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PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

December 4, 1992

VEMORANDUM

SUBJECT: Interpretation of the Good Laboratory Practice (G.P)
Regul ati ons

GLP Regul ati ons Advisory No. 55

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

TO GLP I nspectors

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

For further information, please contact Francisca E. Liem at
(703) 308-8333.

At t achment

cc: M Stah
C. Musgrove
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Dear

This is in reply to your letter of August 3, 1992, in which
you requested clarification concerning the Federal Insecticide,
Fungi ci de, and Rodenticide Act (FIFRA) Good Laboratory Practice
Standards (GPS). In your letter you rai sed three questions rel ated
to test, control, and reference substance characterization
requi renents. Your questions are presented and responded to
separately bel ow.

1. Sanpl es of the dosage forns, adm nistered to animals on GLP
studi es, are sent to anal ytical | aboratories for determ nation
of concentration and uniformty as required at 40 CFR
160.113(a)(1). Must these anal yses be conducted under ful
GLP conpliance (i.e., 40 CFR 160.135(a)) or under |limted G.P
conpliance (i.e., 40 CFR 160. 135(b))?

When m xtures of test substances in carriers nust be anal yzed
in order to neet the requirenents of 40 CFR 160.113(a)(1), such
anal yses nust be performed under GLPS. However, this is because
t hese anal yses are being perforned as part of a greater study which
is under G.PS. The anal yses thensel ves are not "studi es" and hence
the distinctions provided at 40 CFR 160.135 for physical and
chem cal characterization studies do not apply.

Since the analysis is part of a |larger study, all of the GLP
requirenents relevant to that study apply to the anal ytical work.
However, where those requirenents are conplied with by the "greater
study”" it may not be necessary to duplicate conpliance in detai
for each anal ysis.

2. On occasion, a large container (10 kg or nore) of a
particul ar conpound is received in an individual container.
For ease of handling, the bulk conpound is transferred to
smaller containers. Conmpound is then taken from these
containers (designated one container at a tine) to supply
"wor ki ng bottles" for individual studies. Miust all of these
"storage" containers be retained for the duration of the study
or isit only necessary to retain the "working bottles" which
are assigned to individual studies?

The regulations at 40 CFR 160.105(c) state that "storage
containers shall be assigned to a particul ar test substance for the
duration of the study." This requirenent refers to all container(s)
used during a study to store that test substance which is used in



the study. If an adequate, smaller test substance storage contai ner
i s assigned before the study commences, and that container is where
all of the test substance used in the study is stored throughout
t he study, the container retention requirenents would apply to that
container. It wuld be necessary to retain this container
t hroughout the study but it would not be necessary to keep | arger
bul k containers from which nmaterial was transferred before the
study began.

Note that if a larger container is used to refill the smaller
container during the study, that ||arger container would be
considered to be a test substance storage container for that study.
Simlarly, if test substance is drawn fromthe smaller container
for use in additional studies, the smaller container would be
required to neet retention requirenents for all such studies (i.e.,
it must be retained until the last study is conpleted.) The
requi renents at 40 CFR 160.105(c) are not intended to apply to
"working bottles” which are used only for transfer of test
substance froma storage container for its direct use in the study.
However, if such "working bottles" are in fact used for test
subst ance storage they nust conply with the requirenents at 40 CFR
160. 105(c). If there is any doubt concerning the status of such
wor ki ng bottles, presune that conpliance is required. Note that
this would not preclude refilling working bottles during the study
fromthe primary storage container.

3. Must the analytical nethods used to determ ne stability,
concentration, and uniformty of m xtures or to characterize
test, control, or reference substances be validated?

The GLPS require that certain analyses be perfornmed for
characterizing test, control, and reference substances and for
characterizing mxtures. To the extent that such anal yses nust be
required under a particular study, they nust conply wth all
rel evant GLP standards. Wile "nethod validation"” is not a specific
regul atory requirenent under the GPS, if there is insufficient
docunentation to support study characterization requirenents,
i ncl udi ng i nadequat e docunentati on supporting the validity of the
met hods used, the characterization data may be considered invalid
or inconplete.

| f you have any questions concerning this response, please
contact Steve How e of ny staff at (703) 308-8290.

Sincerely yours,
/sl John J. Neylan I1l, Director

Policy and Grants Division
O fice of Conpliance Monitoring (EN 342)



