UNI TED STATES ENVI RONVENTAL PROTECTI ON AGENCY
WASHI NGTQON, DC 20460

OFFI CE OF
PESTI Cl DES AND TOXI C SUBSTANCES

Decenber 20, 1989
VEMORANDUM

SUBJECT: Interpretation of the Good Laboratory Practice (G.P)
Regul ati on
GLP Regul ati ons Advisory No. 8

FROM David L. Dull, Director
Laboratory Data Integrity Assurance Division

TGO G.P I nspectors

Pl ease find attached an interpretation of the GLP regul ati ons
as issued by the Policy & Gants Division of the Ofice of
Conpliance Monitoring. This interpretation is official policy in
the GLP program and should be followed by all G.P inspectors.

For further information, please contact Francisca E. Liem at
FTS- 475-9864.

At t achnent

cc: C. Misgrove



UNI TED STATES ENVI RONVENTAL PROTECTI ON AGENCY
WASHI NGTQON, DC 20460

OFFI CE OF
PESTI Cl DES AND TOXI C SUBSTANCES

Dear

This is in response to your letter of March 15, 1990, in which
you requested clarification of several points regarding the Federal
| nsectici de, Fungicide, and Rodentici de Act (FI FRA) Good Laboratory
Practice standards (QG.Ps). Specifically, you stated that vyou
believed that technical work perforned at separate |aboratories
constitute separate studies which should each have their own
protocol, final report, and study director. You stated that this is
i nportant to assure proper oversight of study activities.

This approach does not neet the G.P requirenents. The term
"study," as defined at 40 CFR 160.3, is an experinment "In which a
test substance is studied in a test system... to determ ne or help
predict its effects ..." The coverage of portions of studies
(anal ytical phases or field application phases) as conplete and
separate studies under this definition is problematic.

The term study director is defined as the individual
responsi bl e for the overall conduct of the study. At 40 CFR 160. 33,
it is further explained that the study director is the single point
in study control and is responsible for the interpretation,
anal ysis, docunentation and reporting of results. This clearly
i ndi cates a need for an individual who has overall responsibilities
t hat woul d enconpass all technical aspects of a study. Wen a study
is submtted to EPA, there nust be one study director responsible
for the overall conduct of the study.

In addition some technical difficulties arise from the
breaki ng of studies into conponent parts identified separately as
studi es. For exanple, there could be difficulty in assessing who
has responsibility during certain critical phases of studies such
as the transfer of sanple material from application sites for
analysis and the archiving of data. The study directors of each
unit of such a subdivided study woul d al so have the authority to
account for protocol changes as provided in 40 CFR 160. 120(b). This
woul d be expedient, but there would be a |oss of assurance that
such changes conformto the overall purpose of the study.

Subdi viding a study could also increase the overall burden
associated with performng the study. It would be necessary to
address the entire GLP standard fromthe vi ewpoi nt of each subunit



that is described as a study. For exanple, cooperators involved in
application of agricultural chemcals would have to address test
substance characterization as required at 40 CFR 160.105 if the
application work is a separate study. Each tinme that a subunit
exceeds 4 weeks duration, the affected contracting testing facility
woul d al so be responsi ble for assuring that a reserve sanple of the
test substance is retained. Reporting requirenents at 40 CFR
160.185 would have to be nmet for each unit. Since 40 CFR
160. 35(b)(3) requires a QAU Inspection of each study each
subdi vi sion would require at |east one QAU I nspecti on.

It is possible to accommpdate entire field residue or
environnmental fate experinents as single studies under GLPs. The
testing facility that is involved in such studies would enconpass
al | organi zational entitles involved in conducting the actual work.
Testing facility managenent duties may be predom nantly assunmed by
t he sponsor facility or by a | ead contracting | aboratory dependi ng
on needs and capabilities. Certain overall responsibilities such as
that of the study director to assure that the study Is conducted
according to G.Ps nust be centralized and cannot be del egated.
However the study could be divided into units based on practical
consi derations with many technical details and the responsibility
of nonitoring these details del egated as is seen fit by nmanagenent.
Thus project directors or other appropriately identified
individuals may be responsible for assuring that day-to-day
operations are carried out.

Please note that the testing facility managenent is
responsi ble for designating the study director and making the
appropriate assurances as specified at 40 CFR 160.31 (e.g. that
thereis a QAU etc.). The regul ations do not state that the testing
facility managenent actually perforns the duties it is providing
assurances for under this section; consequently there s
considerable flexibility for contracted persons to provide their
own standard operating procedures, QAUs or other requirenents
provi ded that the overall testing facility managenent (e.g. at the
sponsor or perhaps at the prine contractor) can provi de assurance
that conpliance with GLPs occurred.

I f you have any questions concerning this response please
contact Steve How e of ny staff at (202) 475-7786.

Si ncerely yours;

/s/ John J. Neylan II11l, Director
Policy and Grants Division

O fice of Conpliance Monitoring

cc: David L. Dull
GLP File



