The standards on "Good Cinical Practice" devel oped by the | nternational

[Conf erence on Harnoni zation|"is an international ethical and scientific quality
standard for designing, conducting, recording, and reporting trials that involve
the participation of human subjects. Conpliance with this standard provides
public assurance that the rights, safety and well-being of trial subjects are
protected, consistent with the principles that have their origin in the

Decl aration of Helsinki| and that the clinical trial data are credible." (62 FR
25693). Any investigator performing a clinical trial involving a drug, biologic
or device should conduct the trial in accordance with the [Good Cinical Practice|
standard. This nodule will focus on drug studies, with the sane standards
applying to the full range of clinical pharnmaceutical devel opnent from phase 1

t hrough phase 4 investigations.

Prior to drug approval, an Investigational New Drug Application is required to
start clinical studies and nust be subnitted to the FDA at |east 30 days prior
to the start of the research. As part of this application, the investigator
must subnit whi ch outlines the responsibilities that the investigator
agrees to assune in order to conduct the study. Cearly, the investigator mnust
have sufficient tinme and scientific interest to meet these responsibilities, and
the ability to neet the recruitnment targets and not have any conpeting trials.

It is unlikely that an investigator will be sufficiently notivated to ensure
conpliance with the "Good Clinical Practice" responsibilities if the sole
interest in perfornming the research is financial

The foll owi ng discussion is organi zed according to the nine conmtnents that the
i nvestigator affirns in filling out the FDA Form 1572. This is not a conplete
di scussion of the "Good Cinical Practice" guidelines. An investigator
cont enpl ati ng pharmaceutical research should consult the FDA Wb site for a list
of rel evant documents.

"I agree to conduct the study(ies) in accordance with the relevant, current
protocol (s) and will only nake changes in a protocol after notifying the
sponsor, except when necessary to protect the safety, rights, or welfare of
subj ects." (FDA Form 1572)

Section 4.5 of the [GCP guidelines|states that the trial should be conducted in
conpliance with the approved protocol. The investigator should not deviate from
the protocol in any manner wi thout the agreement of the sponsor and the prior
revi ew and docunented approval of the IRB. The only exception is when the
change or deviation fromthe protocol is necessary "to elimnate an i nedi ate
hazard(s) to trial subjects.” |If such an event occurs, the investigator should
submit as soon as possible a witten justification for the inplenented deviation
or change to the IRB (along with a proposed protocol anendnent, if appropriate),
t he sponsor and, if required, the FDA

"I agree to personally conduct or supervise the described investigation(s)."
(FDA Form 1572)

The GCP guidelines stipulate that the investigator should have sufficient tine
to properly conduct and conplete the trial (4.2.2), should be able to
denonstrate the potential for recruiting the required nunber of suitable
subjects (4.2.1), and should be "qualified by education, training, and
experience to assume responsibility for the proper conduct of trial" (4.1.1).
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"I agree to informany patients, or any persons used as controls, that the
drugs are being used for investigational purposes and | will ensure that the
requirenents relating to obtaining informed consent in 21 CFR Part 50 and
institutional review board (I RB) review and approval in 21 CFR Part 56 are
met." (FDA Form 1572)

The GCP guidelines state that "the rights, safety, and well-being of tria

subj ects are the nost inportant considerations and should prevail over interests
of science and society” (2.3). The requirenents for witten informed consent
found in section 4.8 are consistent with 45 CFR 46 and 21 CFR 50, although there
are sonme specific requirenents related to industry-sponsored research which will
not be discussed in this module. The GCP guidelines require that the infornmed
consent docunent "be revised whenever inportant new i nformati on becomnes
avai l abl e that may be relevant to the subject's consent” (4.8.2). Also, the IRB
is specifically required to review "both the anbunt and nmethod of payment to
subjects to assure that neither presents problens of torsion or undue influence"
(3.1.8).

The IRB is specifically charged with paying special attention to trials that may
i ncl ude vul nerabl e subjects. The definition of "vul nerable subjects"” is worthy
of enphasis. Vulnerable subjects are defined as "individuals whose w | lingness
to volunteer in a clinical trial may be unduly influenced by the expectation
whet her justified or not, of benefits associated with participation, or of a
retaliatory response from seni or nenbers of a hierarchy in case of refusal to
partici pate. Exanples are nmenbers of a group with a hierarchal structure, such
as a nedical, pharmacy, dental, and nursing students, subordi nate hospital and
| aborat ory personnel, enployees of the pharmaceutical industry, menbers of the
Armed Forces, and persons kept in detention. Oher vul nerable subjects include
patients with incurabl e di seases, persons in nursing homes, unenpl oyed or

i mpoveri shed persons, patients in emergency situations, ethnic mnority groups,
honel ess persons, nonads, refugees, ninors, and those incapable of giving
consent" (1.61).

"I agree to report to the sponsor adverse experiences that occur in the
course of the investigation(s) in accordance with P1 CFR 312.64|" (FDA Form
1572)

The definitions of adverse drug reaction, adverse event, serious adverse event
or serious adverse drug reaction, and unexpected adverse drug reaction are given
bel ow. The investigator is required to pronptly report to the IRB all adverse
drug reactions that are both serious and unexpected (3.3.8c). The investigator
is required to pronptly report to the sponsor all serious adverse events

regardl ess of whether or not they are unexpected, except for those serious
adverse events that are identified in the protocol or other docunentation as not
needi ng i medi ate reporting (4.11.1). Oher adverse events and/or |aboratory
abnormalities that are identified in the protocol as critical to the evaluation
of the safety of the investigational product should be reported to the sponsor
as outlined in the protocol (4.11.2). The sponsor is also under a simlar
obligation to report both serious and unexpected adverse drug reactions to al
concerned investigators, institutions, IRBs, and the FDA (5.17.1).

Adverse Drug Reaction (ADR): "all noxious and unintended responses to a
medi ci nal product related to any dose should be considered adverse drug
reactions. The phrase ''responses to a nedicinal product'' neans that a causa



http://stokes.chop.edu/intranet/service/education/irb/mod4/312-64.pdf

rel ati onship between a nedicinal product and an adverse event is at |east a
reasonabl e possibility, i.e., the relationship cannot be ruled out"” (1.1)

Adverse Event (AE): "An AE is any untoward nedi cal occurrence in a patient or
clinical investigation subject adnmi nistered a pharnmaceutical product and that
does not necessarily have a causal relationship with this treatnent. An AE can

t heref ore be any unfavorable and uni ntended sign (including an abnor mal

| aboratory finding), synptom or disease tenporally associated with the use of a
medi ci nal (investigational) product, whether or not related to the nmedicina
(investigational) product” (1.2).

Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (Serious ADR): "Any
untoward medi cal occurrence that at any dose: results in death, is life-
threatening, requires inpatient hospitalization or prolongation of existing
hospitalization, results in persistent or significant disability/incapacity, or
is a congenital anonaly/birth defect" (1.50).

Unexpect ed Adverse Drug Reaction: "An adverse reaction, the nature or severity
of which is not consistent with the applicable product information (e.g.

I nvestigator's Brochure for an unapproved investigational product or package

i nsert/sumary of product characteristics for an approved product) " (1.60).

"I have read and understand the information in the investigator's brochure,
including the potential risks and side effects of the drug." (FDA Form 1572)

The GCP guidelines stipulate that the investigator "should be thoroughly
famliar with the appropriate use of the investigational product(s)" as
described in the protocol and other supporting docunentation. (4.1.2) The

i nvestigator takes the responsibility to be considered an expert in the use of
the investigational product.

"I agree to ensure that all associates, colleagues, and enpl oyees assisting
in the conduct of the study(ies) are infornmed about their obligations in
neeting the above commtnments." (FDA Form 1572)

Al t hough the investigator may del egate "significant trial related duties”
(4.1.5), it is the investigator's responsibility to nake sure that "each

i ndi vidual involved in conducting a trial should be qualified by education
training, and experience to performhis or her respective task(s)" (2.8). In
addition to providing "an adequate nunber of qualified staff and adequate
facilities... to conduct the trial properly and safely" (4.2.3), the

i nvestigator is responsible for ensuring that "all persons assisting with the
trial are adequately informed about the protocol, investigational product(s),
and their trial related duties and functions" (4.2.4).

"I agree to maintain adequate and accurate records in accordance with P1 CFR
and to nmake those records available for inspection in accordance with
21 CFR 312.68." (FDA Form 1572)

The best research is useless without a data collection and storage process that
assures "accurate reporting, interpretation, and verification" (2.10). FDA
regul ations require the investigator "to prepare and nmi ntai n adequate and
accurate case histories that report all observations and other data pertinent to
the investigation on each individual adm nistered the investigational drug or
enpl oyed as a control in the investigation" (21 CFR 312.62b). The GCP

gui delines provide a detailed list of those docunments that should be |located in
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the files of the investigator before, during and after the conpletion of a
clinical investigation (p2 FR 25705-25709). Anpng the docunents that the
i nvestigator nust maintain include:

Y

» the investigator's brochure, any updates or revisions to the
» the signed protocol and above nateri al

amendnent s, » nonitoring visit reports,

» the approved inforned consent » study-rel ated conmmuni cati ons,
form and » signed informed consent forns,

» any other written information » source docunents that
or advertisenents used for substantiate the integrity of
subj ect recruitnent, t he dat a,

» financial and contractual » signed, dated and conpl eted
agr eenent s, case report forns,

» all I RB correspondence, » reports of serious adverse

» docunmentation that the IRBis events and unexpected serious
constituted in agreenent with adverse drug reactions and
GCP gui del i nes, ot her safety information,

» curriculumvitae and/or other » progress or continuing reports
docunent ati on as evi dence of subnmitted to the I RB and/or the
i nvestigator(s) qualifications, FDA, and

» certification of "good » the final nonitoring report and
| aboratory practices" for clinical study report
testing facilities, docunenting the conpl etion

» labeling, shipping and handling results and interpretation of
instructions for the the trial

i nvestigational product,

"I will ensure that an IRB that conplies with the requirenments of 21 CFR
Part 56 will be responsible for the initial and continuing review and

approval of the clinical investigation. | also agree to pronptly report to
the I1RB all changes in the research activity and all unanticipated probl ems
i nvol ving risks to human subjects or others. Additionally, I will not nake

any changes in the research w thout |IRB approval, except where necessary to
el i mi nate apparent inmedi ate hazards to human subjects." (FDA Form 1572)

The CHOP I RB functions in conpliance with f5 CFR 46| and PIT CFR 56| The GCP

gui delines requires the investigator to submt the appropriate docunentation for
both initial and continuing review, as well as ongoing infornation about the
safety of the trial. |In addition, the investigator will provide "any of the
docunents that the IRB may require to fill its responsibilities" (3.1.2). The

i nvestigator should consult the Stokes Intranet under the Ofice for Research
Regul atory Affairs to review the nost recent policies concerning docunment

submi ssion and to obtain the appropriate and nost recent forns.

"I agree to conply with all other requirenents regarding the obligations of
clinical investigators and all other pertinent requirenents in 21 CFR Part
312." (FDA Form 1572)

Clinical trials that are under the regulatory authority of the FDA are subject
to auditing. There are approximately 200-300 study-directed audits perforned
per year. |In addition, the FDA conducts approxi mately 30-40 investigator-
directed audits per year. During the audits, the FDA checks conpliance w th FDA
regul ati ons, protocol adherence, and institutional operating procedures. The
FDA will audit investigator's study file and the |IRB docunentation to determ ne
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conpliance with all of the investigator responsibilities as outlined on Form
1572.

The nost common deficiencies that are identified by FDA audits include:
problems with informed consent (51 percent);

i nadequat e drug accountability (20 percent);

protocol violations (31 percent);

i nadequat e and inaccurate records (26 percent);

| RB deficiencies (11 percent); and,

investigator failure to report adverse events.

VVVVVYY

I nvestigator disqualifications have resulted from
repeat ed and delivered subnission of false data,;
failure to obtain | RB approval;

failure to obtain informed consent;

failure to sign Form 1572

failure to foll ow protocol

i nadequat e record- keepi ng;

failure to adm nister the study drug; and,
refusing to allow FDA i nspection.

VVVVVYVYYVYVY

The results of FDA inspections|in 1997 included eighty-three disqualifications,
34 restrictions, and 17 prosecutions/convictions. Finally, if the investigator
di scovers nonconpliance with any aspect of the conduct of the clinica

i nvestigation, this nust be reported to the IRB, to the sponsoring agency, and
in some cases the FDA

In concluding this nodule, it is worth repeating the purpose for the devel opnent
of the "Good Cinical Practice" guidelines and the inportance of investigator
conpliance with the above standards. "Conpliance with Good Cinical Practice
provi des public assurance that the rights, well-being, and confidentiality of
trial subjects are protected and that trial data are credible" (62 FR 25692).

Qur ability to conduct clinical research is a privilege that is granted to us by
the trust of research participants and of society in the worthiness of the
research endeavor. Qur conpliance with the standards of "Good Cinica

Practice" earns this public trust.
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