controlled
substances.

If the investigational drug is sub-
ject to the Controlled Substances Act.
the investigator shall take adequate
precautions, including storage of the
investigational drug in a securely
locked, substantially constructed cab-
inet, or other securely locked, sub-
stantially constructed enclosure, ac-
cess to which is limited, to prevent
theft or diversion of the substance into

illegal channels of distribution.

§312.70 Disqualification of a
clinical investigator.

(a) If FDA has information indi-
cating that an investigator has repeat-
edly or deliberately failed to comply
with the requirements of this part, Part
50, or Part 56, or has submitted to
the sponsor false info mation in any
required report, the Center for Drug
Evaluation and Resecarch or the Cen-
ter for Biologics Evaluation and Re-
search will furnish the investigator
written notice of the matter complained
of and offer the investigator an op-
portunity to explain the matter in
writing, or, at the option of the in-
vestigator, in an informal conference.
If an explanation is offered but not
accepted by the Center for Drug Eval-
uation and Research or the Ceater for
Biologics Evaluation and Research,
the investigator will be given an op-
portunity for a regulatory hearing under
Part 16 on the guestion of whether
the investigator is entitled to receive
investigational new drugs.

(b) After evaluating all available
information, including any explana-
tion presented by the investigator, if
the Commissioner determines that the
investigator has repeatedly or delib-
erately failed to comply with the re-
quirements of this part, Part 50, or
Part 56, or has deliberately or repeat-
edly submitted false information to
the sponsor in any required report, the
Commissioner will notify the inves-
tigator and the sponsor of any inves-
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tigation in which the investigator has
been named as a participant that the
investigator is not entitled to receive
investigational drugs. The notification
will provide a statement of basis for
such determination.

(c) Each IND and each approved

. application submitted under Part 314

containing data reported by an inves-
tigator who has been determined to
be ineligible to receive investigational
drugs will be examined to determine
whether the investigator has submit-
ted unreliable data that are essential
to the continuation of the investiga-
tion or essential to the approval of
any marketing application.

(d) If the Commissioner determines,
after the unreliable data submitted by
the investigator are eliminated from
consideration, that the data remain-
ing are inadequate to support a con-
clusion that it is reasonably safe to
continue the investigation, the Com-
missioner will notify the sponsor who
shall have an opportunity for a regu-
latory hearing under Part 16. If a
danger to the public health exists.
however, the Commissioner shall ter-
minate the IND immediately and no-
tify the sponsor of the determination.
In such case, the sponsor shall have
an opportunity for a regulatory hear-
ing before FDA under Part 16 on the
question of whether the IND should
be reinstated.

(e) If the Commissioner determines,
after the unreliable data submitted by
the investigator are eliminated from
consideration, that the continued ap-
proval of the drug product for which
the data were submitted cannot be
justified, the Commissioner will pro-
ceed to withdraw approval of the drug
product in accordance with the ap-
plicable provisions of the act.

(f) An investigator who has been
determined to be ineligible to receive
investigational drugs may be reinstated
as eligible when the Commissioner
determines that the investigator has
presented adequate assurances that the

" investigator will employ investigatioal

drugs solely in compliance with the
provisions of this part and of Parts
50 and 56.
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