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June 28, 1991
MEMORANDUM
SUBJECT: Interpretation of the Good Laboratory Practice (G.P)
Regul ati on

GLP Regul ati ons Advisory No. 36

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
Compliance 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
FTS 398-8333 (703) 308-8333.

At t achment

cc: C. Musgrove



D s,
S Sre

«
L prote”

UNI TED STATES ENVI RONMENTAL PROTECTI ON AGENCY
WASHI NGTON, D. C. 20460

,AQXNOHMN 'y
O,
# agenct

S

/%

OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Dear

This is in response to your letter of January 15, 1991,
requesting information on the EPA ,interpretation of current Good
Laboratory Practice Standards (G.Ps) with respect to retention of
mut ageni city test specinens. You asked for a formal determ nation
of whether vyour <client's nutagenicity specinens need to be
retai ned.

Specifically, your client, was archiving 782 petri dishes and
362 slides in conjunction with three nutagenicity tests. Fina
reports were submtted to EPA on July 27, 1988. You stated that the
only response to the subm ssion of the data to date has been the
EPA acknow edgnent that the data passed the formatti ng screen and
had been assigned MRI D nunbers.

Pl ease refer to the preanble of the final rule anending the
GLPs (54 FR 34066, August 17, 1989, enclosed). A comentor had
asked what the term "quality assurance verification” neant. EPA
responded that specinens nust be retained until the quality
assurance unit assures that discarding the specinens does not
negatively inpact the integrity of the study. Therefore, once the
testing facility quality assurance unit determnes that the
discarding of the specinens wll not negatively inpact the
integrity of the study, the materials in question may be discarded
There is no need to await the final EPA approval of the report or
EPA inspection, under current EPA GLP requirenents.

| f you have any questions on this response, please contact
Virginia Lathrop of ny staff at 703/ 308-8292.

Sincerely yours,

/sl John J. Neylan II1Il, Director,



Policy and Grants Division
O fice of Conpliance Mnitoring

Encl osure

ccC: David L. Dull
AP File
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ENVI RONVENTAL PROTECTI ON AGENCY
40 CFR Part 160

[ OPP- 300165A; FRL-3518- 2]

RI'N 2070- AB68

Federal , Fungicide and Rodenticide Act (FIFRA); Good Laboratory
Practice Standards

AGENCY: Environnental Protection Agency (EPA)
ACTION:  Final rule.,

SUMVARY: EPA is issuing this final rule that expands the
regulations to require conpliance with Good Laboratory Practice
(&.P) standards for testing conducted in the field and for such
disciplines of testing as ecological effects, chemcal fate,
residue chemstry, and, as required to be submtted by 40 CFR
158. 640, product performance (efficacy testing). EPA is anmending
these regulations to ensure the quality and integrity of all data
submtted to EPA in conjunction wth pesticide product
regi stration, or other marketing and research permts. EPAis also
anendi ng t he FI FRA GLP standards to i ncor porate nmany of the changes
made by the Food and Drug Admnistration (FDA) to its QP
regul ations (52 FR 33768, Septenber 4, 1987; 21 CFR Part 58).

DATE: Effective: This rule becones effective on October 16, 1989.
Conpl i ance: All studies conducted, initiated, or supported after
the effective date of this rule shall be subject to these
regul ati ons.

FOR FURTHER | NFORMATI ON CONTACT: Stephen Howie, Ofice of
Compliance Mnitoring (EN-342), Rm E-707B, 401 M St., SW,
Washi ngton, DC 20460, Tel ephone: (202) 382-7825. SUPPLEMENTARY
| NFORMATION Following is an index to the remainder of this
pr eanbl e:

| . I'ntroduction
A. Legal Authority.
B. Backgr ound.
C. Consistency Wth FDA GLP Regul ati ons.
D. Publication of the Conplete Rule.



1. Sunmary of Comments and Responses
Ceneral Provisions.

Organi zati on and Personnel .
Facilities.

Equi prent .

Testing Facilities Operation.

Test and Control Substances.

Prot ocol For and Conduct of A Study.
Records and Reports.

IOTMMOOm>

I1l. Regulatory Requirenments
A. Executive Order 12291.
B. Reqgulatory Flexibility Act.
C. Paperwork Reduction Act.

| nt roducti on

EPA is anmendi ng the FIFRA GLP standards (40 CFR Part 160) to
incorporate many of the changes nmade by the Food and Drug
Adm nistration to its G.P regul ati ons.

A. Legal Authority

These standards are pronulgated under the authority of
sections 3, 4, 5, 6, 8, 18, 24(c), and 25(a) of FIFRA, 7 U.S.C. 138
et seq., as anended, sections 408, 409, and 701 of the Federa
Food, Drug and Cosnetic Act (FFDCA), 21 U S. C. 301 et seq., and the
Reor gani zation Plan No. 3 of 1970.

B. Background

EPA originally published FIFRA GLP standards in the Federal
Regi ster of Novenber 29, 1983 (48 FR 53946), which were codified as
40 CFR part 180. At the sanme tine, EPA published G.P standards
applicable to testing required under the Toxic Substances Control
Act (TSCA, 48 FR 53922, 40 CFR part 792). These regul ations were
pronul gated i n Response to i nvestigations by EPA and FDA during the
m d- 1970s which revealed that sonme studies submtted to the
Agencies had not been conducted in accordance wth acceptable
| aboratory practices. Sone studies had been conducted so poorly
that the resulting data could not be relied upon in EPAs
regul at ory deci si on- maki ng process. For instance, sone studies had
been submtted which did not adhere to specified protocols, were
conduct ed by under qualified personnel and supervisors, or were not
adequat el y nonitored by study sponsors. In sone cases results were
sel ectively reported, under reported, or fraudulently reported. In
addition, it was discovered that sone testing facilities displayed
poor aninmal care procedures and inadequate record Kkeeping
techni ques. The FIFRA G.P standards specify m nimum practices and
procedures which nust be followed in order to ensure the quality
and integrity of data submtted to EPA in support of a research or
mar keting permt for a pesticide product.

When EPA published its final FIFRA and TSCA GLP standards in
t he Federal Register of Novenmber 29, 1983, EPA sought to harnonize



the requirenents and | anguage with t hose regul ati ons promnul gat ed by
the FDA in the Federal Register of Decenber 22, 1978 (43 FR 60013),
and codified as 21 CFR part 58. Differences between the two
Agencies' current G.P regulations exist only to the extent
necessary to reflect the Agencies' di fferent statutory
responsi bilities under TSCA, FIFRA, and the Federal Food, Drug and
Cosnetic Act (FFDCA). Simlar to the FDA GLP regqgul ations, the
FIFRA and TSCA G.P standards delineate standards for studies
designed to determne the health effects of a test substance;
however, the TSCA GLP standards al so contain provisions related to
environmental testing (i.e., ecol ogical effects and chem cal fate).

Compliance with EPA's FI FRA and TSCA GLP standards has been
nmoni tored through a program of |aboratory inspections and study
audits coordi nated between EPA and FDA. Under an |nteragency
Agreenment originated in 1978, FDA carries out G.P inspections at
| aboratories which conduct health effects testing. EPA primarily
performs GLP inspections for environnental |aboratories and
conducts data audits for health effects and environnental studies.

After a thorough review of its G.P regul ati ons and conpl i ance
program FDA concluded that sone of the provisions of the QP
regul ati ons needed to be clarified, amended, or deleted to reduce
the regulatory burden on testing facilities. Accordingly, FDA
revised its GLP REGULATIONS in the Federal Register of Septenber
4,1987 (52 FR 33768). These GLP revisions are intended to sinplify
the regul ati ons wi thout conprom sing study integrity.

EPA agrees wth FDA that many provisions of the GP
regul ati ons can be stream ined w thout conprom sing the goals of
the G.P standards. Therefore, EPA is anending the FIFRA G.P
standards to incorporate many of the changes nmade by FDA to its
revised GLP regul ations. In addition, EPA is expandi ng the scope of
the FIFRA G.P standards to include the environnmental testing
provisions currently found in the TSCA GP standards. EPA's
revision to the FIFRA G.P standards al so extends their scope to
i ncl ude product performance data (efficacy testing) as currently
required to be submtted by 40 CFR 158.640. In summary, the FIFRA
GLP standards will allow EPAto ensure the quality and integrity of
all data submtted in support of pesticide product research or
marketing permts. Elsewhere in this Federal Register, EPA is
maki ng simlar changes to the TSCA G.P standards.

C. Consistency Wth FDA GLP Regul ati ons

It is EPA's policy to mnimze the regulatory burden on the
public which mght arise fromconflicting requirenments pronul gated
under different regulatory authorities. In keeping with this
policy, the final FIFRA 1983 G.P standards, 40 CFR part 160,
followed the format and, with few ((34053)) exceptions, the wording
of FDA's final GLP regul ations, 21 CFR part 58. Differences between
t he EPA and FDA GLP regul ati ons were based upon varyi ng needs and
responsibilities under each Agency's regulatory statutes. This
revision to the FIFRA GP standards follows this sane policy by
conform ng to many of the changes FDA nade to its GLP regul ati ons,
published in the Federal Register of Septenber 4,1987 (52 FR
33768). EPA has varied fromFDA s revi sed G.P REGULATI ONS onl y when



necessary due to EPA's statutory responsibilities. The nost
significant differences between the EPA and the FDA revised G.P
regul ations are the scope of the testing and test systens affected.

More specifically, EPAis requiring conpliance with the FI FRA
GLP standards for all studies submtted to EPA which are intended
to support pesticide product research or marketing permts. Under
the 1983 FIFRA G.LP regul ations EPA only required G.P conpliance
under FIFRA for health effects testing. However, unlike FDA,
testing required by EPA in support of research or marketing permts
may i nclude ecol ogical effects, environnental and chem cal fate,
and efficacy (as stipulated by 40 CFR 158. 640 Product performance
data requirenents), as well as health effects testing. Therefore,
inan effort to attain consistency inthe quality and the integrity
of all data submtted to the Agency, EPA has determned that it is
necessary to expand t he scope of the FIFRA GLP standards to require
that all types of testing which are used to obtain data in support
of research or marketing permts be conducted in accordance with
t he anended GLP standards that are required to be submtted under
40 CFR 158. 640.

EPA's anended FIFRA GLP standards also vary from FDA's in
their coverage of testing conducted in the field. To ensure-the
quality and integrity of all data submtted in support of research
or marketing permts, EPA believes that G.P standards nust apply
whenever data collection occurs. Because many of the test data
requi red by EPA under FIFRA are developed in the field, or nore
accurately in outdoor | aboratories (i.e., ground water studies, air
nmoni toring studies, degradation in soil, etc.), EPA is including
field testing wwthin the scope of the standards.

EPA's FI FRA GLP standards al so differ fromFDA s in-the scope
of the requirenents provided for test systemcare facilities, test
system supply facilities, and test system care. Because testing
requi red by FDA is focused on health testing, in which aninals are
the central test system it 1is appropriate for FDA's G.P
regul ations to focus on requirenents for appropriate animal care
facilities (21 CFR 58.43), adequate animal supply facilities (21
CFR 58.45), and proper aninmal care (21 CFR 58.90). However, the
broad range of testing required by EPA may involve plants. soils,
and mcroorganisns, as well as animals, for the primary test
systens. To ensure the quality and integrity of all data submtted
to EPA, 8160.43 Animal care facilities, 8160.45 Aninmal supply
facilities, and 8160.90 Aninmal care are being expanded to cover
facilities, handling, and care of all test systems. Accordingly,
EPA is retitling these sections as follows: 8160 43 Test system
care facilities, 8160.45 Test systemsupply facilities, and 8160. 90
Ani mal and other test systemcare. Further, in nost instances, EPA
is replacing the term "animal," which is currently used in the
FIFRA G.P standards, wth the broader term "test system"
Specifically, this change occurs in 88160.43, 160.45, 160.81,
160. 90 and 160. 120. These changes are further discussed in Unit I1I.
of this preanble.

The remaining differences between the EPA and FDA G.P
regul ations are described in the preanble to this final rule and



the preanble to the FIFRA GLP standards, published in the Federal
Regi st er of Novenber 29,1983(48 FR 53946). EPA has coordinated this
final rule wwth FDA and has considered public Conments on the
Decenber 28, 1987 EPA proposal (52 FR 48920).

D. Publication of the Conplete Rule

this
this

The entire FIFRA GLP rule (40 CFR part 160)is published in
notice to sinplify interpretation and facilitate the use of
notice by the regulated community. The following lists the

sections of 40 CFR part 160 that were changed fromthe 1983 rul e:

Section Changes

affected

160. 3 "Batch," "Control substance," "Study," and "Test system"”
revi sed; "Test substance or mxture," renoved; "Carrier,"
"Experinental start date," "Experinmental term nation date,"
"Ref erence substance,” "Study conpletion date," "Study
initiation date," "Test substance," and "Vehicle,"

160. 29 (d), (e), and (f) revised

160. 31 (b) and (d) revised

160. 35 (a), (b)(1), and (3) revised; (e) renoved

160. 41 Revi sed

160. 43 Revi sed

160. 45 Revi sed

160. 47 Revi sed

160. 49 Revi sed

160. 53 Renmoved

160. 61 Revi sed

160. 63 (b), revised

160. 81 (L), (2), (3), (5, (6), and (12) and © revi sed

160. 90 Revi sed

Subpart F | Headi ng revised

160. 105 Revi sed

160. 107 Headi ng and introductory text revised

160. 113 Revi sed

160. 120 (a) revised

160. 130 (d) and (e) revised

160. 135 Added

160. 185 (a) (4) and (5), and © revised

160. 190 (a) and (e) revised

160. 195 © revised; (l) added




1. Summary of Comrents and Responses

EPA received 43 Comment letters: 24 from manufacturers of
pesticide products regulated by EPA, 8 from associ ations, 10 from
testing or consulting | aboratories, and | from anot her governnent
agency. The mmjority of the Comments supported the proposed
changes, al though numerous suggestions were nmade for additiona
revisions to parts of the 1983 FI FRA GLP regul ati ons not subject to
this rul emaking or nodifications to the proposed changes. Comments
that raised inportant policy questions, suggested nodification to
the essence of the proposed regul ation, or required an individual
Response, are discussed bel ow. Comments addressing changes to the
GLP standards that were not proposed are not the subject of this
rul emeki ng. However, all Comments nade have been placed in the
public record.

A. General Provisions

1. Scope - Comrent: EPA shoul d specify exactly what categories
of studies (especially efficacy) are covered under the revised G.P
regul ations since they are discussed in the preanble and will not
appear at 40 CFR part 160 when the final rule is published.

Response: EPA intends G.P standards to cover all types of
studies required to be submtted and does not feel it necessary to
list each type.

Please note that EPA is developing additional product
per formance regul ati ons. EPA plans to consider the inpact that GP
standards wil|l have on these new product performance requirenents
to determine if the full scope of the GLP standards should apply to
studies perfornmed to fulfill these requirenents. Unless the G.P
rule is nodified to specifically exclude certain parts of product
performance regul ations, the full GP rule will apply ((34054)) to
all existing and prospective product performance studies required
under 40 CFR 158. 640.

2. Definitions - a. Batch. The definition of "batch" is
expanded to include reference substances. This was an om ssion in
the proposed rule that is corrected in the final rule to maintain
consistency with the use of the termin 8160.105 (a).

b. Carrier - I. Comment: The word “systens” should repl ace
the word “organisns” in the definition of “Carrier," to be
consistent wwth the term*“test system"™

Response: EPA concurs with the suggestion. To be consi stent
wth the definition of "test systens,” the word is changed
accordingly.

ii. Comment: EPA should revise the list in parentheses that
follows the word nmaterial” in the definition of "carrier"” to nmake
it all inclusive.

Response: EPA has deci ded to add t he phrase “i ncl udi ng but not
limted to ***”, toindicate that the |ist provides exanples and is
not neant to be all inclusive.

c. Control substance - |I. Coment: Since "material" conveys a
broader description than "substance" and is already used in



definitions for "carrier," "control substance," and "reference

substance." "chem cal substance" should be changed to "chem ca
material” in the definition of "control substance.”

Response: EPA does not believe that a change in term nology is
needed to broaden the definition since the term “material”" 1is

already included in the present definition. The term "substance"
must al so be retained to maintain consistency wwth TSCA and the
TSCA GLP st andards.

ii. Comrent: EPA should delete the phrase "for no-effect
I evel s" in the definition of control substance. The definition as
witten is too narrow and excludes analytical chemstry (e.g.
chem cal fate, residue chemstry) operations where the term
"control” has a neaning distinctly different from biological
effects.

Response: Since the purpose of the analytical control is to
establish eventually that none of the naterials adm nistered to the
test systeminterfere with identification of the test substance and
its degradate(s) and netabolite(s), EPA agrees that the term nol ogy
istoolimting and is replacing the phrase "for no effect |evels”
with the phrase "for known chem cal or biological neasurenents.”
The definition now reads: "Control substance neans any chem ca
substance or mxture, or any other material other than a test
substance, feed, or water, that is admnistered to the test system
in the course of a study for the purpose of establishing a basis
for conparison with the test substance for known chem cal or
bi ol ogi cal neasurenents.™

d. Experinmental start and term nation dates - Comment: These
dates would be difficult to predict, especially for field studies,
because they would be subject to natural or nman-nade conditions
t hat cannot be controlled or anticipated. Since the dates would be
subject to change, many protocol anmendnents would be required
t hereby creating an undue adm ni strative burden.

Response: The experinmental start and termnation dates
specified in the protocol are nerely proposed dates. Therefore if
the actual experinental start or termnation date is different from
t he proposed dates no protocol anendnent shall be required.

e. Reference substance - Comment: |If EPA intended the term
"reference substance" to include analytical and calibration
standards, then several other sections of the proposed rul e which
mention "reference substance,” would al so require the sane types of
records to be kept for analytical standards. This woul d constitute
an excessive burden on managenent which woul d require maintaining
various records that do not add any val ue to the study.

Response: The definition of reference substance is intended to
i ncl ude anal yti cal reference standards. Therefore, EPA has nodified
the definition of "reference substance,"” as follows: "Reference
substance neans any chem cal substance or mxture analytical
reference standard, or material, other than a test substance feed,
or water, that is admnistered to, or used, in analyzing the test
system in the course of a study for purposes of establishing a



basis for conparison with the test substance for known chem cal or
bi ol ogi cal neasurenents."” EPA believes this change elim nates any
anbiguity in the definition.

EPA di sagrees that inclusion of anal ytical reference standards
inthis part constitutes an excessive docunentation burden or adds
no value to the study. Docunentation which supports defining
anal yti cal reference standards shoul d not require excess paperwork
since conmmon | aboratory practices already require assurance of the
validity of standards in order to nake certain that the
nmeasur enents are accurate.

f. Study - |I. Comment: "Basic exploratory studies" are
excl uded fromG.P standards, but the results of such studies may be
required to neet GLP standards, if included in support of research
or marketing permts.

Response: EPA does not w sh to discourage basic exploratory
testing and does not explicitly require GLP standards for such
tests even if the data are later submtted to EPA. However, if the
data are to be used in sole support of a marketing permt such
non- G.P studies may not be accepted. G.P standards are required
when data is developed in the context of a study that is required
to be submtted to EPA in support of a research or marketing
permt. Wiere G.P standards were not followed in the case of a
study perfornmed with the original intent of exploratory testing, a
GLP conpliance statenent should be included in the study report to
indicate this.

ii. Coment: It is not clear what constitutes separate studies
and what studies could be included under a single protocol.
Specifically, is a test system |located in several different
geographic allocations a single study or would each |ocation by
means of its particular requirenents need to be a separate study?

Response: The protocol defines what the study entails.
Therefore, if the test systemfor a specific study is located in
di fferent geographical |ocations, the protocol wll describe the
study as being |ocated at the different sites. EPA is adding the
phrase "at one or nore test sites" to the definition of "study" to
clarify the intent that nore than one field site may be included in
one st udy.

iii. Comment: The proposed definition of study would inply
that each determ nation such as stability, solubility, octano
water partition coefficient, volatility, persistence, and other
data point determnations would be separate studies wth
concomtant requirenents such as protocols and quality assurance
unit (QAU) inspections.

Response: EPA intends that QAU inspections as listed in 8§
160. 35 be conducted at intervals adequate to ensure the integrity
of the study for each determ nation such as stability solubility,
octanol water partition coefficient, volatility, persistence, and
other data point determ nations. However, if done as part of a
| arger study, then these determ nations are covered under the
| arger study's protocol or standard operating procedure (SOP). If
they are submtted to EPA as studies unto thensel ves, then they do
require their own protocols.



iv. Comment: An experinent such as product chem stry which
does not involve a test system cannot be considered a "study" and
therefore woul d not be covered by G.P standards.

((34055)) Response: Studies designed to determne the
physi cal or chemcal characteristics of a test substance are
included wthin the scope of these regulations. Therefore, EPA
intends to include product chem stry experinents in the definition
of "study-" This change is consistent with the definition of the
term"study" as it now appears, and as it appears in the TSCA G.P
standards at 40 CFR Part 792. In the case of product chemstry
experinents, the test substance itself may be the test system

v. Comment: The addition of the term"or in the environnment"
to the definition of "study" indicates that the change extends the
proposed regulations to field studies. Wiile it is necessary to
ensure the validity of all data collected, the variety and speci al
requi renents of field research have not been addressed in the new
rul es.

Response: These regulations are intended to apply to all
studies required to be submtted under FIFRA including those
conducted in the field. EPA recognizes that field studies vary and
have special requirenents, but believes that the devel opnent of
protocols and SOPs by the testing facility provides adequate
flexibility in this respect.

vi. Coment: Wiy are netabolism product perfornmance,
envi ronnental and chemi cal fate, persistence and residue listed in
the definition of "study", but not toxicology data or data to
assess hazards and product chem stry.

Response: The list is not neant to be limting in any way.
Data to assess toxicology, hazards and product chemstry are
i ncl uded under "effects" and "ot her characteristics" under the new
definition of "study".

vii. Comrent: "Prospectively" should not be deleted fromthe
definition of study. If the essence of GPs requires a carefully
pl anned study and the proposed rule is very strict about
docunentation that nust be conpleted prior to the experinenta
start date, how can the G.P standards also apply to studies that
were generated w thout a protocol! or advance planning, such as
epi dem ol ogy

Response: EPA disagrees wth the Comment. The term
prospectively is del eted because EPA wi shes all studies, including
epi dem ol ogi cal studi es where past exposure to a study popul ation
is determned or estimated retrospectively, to be perfornmed under
GLP standards. EPA recogni zes that in such studies data used may
not have been generated in conformance with FI FRA GLP standards.
However, it is EPA' s position that the epi dem ol ogi cal study itself
can be conducted and submtted to EPA in accordance with the G.P
standards. Retrospective aspects of such studies that are not
performed according to G.P standards, for exanple, test system
treatnent, should be identified in the conpliance statenent
submtted with the study report.

In addition, the types of studies potentially not covered by
these regul ations were expanded in the definition of "study" to
i ncl ude experinents involving test nethods.



g. Study initiation and conpletion date - Corment: EPA shoul d
delete the definition of "study initiation date" and "study
conpletion date," since these terns were not defined in the 1983
GLP standards. The dates will be included in the protocol and final
report and do not need further enphasis.

Response: EPA believes that it is necessary to define the
terms to differentiate them from "experinmental start and
termnation" dates. These terns indicate the dates on which
specific mlestones occur during a study. The definition is
necessary to clarify EPA s requirenents, and to ensure consi stency
with FDA's G.P regul ations (52 FR 33780).

The phrase "cl ose of the study" as used in g 160.33(f), and
the phrase "study is conpleted" as used in 8160.195(b)(3) both
refer to the "study conpletion date." Therefore, as of the study
conpletion date: (1) Under 8160.33(f), the study director nust
ensure that all raw data, docunentation, protocols, specinens, and
final reports are transferred to the archives; (2) after this date
under 8160. 185(c), corrections or additions to the final report
must be in the formof an anmendnent by the study director under the
procedures specified in that section; and (3) in the applicable
situations described in 8 195(b)(3) records nust be maintained for
a period of at least 2 years follow ng the study conpl etion date.

Furthernore, the phrase "study is initiated" as used in
8180.31(a), and the phrase "study was initiated" as wused in
8160.35(b)(1) would refer to the "study initiation date."
Therefore, as of the study initiation date: (1) Under 8160.31(a),
the testing facility managenment woul d designate a study director
(2) under 8160.35(b)(1), the study would be entered on the master
schedul e sheet by the QAU; and (3) under 8160.120(b), after this
date all changes or revisions in the protocol woul d be docunent ed,
signed by. the study director, and dated. EPA al so expects that as
of the study initiation date, wunder 8160.31(e), the testing
facility managenent woul d have ensured that personnel, resources,
facilities, equi pnent, material, and nmet hodol ogi es are avail abl e as
schedul ed.

h. Test system - Comment: What constitutes the "test systent
in tests of pre-enmergent herbicides, soil pesticides, and product
chem stry studi es?

Response: The definition of "test system includes the
statenent that it is "* * * any * * * chem cal or physical matrix
* * *" including subparts thereof that are treated with the test,

control, or reference substance and al so appropri ate conponents of
the system that are not treated. Therefore, test systens nay
include the soils that pesticides are applied to, and in the case
of product chemstry, the test system may be the test substance
itsel f.

EPAis including the term"reference,"” which was i nadvertently
omtted fromthe definition as it appeared in the proposed rule. In
addition, EPA is replacing "e.g." in the parenthetical wth
"including but not limted to" in order to clarify that it is not
our intent for the list to be all enconpassing.

|. Vehicle - Comment: The definition of "vehicle" serves to
clarify the GLP standards, but there has been no confusion based on



the current standards and this change is contrary to EPA' s stated
obj ective of being consistent wwth FDA' s GLP regqgul ati ons.

Response: EPA believes that clarification is needed. The EPA
GLP standards cover a |arger nunber of types of studies and the
need for clarification of the neaning of potentially anbiguous
terms is greater.

B. Organi zation and Personnel

1. Testing Facility Managenent - Comment: The specific
requi renent to docunent the replacenent of the study director as
raw data should be retained. The "master schedul e’ should not be
considered "raw data" as was indicated in the preanble (52 FR
48923) to the proposed rule.

Response: EPA deleted the requirenent that the replacenent of
a study director nust be docunented as "raw data" to conformto the
revised FDA GLP regulations. This is because replacenent of the
study director nust be reflected on the master schedul e sheet,
which is a study record that nust be retained.

In addition, the term "reference,” which was inadvertently
omtted in the proposed rule, has been added to 8160.31(d).

2. Study Director - Comment: Archiving the study records
within a "reasonable period" after the study conpletion date,
instead of at the close of the study as required by 8160.33(f),
woul d not inpact on the integrity of the records.

((34056)) Response: EPA believes that the requirenent that
all raw data, docunentation, protocols, specinens, and final
reports be transferred to the archives at a definitive tine, i.e.
the study conpletion date, is necessary. This assures an intact
audit trail for the study.

3. Quality assurance unit - |I. Coment: A QAUthat is entirely
separate from and independent of the personnel engaged in the
conduct of the study creates an unjustified financial burden on
sone facilities. In sone cases it would be inpossible to establish
a conpletely independent QAU with qualified personnel

Response: As stated in the proposed rule (52 FR 48920), EPA
does not require the QAU to be a fixed, permanently staffed unit
whose only functions are to nonitor the quality of a study. EPA is
only concerned that there be a distinct separation of duties
bet ween those personnel involved with the conduct or direction of
a study and those personnel performng quality assurance on the
same study. Therefore, 8160.35(a) prohibits personnel from
performng quality assurance activities on their own study. The
regul ations allow a study director for a particular study to serve
as a part of the QAU or as the QAU for a different study. FDA noted
(52 FR 33771) that it was aware that many small | aboratories could
not afford the operation of a permanently staffed QAU. EPA woul d
like to point out that in those situations where there are
different individuals performng the quality assurance functions
for different studies, each individual is required to nmaintain that
portion of the master schedule sheet which relates to the study



bei ng nonitored. For this reason EPA agrees with FDA's concl usi on
that the separation of functions on a study by-study basis, as
permtted in the existing and revised regul ations, would provide
effective quality assurance. In view of the potential gain to
managenent, to sponsors, and to EPA through the added assurance of
wel I conducted studies, the increased costs are thereby justified.
EPA believes that its intent is nore clearly indicated by the
changes now bei ng nmade.

i1. Comment: EPA should delete the requirenent to index the
master schedule by test substance, and the QAU should only be
required to index the master schedule to facilitate retrieval of
the information nonitored.

Response: EPA acknow edges that a test facility may have
several studies in progress on each test substance that is |isted
on the master schedul e sheet. However, EPA concl udes that del eting
the requirenent to i ndex by test substance woul d be i nappropriate,
since the master schedul e sheet is the nmechani smthrough which the
QAU can assure managenent that the facilities are satisfactory and
there are adequate nunbers of conpetent personnel available to
performthe schedul ed tasks. Furthernore, 8§ 160.31(e) requires that
managenent assure that study materials (e.g., test substances) are
avai |l abl e as planned. Therefore, elimnation of this requirenment
woul d hinder a major function of the master schedule sheet and
hanmper the conduct of a critical managenent role.

i1i. Comment: Laboratory managenent shoul d have the di scretion
to determ ne who enters the data into the naster schedule, as | ong
as the required information is |isted.

Response: EPA bel i eves t hat managenent retains such discretion
since it is involved in determ ning the conposition of the QAU and
it provides an adequate nunmber of such personnel (8 8160.31© and
(e)). The QAU is distinguished by training that ensures that QAU
functions are properly conducted. As stated above, study personnel
may belong to the QAU as |long as they are not perform ng the QAU
functions associated with studies they are involved in.

iv. Comment: Do all studies conducted by an analytical
| aboratory have to be listed on a master schedule, or just those
studies that wll be, or likely be submtted to EPA?

Response: The G.P standards specifically exenpt nmany product
chem stry studies as described in 8160.135. The master schedul e
need only list those analytical chem stry studies that will be or
will likely be submtted to EPA

v. Comment: The requirenent for inspection of each study under
8160. 35(b)(3) regardl ess of durationis excessive for the quality
assurance needed to address study integrity, especially where
studies are perforned by highly standardized procedures. The
repetitive i nspection of these types of studi es woul d consune | arge
anmounts of time for both the study personnel and QAU staff.
Auditing each study is not necessary to ensure the work is
conducted in conpliance with the regulations. Random sanpling
procedures should be allowed in selecting studies and phases of
studies to inspect to decrease the work |oad and resource



requi renents of the QAU.

Response: EPA does not believe that a random inspection
program would be an appropriate nethod of evaluating a study.
Ceneral ly, random sanpling provides an adequate neans of quality
control where anal ysis invol ves repetition or identical procedures.
However, any assunption that the conduct of one phase of one study
woul d be representative of another would be invalidated by the
di fferences anong study personnel and the operations they conduct.
Furthernore, this requirenent is not intended for all routine
studi es. Section 160.35(b) is anong t he excl usions for chem cal and
physi cal characterization studies as listed in 8160. 135(Db). In
conformance with the revi sed FDA GLP regul ati ons (52 FR 33780), EPA
nodified the requirenents of 8160.35(b)(3) to provide for
i nspections of a study on a schedule adequate to ensure the
integrity of the study. The changes to this section will allowthe
QAU the necessary latitude to adjust its nonitoring activities to
nmeet the individual needs of each study. However, each study, no
matter how short, nust be inspected at |least once while in
progress. EPA expects that by allowing the QAU flexibility in
desi gning a reasonabl e inspection schedule, the goal of ensuring
the quality of the study can be best achieved.

vi. Comment: EPA indicates in the preanble to the proposed
rule (8160.35(e), (52 FR 48923)) that all QAU records w !l now be
routinely available to inspectors. Existing GLP standards treat
certain QAU records as confidential, and explicitly state that the
only QAU records to be reviewed by EPA auditors woul d be the naster
schedul e (e.g., the inspection dates, study i nspected, the phase or
segnent of the study inspected and the nanme of the individua
performng the inspection). If QAU records for findings and
corrective action are avail able on an auditor's request, QAUs woul d
| ose their effectiveness.

Response: EPA shares the concerns of the Commenters that
access to all parts of a QAU i nspection woul d weaken the i nspection
system and recognizes the need to nmintain a degree of
confidentiality. Therefore, records of findings and problens, as
well as records of corrective action recomended and taken, are
exenpt from routine EPA inspections, except under special
ci rcunstances as indicated in 8160.15. However, EPA maintains that
all other reports and records nust be easily accessible and nmade
avai l abl e to EPA and FDA i nspectors when requested as indicated in
81 60. 35(c). ((34057))

C. Facilities

1. General - |I. Coment: Qutdoor testing facilities should not
be under G.P standards since: (a) Qutdoor test facilities will be
conducting studies according to approved protocols; (b) ensuring
suitability is highly subjective based on the diverse nunber of
possible locations; © there is a concomtant Ilack of clear
standards for determ ning suitability of |ocations. Procedures nust
be specified by EPA regarding the determ nation of suitability for
| ocations, testing facilities. etc.

Despite best efforts, the choice could always be subject to
criticism and even crimnal liability based on a good faith



Compl i ance Statenent indicating G.P standards had been foll owed.
Most outdoor testing is done to mmc normal agricultural
conditions which are specific for the test substance and use being
proposed. Therefore, the determnation of whether the size,
construction or location of a facility is suitable for a study is
a technical issue, and is not within the scope of the GP
regul ati on and woul d be considered in the experinental design of
t he protocol.

Response: I n cases where an EPA approved protocol establishes
test locations, that protocol would satisfy GLP requirenments. EPA
considers any site to be the testing facility wherever testing is
undertaken to generate data required to be submtted to EPA. The
conditions required by the protocol are not necessarily conducive
to artificial manipulation in the field, or to other outdoor
testing facilities. Therefore, ensuring the suitability of the
| ocation of these types of testing facilities is both a valid and
necessary part of protocols approved by EPA

i1. Comment: The design of the individual scientist could be
dictated by 8160.41 since a "testing facility" (definition from
8160. 3) neans "a person who actually conducts a study * * *". The
term"test site" should be defined to refer to the actual |ocation
of a given "study system “Testing facility” could then be used as
currently defined and refer to an individual (nobile devel opnent
scientist or scientist working froma testing farmfacility).

Response: The definition of "person" in this Part refers to
the |l egal entity responsible for testing~ including organizational

units. Consequently, it does not specifically indicate an
i ndi vi dual scientist.
2. Test system care facilities - 1. Coment: |Instead of

expanding the original docunent to fit all test systens, the old
rules should be left as is, and a statenent added to cover
non-ani mal test systens.

Response: EPA disagrees with the Comment and believes that
specific changes of the old rule are necessary to avoid anbiguity
concerning the nmeani ng of non-ani mal test systens.

ii. Comrent: Section 160.43(a)(2) and (b), (e), (f), (8)~ and
(h) shoul d be del et ed because EPA has already stated that these G.P
requirenents will be applicable to all types of testing. It is not
necessary to add the four new paragraphs detailing specific
requi renents of environnental conditions for aquatic organisns and
pl ant s.

Response: EPA believes that sone test systens, e.8. aquatic,
are unique, and for the sake of clarity, they require special
treatment in the regul ations.

iii. Coment: Field studies should be exenpted because
isolation is not possible in these types of studies.

Response: EPA di sagrees and believes that inclusion of field
studi es poses no unusual burden, since the separation is only
required to be "as needed" to ensure "proper separation." If the
procedures used are justifiable based on experinental design and
docunented, then this requirenent is net. "Proper separation” in a
field study may nean sinply that only one crop is planted in the
same subpl ot.



iv. Comment: The change in 8160.43© is appropriate but the
current wording does not require separate disease handling
facilities in every case. The proposed change has nerit in
clarifying the options available to |aboratories and the change
pronot es harnony between EPA and FDA GLP regul ati ons.

Response: EPA agrees with the Corment. In 8160.43(c), EPA is
deleting the requirenent that separate areas be provided in all
cases for the diagnosis, treatnent, and control of test system
di seases. Instead, a change is nade so that separate areas are
provided "as appropriate.” This change is consistent with the
Sept enber 4,1987, revised FDA GLP reqgul ations and the revi sed TSCA
GLP regul ati ons.

EPA has made this change to allow | aboratories the option of
di sposi ng of di seased test systens wi thout al so bearing the expense
of maintaining separate areas in testing facilities for diagnosis,
treatnent, and control of disease. Additionally, EPA recognizes
that the diagnosis and treatnent requirenents of 8180.43© may not
be appropri ate when dealing with such test systens as soil, plants,
or m croorgani sns. However, if the decision is made not to di spose
of the test system test systemcare facilities, as specified in
8160. 43(c), must be provided.

3. Test system supply facilities - |. Coment: The first
sentence in 8160.45(a) should be changed so that plants and pl ant
materials are covered in this section.

Response: EPA believes that since plants and plant materials
are covered in 8 160.45(b), including them in 8160.45(a) is
unnecessary.

i1. Comment: Change 8§ 160.45(b) by deleting it or expanding it
to include tests not confined to the indoor |aboratory or
gr eenhouse.

Response: EPA agrees with the Comrent and is expanding the
wor di ng of 8160.45 to enphasi ze that this section is not intended
to be confining. Therefore, 8160.45(a) is changed to read "* * *
areas where the test systens are |ocated * * * " and 8160.45(b) is
changed to read "* * * ( included but not limted to fields
gr eenhouses. * * *) "

i1i. Comrent: The addition of the two new paragraphs outlining
pl ant and aquatic facilities to 8160.45(b) is unnecessary. These
considerations are addressed in 8180.41 with the requirenent that
testing facilities be of suitable construction "to facilitate
proper conduct of studies."”

Response: EPA maintains that testing facilities as nentioned
in 8160.41 and test system supply facilities as nentioned in
8160. 45, are not the sanme and nust be addressed separately.

iv. Comment: EPA should delete 8160.45(b) introductory text,
(b)(1), (b)(2), and © because this information was adequately
covered in 8160.45(a) and in 8160.43, and the facilities they refer
to will be addressed in study protocol.

Response: EPA maintains that 8160.43 (test system care) is
different from 8160.45 (test system supply facilities) and nust
therefore be treated separately.



4. Facilities for handling test, control, and reference
subst ances

|. Comment: These requirenents would severely restrict the
ability of efficacy investigators to test their product, since
8160. 47 woul d require separation of facilities for test animls and
testing material. The real issue for efficacy testing is test
substance accountability, which should be a vital part of the
efficacy testing protocol, and appropriate records maintained to
verify test substance accountability.

Response: EPA notes that simlar concerns were raised by
Commenters regarding the 1983 rule. The wordi ng "as necessary" was
included then to allow latitude in facility design and operati on.
((34058)) EPA agrees that other neasures, i.e. protocol, SOPs, and
appropriate records, nust be adequate to denonstrate the integrity
of test, control, and reference substances during handli ng.

ii. Coment. Wuld it be necessary to provide separate sink
facilities or separate roons for mxing of the test, control, and
reference substances or for adding water to tank sprayers?

Response: Separate areas are required for receipt, m xing and
storage of test, control, and reference substances and their
m xtures as necessary to prevent contam nation or m xups. The sane
sink could be used for all work involving m xing provided that the
procedures (SOPs) used are adequate to prevent contam nation and
m xups. Separate areas for recei pt and storage and for m xi ng and
storage of test. control, and reference substance as required in
8160.47(a)(1), (2)., and (3) does not nmandate the use of separate
roons. The areas could be in the sanme room provided there is
adequate space and equi pnent to provide that contam nation ant
m xup do not occur. This determnation should be nmade on a
case-by-case basis.

D. Equi pnent
Mai nt enance and cal i brati on of equi pnent

|. Comment: The entire section, 8§ 160.63(bl requires unnecessary
docunent ati on and/or is vague about what is required, especially
for field portions of residue studies. Equipnment used in these
studies may only be used on an occasional basis, and routine
i nspection should only be "before use."” Requiring calibration and
mai nt enance | ogs for all equi pnent involved in generation a residue
sanpl e woul d be prohi bitive, woul d often be forgotten or overl ooked
and woul d then be a cause for not neeting audits.

Response: The requirenent states that equipnent shall be
adequately 1inspected, cleaned and naintained" and "adequately
tested, calibrated and/or standardi zed." This requirenent is not
changed fromthe old rule. The | aboratory has latitude in defining
in its SOPs what is "adequate" unless given specific guidance
otherwise (i.e. in test rules or testing guidelines). However, EPA
recommends that calibration and mai ntenance records be avail able
for all equipnent used in field studies. This includes equi pnent
used only rarely and rental equipnent.



ii. Comrent. It is better to designate in 8 160.63(b) that
repair and mai ntenance will be performed by "qualified personnel”
than to require that a person be designated in the witten SOP The
requi renment for witten SOPs in 8 160.63(b) causes probl ens since
at many | aboratories the equipnent used in conducting a study is
shared by a nunber of individuals and the care and mai nt enance of
t he equi pnent is also shared. In the event of equipnment failure, a
nunber of |aboratory personnel may be capable of repairing or
correcting a problem or in nore serious equipnent failures, a
service representative of the manufacturer may be called. It is
therefore difficult and very inefficient to designate specific
peopl e to perform each specific maintenance and repair operation.

Response: The definition of "person" as it appears in
8160.3(h) is not limted to an individual scientist or technician
but includes an organi zati onal subunit. Consequently, the SOP t hat
desi gnates the "person responsible"” wll be designating a subunit
of the testing facility, which could be one or several individuals.
This viewis consistent wth FDA's (52 FR 33774) interpretation and
definition of "person."” Where duties are delegated in the SOPs, all
contingencies may be addressed. including the contracting of
servi ce personnel.

iii. Comrent: Certain pieces of equipnent, such as tractors,
| and preparation and | and nmeasuring devices should be exenpt from
the calibration requirenent, as should standard comrercially
avai l abl e | aboratory ware, such as graduated cylinders, beakers,
flasks, etc. Only equi pnent directly related to application of the
test substance, such as sprayers or granul ar applicators should be
listed as requiring calibration. Therefore, 8160.63© is not
appropriate for field studies.

Response: EPA believes that calibration should be required for
the application phase of field studies. However, the nethod of
calibration, and hence the exact equipnent to be calibrated, are
not specified in GLP standards, as |long as the nethods and records
ensure the quality and integrity of the study. Sonme equi pnment, such
as graduated cylinders and volunetric Basks are pre-calibrated and
do not need to be recalibrated. Equipnment directly related to the
application of the test substance may require calibration, but
application rates may i nclude ot her paraneters. The net hods used to
measure all paraneters inherent in the determ nation of application
rates woul d have to be adequately calibrated in order to ensure the
quality and integrity of the study.

E. Testing Facilities Operation

1. Standard operating procedures - |. Coment: There are few
standardi zed tests available to researchers related to novel
m crobi al pesticides. An experinental use permt is required for
the evaluation of certain mcrobials at an earlier stage of
research than is required for chem cal evaluations. Therefore, it
woul d be very cunbersone to require witten SOPs for mcrobia
pesticides, since the nethodology may be in a state of flux. It may
only be possible to develop SOPs following the conpletion of a
study. If methods of application and assessnent need to be nodified
for each mcrobial developed, it would be best to affirm that



met hods devel opnent coul d be perfornmed in accordance with accepted
scientific standards w t hout having SOPs as described in 8160. 81.
EPA is encouraged to take a flexible, case-by-case approach to
establishing appropriate G.P standards for a given set of
experinments concerning developnment of mcrobial pesticides.
Al l owances could be nmade for situations in which SOPs are
i nappropriate, such as in the early stages of field work. These
al l omances, nmade in advance of the work, could then be positively
affirmed as good | aboratory practice, rather than as tolerated,
non-conpliance wth G.P standards. This would alleviate the
uncertainty of performng experinments in a scientifically sound
fashi on, w thout know ng until the conclusion of the work whether
the data woul d be acceptable to EPA

Response: EPA agrees that there are special problens
associated with the early stage of nethod devel opnent. Method
devel opment phases of an experinent are not under GLP standards as
has been clarified in the definition of "study” in 8160.3. SOPs are
thus required for those operations in which all steps have been
wor ked out. However, SOPs are needed to ensure the quality and
integrity of all studies perfornmed under GP standards, for
i nstance, after the nethod has been devel oped. There is flexibility
inrelation to SOPs insofar as changes can occur during the study
as long as they are authorized by the study director (and
managenent, if the changes are significant) and docunented with raw
data. Furthernore, nethodology that is not generalized or
established sufficiently to be included in SOPs can be defined in
t he study protocol.

ii. Comment: Although unchanged fromthe old rule, the second
half of 8160.81(a) should not apply in sone cases. The
justification for this is as follows: (a) Unforeseen circunstances
cannot be authorized, (b) mnor deviations do not need
aut horization by the study director; © people who conduct the
studies are required to be appropriately trained and are able to
((34059)) make decisions if necessary to deviate fromthe SOPs; (d)
in field studies, deviations from SOPs w Il occur before the
researcher i1s able to consult with the study director; (e)
deci sions about deviations from SOPs that are nade by field
personnel woul d be based on standard agricul tural practices.

Response: EPA disagrees wth the suggestion that sone
devi ations do not require authorization by the study director. It
is necessary for the study director to authorize deviations from
SOPs to ensure that these deviations do not have an adverse i npact
on the study. SOPs should be witten wwth sufficient flexibility to
accommodate field studies by anticipating conditions under which
appropriate actions nust be taken wthout the need for
aut horization by the study director. Standard agricultural
practices can be referenced in SOPs as |long as this does not |ead
to anmbiguity concerning the appropriate action to be taken in a
given situation. If SOPs state the constraints on action and a
decision is made within these limts, there is no deviation. This
is in concert with FDA's G.P regulations (52 FR 33774) which
require that the study director mnmake certain that specified
procedures are followed and that all nodifications to the
procedures in the approved study plan are docunented and approved.



iii. Comrent: Sone of the exanples of required SOPs provided
in 8160.81(b) are not applicable to all test systems or study
types. For exanple, "test room preparation” would not be
appropri ate when conducting field residue studi es, and "necropsy of
test system or postnortem exam nation of test systens,” would not
apply to studies using a chem cal or physical matrix as the test
system (sterile water, soil, agricultural fields). Furthernore,
8160. 81© states that, "Each | aboratory or other study area shal
have immedi ately available manuals and SOPs relative to the
| aboratory or field procedures being perforned.”

Response: EPA agrees that the term*“roonf in 8160.81(b)(1) is
i nappropriate to many studies and i s changing the word to "area" in
order toclarify that field studies are included. EPA believes that
8160. 81(b) should apply in all cases since the purpose of SOPs is
to insure the quality and integrity of the data generated in the
course of a study as stated in 8160.81(a). However, procedures that
are not necessary to be perforned, such as necropsy in the case of
field studies, do not require SOPs.

iv. Comment: The term "test systens" should not replace
"animal s" in 8160.8I(b)(6) and (7). Although this requirement is
useful for preventing or slow ng autol ysis for toxicology studies,
for other studies, such as netabolism addressing the handling of
nori bund or dead test systens is not appropriate. In these types of
studies, if a test system were noribund or dead, the testing
guidelines require the part of the study that was inpacted to be
repeated. and this requirement is only applicable to animals.

Response: EPA di sagrees with the Comment. This rule applies to
plants as well as animals.

v. Comment: Published literature (e.g., ASTM net hods) should
be acceptable in 8160.81© as an appropriate part of an SOP and not
just as a supplenent to a witten SOP. The witten SOP could
i ncorporate the published literature by reference, w thout having
to rewite the entire procedure.

Response: EPA agrees that it would not be appropriate to
rewite published literature, hence the allowance for SOPs to use

it as supplenents. The SOPs are still needed to establish the
rel ati onship of the nethod to data collection procedures and needs
in the | aboratory. While the resulting SOP would still have to be

witten, it wuld in effect be abbreviated in that all of the
met hodol ogy referenced would not need to be rewitten.

2. Animal and other test systemcare - |. Coment: Section
160.90(a) should be deleted since the subject is covered in
8160. 8l (b).

Response: EPA recognizes that 8160.81(b) requires testing
facilities to establish SOPs for aninmal or other test systemcare.
Section 160.90(a), however, expressly specifies that SOPs shal
al so cover test systemhousing, feeding and handling. This section
is consistent with FDA's G.P regulations and is not an additi onal
requi renment.

i1. Coment: Section 160.90(b) should be sinplifiedto provide
that test systens be evaluated prior to use but not necessarily
i sol ated. For sone studies, such as plant netabolism isolatingthe



plants or soil is not appropriate.

Response: EPA di sagrees. Isolationis necessary to insure that
a test systemis free from disease or other conditions that may
i npact the study. Further, the inclusion of thisis consistent with
FDA's GLP regul ati ons.

i1i. Corment: The eval uation of certain test systens according
to "acceptable * * * scientific practice" creates sonme difficulty,
particularly for plants, m croorgani sns, soil and water, since such
practices are not defined. "Acceptable" shoul d be del eted regardi ng
scientific practice and the requirenment be only that a scientific
basis be used in determ ning appropriateness for testing. In this
way, testing facilities would not need to justify or prove their
basis to be "acceptable” in ill-defined areas or those in flux.

Response: EPA agrees that the term "acceptable scientific
practice" nmay not be definable when nethod devel opnents are in
flux. The term "acceptable” is retained, but the term"scientific
practice" is changed to "scientific nmethods." This change preserves
EPA' s intent that rigorous scientific methodol ogy be used w thout
inplying that rigid practices be adhered to where they may not
appropriately exist.

iv. Comment: The requirenent under 8160.900 that the test area
be disease free prior to study initiation is inappropriate for
field studies since it would be i npossible to declare areas totally
di sease free under field conditions. Also, one of the objectives of
performng studies in the field is to conduct the studies under
representative environnental conditions which includes encountered
di sease and insect pressures, making this part in direct conflict
with the study objective.

Response: The requirenent is for the test systemto be "free
of disease or condition that interfere wth the purpose or conduct
of the study." The current wording therefore provides sufficient

latitude for field studies. Furthernore, - EPA does not intend
conpliance with this provision to require deviation from accepted
agricultural practices. |If disease and insect pressures are

considered to be an integral part of a study, they clearly do not
interfere with the purpose and conduct of that study. The test
system woul d therefore not need to be free of them

v. Comment: Section 160. 900 shoul d be del eted since the effect
of corrective treatnent cannot be accounted for in test results.

Response: EPA believes that while the effects of corrective
actions taken to isolate and treat disease or signs of disease nay
conplicate interpretation of test results, so mght the effects of
the disease itself. This requirenent for field studies is not
inconsistent with its inclusion for |aboratory, i.e., toxicology
studi es.

vi. Comment: Markings which identify animls individually,
rather than the group as required by g 160.90(d), are needed in
many studies with warm bl ooded vertebrates in pens, or in the
field. For exanple, precocial young of avian species should be
mar ked i ndi vi dual | y.

Response: Specific criteria for marking of individuals to neet



study ((34060)) requirenents should be addressed separately in the
prot ocol of the study. The requirenent in 8 160.90(d) addresses the
need that test systens be adequately identified to prevent
confounding with other test systens. ldentification of precocial
birds, for exanple, may be outlined in the study protocol.

vii. Comment: The proposed nulti species housing under
8160.80(e)(1) is redundant to proposed 8160.43(a)(1l) and is
inconsistent wwth EPA's desire to streanmine GLP standards.

Response: EPA disagrees with the conclusion that these
sections are redundant. Wiile 8160.43(a)(1l) states that the
facilities shall be sufficient to allow proper separation of
species, 8160.90(e)(1) refers specifically to test system care
within the facilities.

viii. Comment: Field studies should be exenpt from the
periodic testing requirenent of 8§ 160.90(8). A bioassay or chem cal
analysis prior to study initiation should suffice to show that
contam nants are not present at |levels capable of interfering with
the study. The need for prior analysis may even be obviated by
docunent ati on of the previous history of pesticide use in the soi
according to Standard Evaluation Procedures to ensure that no
interfering contam nants are present.

Response: The regulations as witten do not require that
periodic tests be performed during a study unless there are
"contam nants known to be capable of interfering with the study and
reasonably expected to be present at |evels above those specified
in the protocol." If there is no reasonable expectation that a
probl emexists periodic testing is not needed. An acceptabl e net hod
to determne this, such as evaluation of the history of pesticide
use, should be defined in the protocol or SOPs.

i Xx. Corment: The requirenment in 8160.90(j) for acclinmatization
of plants and animals should be deleted, since it is not defined
and pronotes confusion. Aninmal toxicology tests would be subject to
isolation and separately to acclimtization. Organisns  in
environnental studies wll have been isolated with their health
status being evaluated per 8160.90(b) and acclinmatization would
have already been perfornmed as part of the process. This part
shoul d be anended to indicate that test organi sns be acclimtized
to all experinental conditions except the test substance.

Response: EPA believes that the term acclimtization has
common neaning that is clear in the context of its usage in the
regul ation. Acclimtization inplies accustom ng to experinental,
i.e., environnental, conditions other than the actual introduction
of the effect (e.g., test substance) to be neasured in the
experinment. If acclimatization is achieved during the process of
isolation, it should be so stated in the protocol and does not
requi re additional technical effort.

In addition, the term "organisns” in 8160.90(j) has been
changed to "systens." This change is consistent with the intended
expansi on of G.P standards and was an inadvertent om ssion in the
proposed rul e.



F. Test and Control Substances

1. Test, control, and reference substance characterization -
| . Coorment: Requiring stability and solubility before testing would
result in a costly burden to the efficacy testing sponsor. The
solubility testing portion of this requirenent would not cause
significant problens, but requiring stability testing to be
conpl eted before study initiation could result in significant tine
and cost burdens.

Response: It is nore costly to have to repeat a study because
of i1 nadequate solubility or stability in respect to experinental
needs. EPA agrees, however, that requiring stability testing to be
conpl eted before the study may result in unnecessary delays and is
all ow ng concurrent stability testing Therefore, EPA has changed
the requirenent to allow stability testing concurrently with the
study. Solubility, where this is relevant to a study, nust still be
known before the experinental start date. Pl ease note that the 1983
GLP standards require determ nation of characteristics which wll
appropriately define the test or control article before study
initiation. Thus solubility determ nation before a study, where it
is relevant to the study and hence an appropriate characteristic,
IS not a new requirenent.

ii. Cormment: The term "purity" should be expanded to include
radi ochem cal purity since further definition is needed to
enconpass netabolisn . environnental fate studies conducted with
radi oactive materi al s.

Response: Radiochemcal purity is covered under "other
characteristics which appropriately define the test, control, or
reference substance.” It is not necessary to specifically list this
characteristic.

iii. Comment: What | evel of anal ysis constitutes "appropriate”
characterization? Is quality control batch analysis sufficient? Is
it necessary to fully characterize technical materials to 0.1
percent ?

Response: The details of what "appropriately" defines the test
substance i s a guideline or protocol issue that cannot be specified
in a generic docunment such as GW standards. The appropriate |evel
of characterizationis |argely dependent on the nature of the study
that the substance is to be used for

iv. Comment: Wat needs to be characterized, the technica
grade active ingredient or the end product?

Response: The test substance needs to be characterized. If the
test substance is the end product, the end product needs to be
characteri zed.

v. Comment: The characterization requirenent is inappropriate
sinceit conflicts with nanagenent responsibilities, is costly, and
adds unnecessary delays to the devel opnment process. It renoves a
necessary option of planning by objectives that responsible
busi ness managenent nust retain. Delays and reschedul i ng, whi ch may
result if inadequate work is permtted by nanagenent, are rea
consequences that nust be accepted by managenent, and nanagenent
nmust deci de whet her or not to risk beginning an experinent prior to
doi ng characterization studies. Since the ultimate validity of a



study will require that such data be obtained before the study is
conpl eted and as | ong as the sponsor can denonstrate that a study
was conducted with authentic material, it is irrelevant when the
characterization is conpleted. This proposal is not in concert with
FDA GLP regul ations. Many tinmes prospective products fail to reach
the marketplace due to wunusual or insurnountable problens.
Therefore, elimnating the need for characterization of product
wi |l reduce the costs of products that fall out of devel opnenta
process.

Response: Characterization is necessary to ensure integrity of
studies. It is also necessary for EPA to have characterization data
avai l abl e for inspectional purposes during ongoing studies, and
thus to have this information conplete at the beginning of the
study. Wthout characterization, it is not possible to know whet her
test, control, or reference substances fromdifferent batches that
are used in a single study are in fact identical. Adequate testing
for characterization normally occurs during the synthesis or
production of test, control, and reference substances, and thus
shoul d al ready be avail abl e before the test begins. Consequently,
having characterization data available should not inpose an
additional burden in nobst cases. ((34061)) EPA does agree,
however, that stability testing should be allowed to be perforned
concurrently, to prevent unreasonabl e del ays. The sponsor w || bear
t he burden of a repeated test in the case that concurrent stability
testing suggests that the study is not valid. For that reason, EPA
is revising 8160.105(b) to allow for concom tant determ nation of
stability.

vi. Comment: The |ast sentence of 8160.105(a), relating to
met hods and fabrication, should be del eted since these nmay contain
CBI .

Response: This is not a new requi renent and has not posed any

probl enms. Inspectors are cleared to handle CBI material: any
sensitive informati on can be declared CBI and treated as such.
vii. Comrent: Sone EPA auditors are interpreting this section

torequire that the testing facility not only archive certification
records concerning the purity or assay of an anal ytical standard
(reference substance), but to also archive copies of the raw data
and records generated during the certification process. The sponsor
or chem cal supplier should only be required to archive the raw
data supporting the certification of an analytical standard. The
testing facility need only archive a copy of the certification of
t he standard.

Response: EPA agrees with the Comment, and is nodifying
8150. 105(a) to allow for specification of the availability of the
docunentation supporting the characterization if it 1is not
available at the testing facility. The phrase "and such
docunentation availability shall be specified" is added to the end
of the first sentence in 8160.105(a), following the word "* * *
experinment."

viii. Comment: Many of the tests com ng under the scope of the
proposed GLP standards are in thenselves stability studies. Soi
di ssipation tests are stability determ nations of herbicides, as



are tests of mcrobial genetic markers for neasuring persistence of
reconbi nantly derived organi sns. The proposal places industry in
t he quandary of conducting stability studies prior to a stability
st udy.

Response: The performance tests cited cannot be considered to
be stability tests wunder the G.P standards. In the context
descri bed above, the persistence of the substance in the
environnent is a separately neasured paraneter. However, when
perform ng such tests, it is still inportant to knowthe stability
of the substance to ensure that the neasured effect was due to the
effect of the test system

i x. Conment: Wbould it be acceptable to EPA if the stability
know edge is based on the extrapolation of the results of a
short-term stability study under extrenme conditions carried out
before the experinental starting date?

Response: Such an accelerated study would not denonstrate
stability under test conditions, and could not be part of the
concurrent stability testing perfornmed in conjunction wth a larger
study. It would be a separate study with its own protocol.

x. Conment: The proposed rul e does not address whether quality
control activities fall under the G.P standards.

Response: Not all quality control activities are GLP issues.
Quality control work that is integral to the | aboratory performng
the study would be under G.P standards, but not that perforned
during manufacturing. Studies as defined in this part are subject
to GLP standards only when required to be submtted to fulfill data
requirenents.

Xi . Comment: The part related to "storage contai ner assi gnnent
for the duration of a study" in 8160. 105© woul d be unrealistic for
field studies, especially where storage containers my be |arge
tanks, or delivery systens which are possibly not even owned by the
sponsor or testing facility.

Response: The delivery systens and tanks that are part of
delivery systens are not "storage containers." Test, control, and
reference substance will, however, be stored before use in sone
container that is unique to that substance during the test. This
may be the container that it comes in or that is assigned to it by
the testing facility.

xii. Comment: Liquids fromlarge containers are often placed
into small er containers for use during the study. Consolidation of
the test substance into smaller containers as the supply is
depl eted shoul d be all owed. These contai ners need not be retained
after they are enpty, since their retention does not enhance the
quality or integrity of the data coll ected.

Response: EPA di sagrees with the suggestion. The retention of
containers i s necessary to ensure the integrity of the study. This
includes enpty containers, which nust be kept to verify the
di sposition of the test, control, and reference substance. Di sposal
of containers adversely affects accountability. This provision of
the rule is not changed fromthe 1983 rul e, but was commented on by
the public because it may affect types of studies, such as field
studies, that will now fall under the provisions of the rule as a
result of these anmendnents.



xiii. Comrent: How are "studi es of nore than 4 weeks duration”
specified in 8160.105(d) defined? They should be defined as
studies having an "in-life phase" of nore than 4 weeks.

Response: The term"4 weeks duration” is neant to apply to the
experinmental start and experinmental termnation dates. The
suggestion of using the term"”in-life phase" is not accepted since
this introduces newtermnol ogy that is not adequately defined. The
term"4 weeks experinental duration" replaces "4 weeks duration” in
8160.105(d) to clarify that the study initiation and study
conpl etion dates are not inplied.

Xiv. Coment: Section 160.105 (b) and (e) do not provide
necessary discretion to testing personnel to determ ne what data
are needed to characterize stability for a substance, and how t he
determ nation is made. The phrase "under test conditions" needs
additional clarification, since avariety of tenperature, humdity,
nmoi sture, and other test conditions may be encountered across the
United States. Routine product chemstry testing for emnulsion
stability, hydrolysis, photostability, etc., should satisfy this
requi renment.

Response: The term nol ogy "under test conditions" is anmbi guous
and may be m sinterpreted, so EPA has decided to del ete "under test
conditions"” from 8160.105(e) and replace it wth "under storage
conditions at the test site."” This may be adequately addressed by
routine product chemstry testing as long as storage of the
substance at the test site is in known, acceptable conditions.

xv. Comrent: Section 160.105(e) shoul d be del eted since it was
redundant with 8160.113(a)(2).

Response: EPA disagrees that these sections are redundant.
Section 160.105(e) refers to the test, control. and reference
substance, while 8160.113 refers to m xtures.

xvi. Comment: Knowl edge of stability makes sense for
long-term but not short term studies because if stability is
suspect then doses are nade up each day and given or sprayed
i medi ately. Adequate knowl edge of stability my exist from
chem cal information about the test substance.

Response: If a substance is known to be stable for a few days,
then its stability is known in terns of the test requirenents. If
the stability is not known, it nust be determ ned, even for
short-termstudies. Storage stability needs to be known even if the
material is used "imediately". If enough information is known
about the material to support its stability fromother testing, its
stability is known and the requirenent is nmet. However, ((34062))
theoretical stability is not considered to be adequate. The net hod
used to conpensate for poor stability, such as daily mxing or
i mredi ate application, is addressed in guidelines rather than in
GLP st andards.

2. Test, control, and reference substance handling - Comrent:
If the test, control, or reference substance is inherently
unstable, it may not be possible to "preclude deterioration.”
-Therefore, the regul ation should allow for periodic eval uati on of
the purity of the test substance during a study to assure its
integrity and replace it when shown to be warranted.



Response: The intent is to prevent deterioration due to
handl ing. Periodic testing is all owed under 8160. 105(b) as changed
in the final rule.

3. Mxtures of substances with carriers - |. Comment: Does
8160. 113 require determnation of wuniformty, stability, and
solubility during field residue studies? If so, does it require
anal yses for each tank preparation? This requirenment woul d inpose
a large burden on testing facilities performng these types of
st udi es.

Response: The purpose of this section is to assure that the
met hodol ogy used to prepare the mxture is valid. Once the
nmet hodol ogy has been proven for a particular mxture, it need not
be reconfirnmed each tinme that mxture is prepared. For field

residue trials. there will be data submtted to EPA that support
the uniformty, stability, and solubility of a substance in the
carrier when prepared by appropriate nethodol ogy, i.e. accordingto
t he proposed use or label. In such cases it may not be necessary to

test each batch that is prepared for field application. However,
field residue trials do remain subject to the requirenments of this
section. Were avail abl e data are i nadequate to support uniformty,
stability, and solubility in a particular case. then it 1is
necessary for the data to be generated under this section. Also,
there may be protocol stipulations applicable to a particul ar study
that require tank m xture anal yses in addition to any provisions of
this section.

i1. Comrent: The range of environnental conditions encountered
infield trials are great and woul d require extensive eval uations
of stability and solubility wunder nunmerous environnental
conditions. This anount of data could not be evaluated prior to
study initiation.

Response: Section 8160. 113(a) (2) states t hat t he
determ nation(s) shall be "* * * under the environnmental conditions
specified in the protocol and as required by the conditions of the
test.”" Al possible environnental conditions do not have to be
anticipated and tested unless required in the protocol.

iii. Coment: Short-termtoxicity and field residue studies
shoul d be exenpted fromthis section since supplenentary anal yses
are perfornmed for other studies with the sane test substance. The
anal ytical cost could equal or exceed the cost of the remai nder of
the short-term study.

Response: The GLP standards do not require characterization
for each study. The characterization is required for each test,
control, and reference substance. The sane substance may need to be
characterized only once, even if used on multiple studies.

iv. Coment: The requirenment for stability and solubility
should allow flexibility for the sponsor to nmake the determ nation
either before, during, or after the study. Wien to determ ne the
stability is a business decision based on know edge of the risk of
having to repeat a study, if the stability data negatively inpacts
the integrity of the study.

Response: EPA understands that requiring stability testing to



be conpleted prior to a study may i ntroduce unreasonabl e del ays. In
harnmony with the nodification of 8160.105(b) to allow concurrent
stability testing of test, control, and reference substances,
8160.113(a)(2) is changed to allowstability testing of mxtures to
be perforned concomtantly with the study. This allows the
necessary flexibility and is also consistent with FDA's GP
regul ati ons.

v. Comment: In the very early stages of a conpound' s
devel opment there is a need for basic acute toxicity tests.
However, there are no anal ytical nethods and calibrated reference
standards available to test the stability of the test substances in
the carrier according to GP standards. An estimate of the

stability of the conpound in an inert carrier like starch oil, or
pol yet hyl ene glycol is possible and should be sufficient as a
prelimnary approach. The stability test will be carried out as

early as the analytical nmethods are avail abl e.

Response: |If a carrier is used, the mxture with the carrier
must go through the sane test, i.e. stability, solubility, etc.
Instability of the mxture in a specific carrier is inportant since
it my affect the apparent effects of the test substance.

vi. Comment: The assurances called for in 8160.113© are not
well defined. How would the addition of the vehicle used to
facilitate mxing of the test substance with the carrier to the
control system affect this requirement? If the vehicle is
identically mxed in control, is there a need to show
noni nterference?

Response: Any vehicle used to facilitate m xi ng nust be shown
not tointerfere wwth the study. This includes a vehicle control to
determ ne interaction effect.

vii. Conmment: If atest substance is appliedto a soil, is the
soil a carrier or test systenf
Response: This section does not generally consider "soil" to

be a carrier; it is considered to be part of the test system
G Protocol for and Conduct of a Study

1. Protocol - Ceneral - | . Comment: The proposed regul ations
do not offer sufficient latitude for the generation of protocols.
The regul ations state that a protocol nust exist prior to study
conduct, yet it would be alnost inpossible to specify the exact
anal yses t hat woul d be perforned on biol ogi cal sanples collected in
the field until the sanples were coll ected.

Response: The protocol requirenent is not too restrictive to
allow for situations where the exact anal ysis perfornmed may not be
known i n advance. The type or nature of analysis still needs to be
specified in the protocol. The protocol should state what sanples
are intended to be collected, howthey are to be coll ected, and how
they are intended to be analyzed. If there is a need for |atitude,
(for instance it is not known specifically how nmany sanples wll
result from a particular study) that should be anticipated and
stated in the protocol.

ii. Comrent: Section 160.120(a)(5), (7), (10), and (11) should
not apply to product chem stry experinents.



Response: The term "test systenm is redefined to include any
physi cal matrix, which may thus be applicable to product chem stry
studies. However, note that a study designed solely for the
determ nation of certain chemcal or physical characteristics of a
test substance are exenpted from 8160.120(a) (5), (7), (10), and
(11) as described in 8160.135. In addition, the word "of" prior to
"frequency" should be "and." This was a typographi cal error noticed
by one Commenter and has been corrected in this final rule.

iii. Comment: Quidance is needed in the final preanble for
presenting addresses, as required by 0160.120(a)(3), of field and
environnmental |ocations used to conduct tests.

Response: The address of the testing facility is the address
of the "person" (i.e. organizational wunit or subunit) who
((34063))actually conducts the study. Even if this organizati onal
unit includes parts situated in different locations it may still be
considered to have one address. The address shoul d be a permanent
address and woul d probably be synonynous with the address of the
study director and/or testing facility's managenent.

iv. Comment "Address of sponsor" should be renoved fromthis
Part to maintain consistency with FDA GLP regul ati ons.

Response: EPA nmaintains that the address of the sponsor is
essential to its inspectional process, which differs fromthat of
FDA.

v. Comment The requirenent in 8 60.120(a)(4) to state proposed
experinental start and term nation dates poses problens for field
studi es where these dates cannot be predicted wwth certainty. Wuld
this result in protocol deviations whenever these dates are not
exactly net?

Response: The requirenent to docunent the proposed
experinmental start and term nation dates in the protocol does not
suggest that a protocol deviation occurs when the date i s not net.
The term"proposed” signifies that this date is esti mated. However,
gross deviation fromthe proposed date nay be a violation of the
protocol, if there are date-critical aspects of the study that are
identified as such.

vi. Conmment Section 160.120(a)(5) is inappropriate because:
(a) justification should be required only when nore than one test
system can be used in a study and not, for exanple, in residue
chem stry studi es where residue |l evels in specific target crops are
t he subject of a study; (b) Justification should only be required
for those that deviate from or fall outside the normal EPA
guidelines and not where standard test systens (Pesticide
Assessnent Cui del i nes and St andard Eval uati on Procedures) are used;
© The retention of this requirenent does not pronote harnony
bet ween the EPA and FDA GLP regul ati ons.

Response. Environnmental studies are nore diverse than health
effects testing and are subject to details relevant to test system
design that are nore chemcally dependent than is the case in
health effects studies. Furthernore, this is not seen to inpose a
burden in the cases described in this Comment. In the case where
only one test system can be used, that is the justification that



shoul d be stated. The targeting of a specific crop may be part of
the justification and so stated; it is still necessary to state
that the test system(e.g., strain of crop, soil, location) usedis
justified for the purpose of the study. If a standard test system
is used because it is the referenced systemin EPA or O gani zation
for Econom c Cooperation and Devel opnment (OECD) gui delines, citing
the use of such guidelines is sufficient justification. Thus,
detail ed discussions are required only in the relatively few cases
where the study design requires deviation or special choices to be
made in selection of the test system

vii. Comrent: EPA should add "range" to 8160.120(a)(B) so it
reads "* * * body weight range," since w thout specifying range,
the protocol requirenent could be msinterpreted to nean that al
i ndi vi dual body wei ghts of the test systemshoul d be i ncluded. This
woul d not be possible since exact weights of test systens woul d not
be known when the protocol is prepared.

Response: EPA did not intend a change here and retains the
term "body wei ght range" as used in the 1983 rule.

viii. Comment: Section |60.120(a)(7) should be del eted since
the test system will be identified and justification for its
selection will be in the protocol.

Response: Identification of the test systemis not covered in
any of the other parts of 8160.120. ldentification is the specific
description of which individual test systemis used, not a general
description of the kind of test system

i Xx. Comment: The nmethod for controlling bias is usually in the
SOP, therefore inclusion of a reference in the protocol to the SOP
shoul d suffice.

Response: EPA agrees that this is allowed. The SOP may be
referred to in the protocol in such cases.

x. Comment: The term"nutrients"” should be added to the |i st
for the description of the diet used in the study to cover the use
of fertilizer in plant studies.

Response: EPA has incorporated this suggestion into the final
rule.

xi. Comment: Section 160.120(a)(10) should be deleted, or
amended with "if appropriate" because: (a) The reason for sel ecting
the route of admnistration is the objective of the study; (b)
route of adm nistration and reason for its choice is not applicable
to studi es such as aqueous hydrol ysis and anaerobi c aquatic; © EPA
Pestici de Assessnent Guidelines require the use of certain routes.

Response: Unlike FDA, EPA requires nmany tests where a
predefined route of exposure is not available. Miltiple exposure
routes may be possible for many test substances. It is appropriate
to state that the route i s nandat ed by gui delines or by the purpose
of the study if either of these are the case.

Xii. Comment: Section 160.120(a)(10) should be nodified to
read "*** route of adm ni stration and/ or exposure ***” to enconpass
ot her types of protocols.



Response: EPA disagrees wth the suggestion since the
experinmenter controls adm nistration but does not have control of
t he route of exposure. Adm nistration routes cover the potential of
al | exposure routes and hence is a nore general, all-inclusive term
in this case.

Xiii. Conment: Section | 60.120(a) should be reworded so that
it reads: "The route or nmethod of adm nistration/ application and
the reason for choice, if appropriate.™

Response: EPA disagrees with the suggestion. The route of
adm nistration is not the sane concept as nethod of application or
adm nistration. It woul d not be appropriate to i ntroduce statenents
concerni ng nmet hodol ogy to this section.

Xiv. Comrent: In the case where the study director is part of
a contract |aboratory engaged for the study by the sponsor, it
should be clarified that such signature as required under
8160. 120(a) (14) does not constitute review and approval of those
parts of the protocol not related to the work done by the contract
| ab. For exanple, the study director for the chem cal analysis of
pesticide residues in plants may not be trained in the experinental
desi gn of the sponsor's overall study, although he or she may be
qualified to conduct the subpart of the study contracted to the
| aboratory. Such a dilemma may simlarly arise in 8160.120(a)(5),
(7), (10), and (15)

Response: EPA believes that the study director cannot, by
definition, be an individual who is not trained or cogni zant of the
overall study. A study is not subdivided into nultiple studies with
mul tiple study directors. The definitions of "study" and "study
director" preclude such a separation of responsibility.

XV. Comrent : "Where applicable” should be added to
81 60. 120(a) (15) since statistical nethods are not used in field
studi es.

Response: Statistical nethods are and should be used in field
studi es. However, where the use of statistics is limted this can
be so stated. The phrase "to be used" should nodify the term
"statistical nmethod" as in 8 60.120(a)(16) of the 1983 rule. This
was a typographical error noted by one Commenter and has been
corrected.

xvi. Comment: Section 160.120(a)(15) is redundant since all of
81 60. 185(a) (3) requires statistical nethods enpl oyed for anal yzi ng
t he data.

Response: Section 160.185 describes reporting requirenents
after the study, ((34064)) while 8160.120 describes protocol
requi renents before the study.

2. Physical and chem cal characterization studies

|. Comment: Section 160.135 is confusing and needs to be read
several times in order to understand it. EPA should clarify its
intent by specifying those studies to be conducted under GP
st andards, and by renovi ng t he doubl e negatives currently presented
in 8160.135(a) and (b).



Response: EPA agrees with the Comment. The section is changed
to elimnate the double negative and reworded for clarity while
retaining the intent of the proposed changes.

ii. Comment: Should exenptions also apply to "assenbly |ine"
bi ol ogi cal studies, such as the Ames test, acute lethality, eye
irritation, etc?

Response: EPA does not intend to expand exenptions to
bi ol ogi cal tests previously covered by G.P standards, even when
repetitive in nature. Section 160.135 applies only to physical and
chem cal characterization studies and is intended to ease the
burden on many studies that wll now conme under GLP standards.

iii. Comment: The concept of what constitutes a study is
blurred by this section. Partial deletion of protocol requirenments

inplies that a protocol is still required for these "exenpted
nmeasurenents.”

Response: EPA intends that a protocol still be required for
the partially exenpted studies. Sone. but not all, of the full

protocol requirenents are elim nated.

iv. Comrent: Areas for recei pt and storage of test substances
have been deleted in 8160.47(a)(1), but corresponding SOPs are
still required by 8§ 160.81(b)(3).

Response: EPA maintains that SOPs for test, control and
reference substance handling are still inportant, if not nore
i nportant, when facilities for their handling are not specified.

v. Comment: Stability is to be known under conditions of the
test wunder 8160.105(e). but the requirement to report that
information is deleted in | 160.185(a)(5)) and the requirenent to
determne stability is renoved by deleting 8 160. 105(Db).

Response: EPA agrees, but there is no contradiction. The
requirenents for determnation and reporting of stability are
rel axed al though stability still needs to be known.

vi. Comrent: A protocol is required even though certain
specific el enents have been del eted (8160.120(a)(5) through (12)
and (15)), but the requirenent for the quality assurance unit to
retain the protocol is deleted (8160.195(d)),

Response: EPA agrees that this is true. The QAU record keepi ng

requi renents are relaxed although the protocol still needs to be
witten.
vii. Comment: A quality assurance unit is required by g

160. 35(a), but by deleting 8160.31© managenent will not have to
assure the existence of a QAU.

Response: EPA elimnated 8160.31© because it requires
managenent to "assure that there is a quality assurance unit as
described in 8160.35." This would have contradicted the exclusion
of certain portions of 8160.35 as specified (i.e. 8160.35(b) and
(c)). That which is not excluded under 8160.35 nmust conply with
8160. 35(a) .

viii. Comrent: A study director is required according to
88160.12 and 160. 33, but does not have to be shown in the fina
report by the deletion of 8160.185(a)(10).

Response: The study director is still required to sign the
conpliance statenent submtted with the final report as required in
8160.12 and is thus required to be naned in the final report. A



nunber of individuals are listed in 8160.185(a)(10) in addition to
the study director. This section was exenpted to reduce reporting
requirenents.

i x. Comment: Studies designed to determ ne stability, octanol
water partition coefficient, vol atility, and environnenta
persi stence (biodegradation, photo degradation, or chem cal
degradati on studi es) shoul d excl ude 8160. 43(a) (1) through © and (f)
t hrough (h), 160.45,160.81(b)(1), (2), (6), (7), and (9), and
160.90. Only the physical and chem cal properties that are used to
predict the environnental fate of a test substance should be
devel oped in conpliance with these regul ations. Those properties
which are not clearly used for this purpose shoul d be excl uded.

Response: EPA does not agree that the |listed sections are
irrelevant in their entirety to the listed studies. Those portions
of the sections which are plainly not applicable to these studies
(e.g. animal care facilities) do not place any burden on these
studi es.

X. Coment : The renoval of physi cal and chem cal
characterization fromthe responsibilities of the QAU shoul d not be
accepted because it presents a major problemfor the QAU personnel.
The QAU shoul d be responsi bl e for every study within the | aboratory
with no exception.

Response: EPA disagrees with the conclusion that the QAU has
no responsibilities in physical and chem cal characterization
studi es. The exclusions reduce the responsibilities of the QAU,
i.e. master schedul e requirenents, etc., but do not elimnate them

Xi . Comment: The QAU shoul d be responsi ble for |ooking at the
functional conponents of the | aboratory (e.g., all nelting points,
all GO/ M5 anal yses, etc.) rather than focusing on a particular
study, such as with toxicology studies.

Response: EPA agrees and is nodifying the inspectional
requi renents of the QAU under 8160.35. This change specifies that
the QAU conduct inspections and nmaintain records that are
appropriate to particular studies. This gives latitude to the QAU
wWth respect to how the information is gathered; i.e., as part of
t he standard review procedures of the | aboratory, or as needed for
the test. This change shoul d reduce the burden in cases where it is
appropriate to maintain central records regarding functional
conponents that affect several studies rather than requiring such
records to be maintained separately.

xii. Comrent: If physical and chem cal characteristics areto
be covered by G.P standards, they should not be referred to as
separate "characterization studies." These tests are listed in 40
CFR part 158 as physical and chemcal characteristics and
properties and are submtted to EPA in studies by Cuideline series
nunbers, not necessarily as individual "characterization studies."”
Additionally, in product chemstry many of the characteristics
listed in proposed 8160.135(b) are part of Series 63 (i.e.
stability, solubility, etc.), whichis submtted as a single study.
If these characteristics are to be covered by G.P standards, it
should only be to the extent of the data requirenments in 40 CFR
158, because it is not the purpose of the GLP standards to define



studies for registration.

Response: EPA disagrees with this Comment. GLP standards do
not expand data requirenments. The regul ations only specify howthe
data are to be generated.

Xiii. Conmrent: Al product chem stry should be exenpted from
t hese regul ati ons, except for those studies specifically noted in
the preanble (i.e. stability, solubility, octanol water partition
coefficient, volatility and persistence), which also affect the
environnental hazard assessnent and/or are required by other
sections of the guidelines.

Response: EPA maintains that all data that are required to be
submtted to EPA be col |l ected according to GLP standards. Wil e EPA
believes that a portion of the requirenents of the previous GP
standards can be reduced for sone studies, the standards are still
((34065)) inmportant to assure the quality and integrity of the data
gener at ed.

xiv. Comment: The series 60, 62, and 63 requirenents are
mai nly process and nethod devel opnent type experinents, and are
devel oped over a period of tinme with portions sonetines contri buted
from |aboratories in plant |ocations, making it prohibitively
expensive and unrealistic to have these portions under a G.P
program

Response: Wil e there may be additional cost, the need to have
the work performed under GLP standards overrides this concern. EPA
does not agree that G.P requirenents in this section entail
unrealistic requirenents on | aboratories that performthese types
of experinents.

xv. Comment: The data quality fromthe series 60, 61, 62 and
63 studies would not be conprom sed since the conpanies that are
generating these data are usually doing so for their own econom c
benefit as well as for registration purposes.

Response: Data devel oped under manufacturer's demands for
quality control information do not reflect the same constraints
upon data integrity as required by EPA. During the manufacturing
process, cost and time considerations may conflict with safety
assessnent data quality needs.

xvi . Comrent: EPA should revise PR Notice 86-5 to ensure that
the definition of study corresponds with the definition in the GLP
regul ati ons.

Response: The GLP regul ations address the integrity of data
generated during a study. PR Notice 86-5 addresses the reporting of
the data, which is a separate concern.

xvii. Comment: The term "studies" in the title of 8160.135
shoul d be replaced with another term such as "experinents," to
avoi d the m sconception that these experinents nust be carried out
as separate "studies." As separate studies, they would require
separate protocols, study directors, study reports, QAU audits,
etc., when in fact these experinents are part of a |arger study,
which already has its own protocol <covering all the various



experinments to be perforned. It may be that this part should be
del eted because these tests do not fit the basic definition of
study and should not be included. in any way, under the scope of
the GLP st andards.

Response: EPA disagrees that these tests are not studies. The
definition of study includes the phrase “to determne or help
predict (the test substance's] effect *** and fate." Therefore the
physi cal and chem cal characterization paranmeters are i ncl uded. EPA

agrees that in sonme cases, the determnations wll have been
performed as part of a larger study (e.g. product chem stry) and
consequently will have been perforned under the protocol of the

| arger study. In other cases, however, each of these studies wll
requi re a separate protocol.

xviii. Coment: Are GLP requirenents applicabl e when anal yses
are conducted by an outside | aboratory, or are they exenpted from
the various sections outlined in 8160.135(a)?

Response: The | ocation where the anal yses are perfornmed does
not affect the applicability of the G.P regul ati ons.

xi Xx. Comment: Section 160.135(a) in the proposed rule should
be deleted because the regulation is far too conplex to start
applying parts of it to one study, but not to another. It is a
maj or task to instruct personnel on the requirenents in the GP
standards; and it would be an inpossible task to instruct them on
mul tiple versions of GP standards.

Response: There should not be nmany cases where the sane
workers wll need to be trained in both levels of GP
interpretation. There are not "nultiple versions" of GP standards,
only a relaxation of sone requirenents for sone studi es. EPA does
not consider this to be inposing an additional burden.

xX. Comment: Under 8160. 135(b), an unusual situation can occur
with quality assurance because a QAU is required to exist by
retention of 8160.35(a) and is inplied to have records of
i nspection by retention of 8160.35(d), but has no duties by virtue
of deleting 8160.35 (b) and (c). Both 8160.35 (a) and (d) shoul d be
added to the list of excluded provisions.

Response: EPA agrees that there are inconsistencies in
elimnating 8160.35 (b) and © since there are no inspectional
responsibilities included in 8160.35 (a) or (d). Consequently, EPA
i s expandi ng 8160.35(a) to include inspectional responsibilities.

xxi. Comment: The repetitive inspection of the types of
studies required in proposed 8160.135(b) would consune |arge
anounts of tine for both study personnel and the QAU staff w thout
contributing tothe quality and integrity of the data. The periodic
i nspection of such operations woul d provi de the necessary assurance
that the data were of sufficient quality and integrity to neet al
requi renents under G.P st andards.

Response: EPA di sagrees with the Cormment and expects that each
study be inspected by the QAU at | east once. Wiere these types of
tests are repetitive or routine in nature it shoul d be possible for
the QAU i nspectional process to be equally routine.

xxii. Comment: EPA shoul d nodify proposed 8160. 135(b) to nake
it perfectly clear that stability/solubility experinments carried
out as part of a study are not excluded fromthe exenption provided



by 8160. 135(a). Wen the sole purpose of a study is to determ ne
stability or solubility, G.LP standards should apply, but where
stability or solubility determ nations are being nade prior to the
initiation of the actual experinment for which the study is being
conducted, there is no reason to treat those determ nations as a
separate study. The study protocol will cover the need for, and
met hod of, determning stability and solubility in situations where
it is necessary to nake those determ nations in order to ensure the
success of the study.

Response: EPA agrees that "sol e purpose” stability/solubility
studi es are under GLP standards, but disagrees that these studies
shoul d be exenpt when they are part of another G.P study. |f they
are a part of a larger study, they are within its protocol, and
hence under G.P standards. If they are not within that protocol,
then they are "sole studies" under G.P standards in their own
right.

H Records and Reports

1. Reporting of study results - I. Comment: Section 160.185
delineates the information to be included in the final report.
Since the Ofice of Pesticide Prograns (OPP) has al ready designed
Data Reporting Guidelines (DRGs) as addenda to the Pesticide
Assessnent Qui del i nes and these are being used by applicants, this
section appears to be unnecessary. Furthernore, there are a few
i ssues where the G.P standards and DRGs are not conpatible and
illustrate a possible conflict in EPA requirenents: (a) Section
160. 185(a)(2) (protocol). The reviewer at OPP needs to know the
study objectives, not necessarily what the objectives were in the
prot ocol and what changes were nade during the course of the study;
(b) Section 160.185(a)(6) (nethodology). A description of the
met hods used is required, but residue chemstry reports require a
separate report for nethodology; © Section 160.185© (report
anmendnents). Information Services Branch has specific requirenents
in PR Notice 86-5 regardi ng the subm ssion of anmended reports. In
cases such as these, which docunent has the superseding authority?

Response: DRGs are designed for presentation of data to EPA
after the performance of the study, and GLP standards are desi gned
to ensure data ((34066)) integrity during the performance of the
study. GLP standards require additional information to be contained
inthe final report that are not required by the DRGs. This should
not result in any issues of superseding authority.

ii. Coment: Section 160.185(a)(12) should be nodified to
require reports only when they are necessary to explain results
that are highly subject to interpretational or critical to the
final evaluation of the study. Oherwise this will result in an
unusual reporting burden with little benefit during field residue
studi es.

Response: EPA does not agree that the requirenment 1is
i npractical or unnecessary. This reporting requirenent cannot be
left entirely to the discretion of the study director.

iii. Comrent: At the EPA' s second data submtter's workshop on
the inplenmentation of PR Notice 86-5 on Decenber 15,1986, EPA



handed out the "Clarification of PR Notice 86-5 Requirenents”
pertaining to GLP considerations. EPA states in this clarification
that reformatting final study reports to conply with the subm ssion
requirenents of PR Notice 86-5 does not constitute a fornal
"correction or addition" to a final report that would otherw se
require the signature of the study director wunder 40 CFR
100. 185(c).

Response: EPA agrees and is incorporating the suggestion in
the final rule so that nodification to conply with EPA subm ssion
requi renents does not constitute a correction, addition, or
amendnent. However, EPA advises that the process of reformatting
final study reports does not alleviate the study director of
accountability in signing the final report or the conpliance
statement .

2. Storage and retrieval of records and data - |. Coment:
The phrase "beyond quality assurance” in 8160.190(a) needs
clarification since it could be anbiguously interpreted. Does it
mean the date of the final approved report or does it nmean beyond
initial evaluation of the specinens, since that was the statenent
used in the correspondi ng preanbl e section?

Response: EPA intends that the speci mens be retained until the
quality assurance unit assures that their discarding does not
negatively inpact the integrity of the study. The wording is being
changed to "after quality assurance verification" to clarify this.

ii. Coment: Tissues and animal feeds <collected from
non-t oxi col ogy studies should also be discarded after quality
assurance verification. |If EPA does not intend for animal tissues
to be retained fromresidue studies, "animal" not appearing after
"plants" is an oversight.

Response: EPA did not include the term"animal" in the |ist
since it would potentially include tissues and feeds from
toxi cology studies which nust be kept. It is felt that the
suggested wordi ng would not provide sufficient breadth to cover
non-resi due sanples. Therefore, EPA will require that all aninm
ti ssue sanples, even from non-toxicol ogy studies, be included in
this Part.

iii. Coment: Retention tinme for C-label ed speci nens needs
to be addressed since a facility's license limt could be exceeded
for storing radioactive material.

Response: The problemof licensing requirenents is a facility
responsi bility under GLP standards. EPA does not agree that speci al
consideration be given to sanple storage based on the above
reasoni ng

iv. Coment: This Part does not clearly define who nust
archive raw data or authenticated copies. If the test facility's
portion of the study is small conpared to the entire project, it
does not nmake sense to archive at the test facility. The sponsor
should be required to archive all raw data in support of a
subm ssion and provide that data to the test facility in the event
of an audit. Archiving at the test facility will put an undue and



unnecessary hardship on small laboratory facilities. Another
problemto be considered is whether the test facility is required
to archive the final report submtted to EPA It could find itself
archiving anal ytical data generated by another facility.
Furthernore, in the event that the sponsor nay be involved in a
| awsuit concerning the study, the contingent liability exposure for
the test facility should be clarified.

Response: The test facility may contract with a comrerci al
archi ves under 8160.195 (b) and (8)- This inplies flexibility in
t he physical l|ocation of the archives.

3. Retention of records - |I. Conmment: The appropri ate endpoi nt
for specinen retention in § 180.195 should be based on the
integrity of the specinens and use by the study director, or other
techni cal personnel, not based on when QAU personnel may performa
revi ew.

Response: Quality assurance evaluation is needed to assure
that the integrity of the data are not conprom sed by the decision
to discard speci nens. For consistency, EPA is changing the wording
of 8160.195© to concur with the wordi ng of 8§180.190(a).

ii1. Comment: EPA should explicitly state in 8180.195(1) that
when exact copies are substituted for original source as raw dat a,
then the original may be discarded. In the past, EPA inspectors
have required retention of original data sources even if exact
copi es exi sted. The burden i nposed by sone EPA auditors, that each
copy nust be signed and dated, is unrealistic. Verification of
"bat ches" of reproduction copies is just as neaningful and would
elimnate nost of the unnecessary burden on personnel and tine
resour ces.

Response: Specific wordi ng advi sing the di scardi ng of raw data
after copying is not necessary or useful. "True copies" wll be
acceptable as raw data by EPA inspectors under 8180.190. Signing
and dating each copy nmay be inpractical and an acceptable
alternative nethod may be devised and incorporated into standard
operating procedures to ensure the integrity of the copies.
Laboratories are cautioned that discarding originals places an
additional burden on verification of the authenticity of the
copi es.

I1l. Regulatory Requirenments
A. Executive Order 12291

Under Executive Order 12291, EPA nust judge whether a rule is
"major" and therefore subject to the requirenment of a Regul atory
| npact Anal ysis. EPA has determ ned that the anendnents are not a
maj or rul e because they do not neet any of the criteria set forth
and defined in section 1(b) of the Order. Conpliance costs were
estimated using data from a survey of |aboratories potentially
affected by the revised GLP standards and from data on pesticides
testing demand, and costs taken froma 1980 study of the pesticides
testing industry.

This rule was submtted to the Ofice of Managenent and Budget



(OwB) for reviewas required by Executive Order 12291. Any coments
from OVMB to EPA and any EPA Response to those coments are
available for public inspection at Information Policy Branch,
PM 223, U. S. Environnental Protection Agency, 401 M St., SW,
Washi ngt on, DC 20460; and at the O fice of Managenent and Budget,
Washi ngton, DC 20503, with OVB requests marked "Attention: Desk
O ficer for EPA ™

B. Reqgulatory Flexibility Act

This rul e has been reviewed under the Regulatory Flexibility
Act of 1980 (Pub. L. 96-354; 94 Stat. 1165 (5 U S.C. 801 et.
seq.)), and it has been determned that it wll not have
significant economc inpact on a substantial nunber of small
busi nesses, small governnments, or small organization. It was found
that the G.P revisions will not increase the costs of health
effects testing and that non health effects testing costs wll
i ncrease about 20 percent. ((34067))

C. Paperwor k Reduction Act

The information collection requirenents in this rule wll be
subm tted for approval to OVB under the Paperwork Reduction Act, 44
U S.C. 3501 et seq. These requirenents are not effective until OVB
approves themand a techni cal anmendnent to that effect is published
in the Federal Register.

Public reporting for this collection of information is
estimated to average 15 hours per Response, including tinme for
review ng i nstructions, searching existing data sources, gathering
and mai ntaining the data needed, and conpleting and revi ewi ng the
collection of information. Send comments regarding the burden
estimate or any other aspect of this collection of information
i ncluding suggestions for reducing this burden, to Chief,
| nfformation Policy Branch, PM 223, U.S. Environnental Protection
Agency, 401 M St. SW Washi ngton, DC 20503.

Li st of Subjects in 40 CFR Part 180

Envi ronment al protection, Good | aboratory practice, Hazardous
materials, Pesticides and pests, Reporting and record keeping
requirenents.

Dated: July 27, 1989 WlliamK Reilly, Adm nistrator
Therefore, 40 CFR chapter |, part 160 is revised to read as
fol |l ows:
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GOCD LABORATORY PRACTI CE STANDARDS
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Definitions.

Applicability to studies perfornmed under
contracts.

St at enent of conpliance or nonconpli ance.

| nspection of a testing facility.

Ef fects of non-conpliance.

- Organi zation and Personnel

Per sonnel .

Testing facility managenent.
St udy director.

Qual ity assurance unit.

- Facilities
Gener al .

Test systemcare facilities.
Test system supply facilities.

Facilities for handling test, control and

subst ances.

Laboratory operation areas.

Speci men and data storage facilities.
- Equi pnent

Equi pnment desi gn
Mai nt enance and cal i bration of equi pnent.

- Testing Facilities Operation

St andard operating procedures.
Reagent s and sol uti ons.

Ani mal and ot her test system care.

- Test, Control, and Reference Substances

grants and

r ef erence

Test. control, and reference substance characteri zati on.
Test. control. and reference substance handling

M xtures of substances with carriers.

- Protocol for and Conduct of a Study

Pr ot ocol
Conduct of a study.

Physi cal and chem cal characterization studies.



Subpart H and | - [Reserved]
Subpart J - Records and Reports

160. 185 Reporting of study results.
160. 190 Storage and retrieval of records and dat a.
160. 195 Retention of records.

Aut hority: 7 U S. C 136a, |36c¢c, 136d, 136f, 138j, 136t, 138v, 136w
21 U. S C 346a, 348, 371. Reorganization Plan No 3 of 1970.

SUBPART A - GENERAL PROVI SI ONS
§ 160.1  Scope.

(a) This part prescribes good |aboratory practices for
conducting studies that support or are intended to support
applications for research or marketing permts for pesticide
products regul ated by the EPA. This part is intended to assure the
quality and integrity of data submtted pursuant to sections 3, 4,
5 8, 18 and 24© of the Federal Insecticide, Fungicide, and
Rodenticide Act (FIFRA), as anended (7 U S. C 136a, 136c, 136f,
136g and 136v(c)) and sections 408 and 409 of the Federal Food,
Drug and Cosnetic Act (FFDCA) (21 U. S.C. 346a, 348).

(b) This part applies to any study descri bed by paragraph (a)
of this section which any person conducts, initiates, or supports
on or after Cctober 16, 1989.

8160. 3 Definitions.

As used in this part the following terns shall have the
meani ngs speci fied:

Application for research or marketing permt includes:

(1) An applicationfor registration, anmended regi stration, or
re-registration of a pesticide product under FIFRA
sections 3, 4 or 24(c).

(2) An application for an experinental use permt under FIFRA
section 5.

(3) An application for an exenption under FIFRA section 18.

(4) A petition or other request for establishnment or
nodi fication of a tolerance, for an exenption for the
need for a tolerance, or for other clearance under FFDCA
section 408.

(5 A petition or other request for establishnent or
nodi fication of a food additive regulation or other
cl earance by EPA under FFDCA section 4009.

(6) A submission of data in response to a notice issued by
EPA under FI FRA section 3(c)(2)(B)

(7) Any other application, petition, or subm ssion sent to
EPA intended to persuade EPA to grant, nodify, or |eave
unnodi fied a registration or other approval required as



a condition of sale or distribution of a pesticide.
Batch nmeans a specific quantity or lot of a test,

control, or reference substance that has been
characterized according to 8 160. 105(a).

Carrier neans any material, including but not limted to
feed, water, soil, nutrient nedia, with which the test
substance is conbined for admnistration to a test
system

Control substance neans any chemcal substance or
m xture, or any other material other than a test
substance, feed, or water, that is admnistered to the
test systemin the course of a study for the purpose of
establishing a basis for conparison with the test
substance for known chem cal or biol ogi cal nmeasurenents.
EPA neans the U. S. Environnental Protection Agency.
Experimental start date neans the first date the test
substance is applied to the test system Experinenta
term nation date neans the | ast date on which data are
collected directly fromthe study.

FDA neans the U.S. Food and Drug Adm nistration.

FFDCA neans the Federal Food, Drug and Cosnetic Act, as
amended (21 U S.C. 321 et seq).

FIFRA neans the Federal |Insecticide, Fungicide and
Rodentici de Act as anended (7 U.S.C. 136 et seq).
Person i ncl udes an i ndividual, partnership, corporation,
association, scientific or academc establishnent,
gover nment agency, or organizational unit thereof, and
any other legal entity.

Qual ity assurance unit nmeans any person or organi zati onal
el enent, except the study director, designated by testing
facility managenent to perform the duties relating to
qual ity assurance of the studies.

Raw data neans any |aboratory worksheets, records,
menor anda, notes, or exact copies thereof, that are the
result of original observations and activities of a study
and are necessary for the reconstruction and eval uati on
of the report of that study. In the event that exact
transcripts of raw data have been prepared (e.g., tapes
whi ch have been ((34068)) transcribed verbatim dated,
and verified accurate by signature), the exact copy or
exact transcript may be substituted for the original
source as raw data. “Raw data” may include phot ographs,
mcrofilm or mcrofiche copies, conputer printouts,
magnetic media, including dictated observations, and
recorded data from automated instrunents.

Ref erence substance neans any chem cal substance or
m xture, or analytical standard, or material other than
a test substance, feed, or water, that is admnistered to
or used in analyzing the test systemin the course of a
study for the purposes of establishing a basis for
conparison with the test substance for known chem cal or
bi ol ogi cal neasurenents.

Speci nens neans any material derived froma test system
for exam nation or analysis.



Sponsor neans:

(1) A person who initiates and supports, by provision
of financial or other resources, a study;

(2) A person who submts a study to the EPA in support
of an application for a research or marketing
permt; or

(3) A testing facility, if it both initiates and
actual ly conducts the study.

St udy neans any experinent at one or nore test sites, in

whi ch a test substance is studied in a test systemunder

| aboratory conditions or in the environnment to determ ne
or help predict its effects, netabolism product
performance (efficacy studies only as required by 40 CFR

158. 640), environnmental and chem cal fate, persistence

and residue, or other characteristics in humans, other

[iving organisnms, or nedia. The term “study” does not

include basic exploratory studies <carried out to

determ ne whether a test substance or a test nethod has
any potential utility.

St udy conpl etion date neans the date the final report is

signed by the study director.

Study director nmeans the individual responsible for the

overal | conduct of a study.

Study initiation date neans the date the protocol is

signed by the study director.

Test substance neans a substance or m xture adm ni stered

or added to a test systemin a study, which substance or

m xt ure:

(1) Is the subject of an application for a research or
mar keting permt supported by the study, or is the
cont enpl at ed subj ect of such an application; or

(2) Is an ingredient, inpurity, degradation product,
nmetabolite, or radioactive isotope of a substance
descri bed by paragraph (1) of this definition, or
sone other substance related to a substance
descri bed by that paragraph, which is used in the
study to assist in characterizing the toxicity,
nmet abol i sm or other characteristics of a substance
descri bed by that paragraph.

Test system neans any animal, plant, mcroorganism
chem cal or physical matrix, including but not [imtedto
soil or water, or subparts thereof, to which the test,
control, or reference substance i s adm ni stered or added
for study. “Test systent al so i ncludes appropriate groups
or conponents of the systemnot treated with the test,
control, or reference substance.

Testing facility neans a person who actually conducts a

study, i.e., actually uses the test substance in a test

system “Testing Facility” enconpasses only those
operational units that are being or have been used to
conduct studi es.

Vehi cl e neans any agent which facilitates the m xture,

di spersion, or solubilization of a test substance with a



carrier.

8160.10 Applicability to studies perfornmed under grants and
contracts.

When a sponsor or other person utilizes the services of a
consulting | aboratory, contractor, or grantee to performall or a
part of a study to which this part applies, it shall notify the
consulting | aboratory, contractor, or grantee that the service is,
or is part of, a study that nust be conducted in conpliance with
the provisions of this part.

§160. 12 Statenent of conpliance or non-conpliance.

Any person who submits to EPA an application for a research or
mar keting permt and who, in connection with the application,
submts data froma study to which this part applies shall include
in the application a true and correct statenent, signed by the
applicant, the sponsor, and the study director, of one of the
foll ow ng types:

(a) A statenent that the study was conducted in accordance with
this part; or

(b) A statenment describing in detail all differences between the
practices used in the study and those required by this part;
or

© A statenent that the person was not a sponsor of the study,
di d not conduct the study, and does not know whet her the study
was conducted in accordance with this part.

§160. 15 | nspection of a testing facility.

(a) Atesting facility shall permt an authorized enpl oyee or duly
desi gnated representative of EPA or FDA, at reasonable tines
and in a reasonable manner, to inspect the facility and to
i nspect (and in the case of records also to copy) all records
and specinmens required to be maintained regarding studies to
which this part applies. The records inspection and copying
requi renents should not apply to quality assurance unit
records of findings and problens, or to actions recomended
and taken, except that EPA may seek production of these
records in litigation or formal adjudicatory hearings.

(b) EPA will not consider reliable for purposes of supporting an
application for a research or marketing permt any data
devel oped by a testing facility or sponsor that refuses to
permt inspection in accordance wth this part. The
determnation that a study will not be considered in support
of an application for a research or marketing permt does not,
however, relieve the applicant for such a permt of any
obligation under any applicable statute or regulation to
submt the results of the study to EPA

8160. 17 Ef fects of non-conpliance.



(a)

(b)

§160.
(a)

(b)

(d)

(e)

()

§160.

EPA may refuse to consider reliable for purposes of supporting
an application for a research or marketing permt any data
froma study which was not conducted in accordance with this
part.

Subm ssion of a statenent required by § 160.12 which is fal se
may form the Dbasis for cancellation, suspension, or
nodi fication of the research or marketing permt, or denial or
di sapproval of an application for such a permt, under FlIFRA
section 3, 5, 6, 18, or 24 or FFDCA section 406 or 409, or for
crimnal prosecution under 18 U S.C 2 or 1001 or FIFRA
section 14, or for inmposition of civil penalties under FIFRA
section 14.

SUBPART B- ORGANI ZATI ON AND PERSONNEL
29 Per sonnel .

Each individual engaged in the conduct of or responsible for
t he supervision of a study shall have education, training, and
experience, or conbination thereof, to enable that individual
to performthe assigned functions.

Each testing facility shall maintain a current summary of
training and experience and job description for each
i ndi vi dual engaged in or supervising the conduct of a study.
There shall be a sufficient nunber of personnel for the tinely
and proper conduct of the study according to the protocol.
((34069)) Personnel shall take necessary personal sanitation
and health precautions designed to avoid contam nation of
test, control, and reference substances and test systens.
Personnel engaged in a study shall wear clothing appropriate
for the duties they perform Such clothing shall be changed as
often as necessary to prevent m crobiol ogical, radiological,
or chem cal contam nation of test systens and test, control,
and reference substances.

Any individual found at any time to have an illness that may
adversely affect the quality and integrity of the study shal
be excluded fromdirect contact with test systens, and test,
control, and reference substances, and any ot her operation or
function that may adversely affect the study until the
condition is corrected. Al personnel shall be instructed to
report to their imrediate supervisors any health or nedical
conditions that may reasonably be considered to have an
adverse effect on a study.

31 Testing facility managenent.

For each study, testing facility managenent shall:
(a) Designate a study director as described in 8160. 33 before



the study is initiated.

(b) Replace the study director pronptly if it becones
necessary to do so during the conduct of a study.

© Assure that there is a quality assurance unit as
described in 8160. 35.

(d) Assure that test, control, and reference substances or
m xtures have been appropriately tested for identity,
strengt h, purity, stability, and uniformty, as
appl i cabl e.

(e) Assure that personnel, resources, facilities, equipnent,
mat eri al s and net hodol ogi es are avail abl e as schedul ed.

(f) Assure that personnel clearly understand the functions
they are to perform

(g) Assure that any deviations from these regulations
reported by the quality assurance unit are comruni cated
to the study director and corrective actions are taken
and docunent ed.

8§160.33  Study director.

For each study, a scientist or other professional of
appropriate education, training, and experience, or conbination
thereof, shall be identified as the study director. The study
director has overall responsibility for the technical conduct of
the study, as well as for the interpretation, analysis,
docunentation, and reporting of results, and represents the single
poi nt of study control. The study director shall assure that:

(a) The protocol, including any change, is approved as
provi ded by 8160.120 and is foll owed.
(b) Al experi nment al dat a, i ncluding observations of

unanti ci pated responses of the test systemare accurately
recorded and verifi ed.

© Unf orseen circunstances that may affect the quality and
integrity of the study are noted when they occur, and
corrective action is taken and docunent ed.

(d) Test systens are as specified in the protocol.

(e) Al applicable good | aboratory practice regul ations are
fol | oned.

(f) Al raw data, docunentation, protocols, specinens, and
final reports are transferred to the archives during or
at the close of the study.

8160. 35 Qual ity Assurance Unit.

(a) Atesting facility shall have a quality assurance unit which
shal | be responsible for nonitoring each study to assure managenent
that the facilities, equipnment, personnel, nethods, practices

records, and controls are in conformance with the regulations in
this part. For any given study, the quality assurance unit shall be
entirely separate fromand i ndependent of the personnel engaged in
the direction and conduct of that study. The quality assurance
unit shall conduct inspections and maintain records appropriate to
t he study.

(b) The quality assurance unit shall:



(d)

(1) Miintain a copy of a master schedul e sheet of all studies
conducted at the testing facility indexed by test
substance, and containing the test system nature of
study, date study was initiated, current status of each
study, identity of the sponsor, and nane of the study
di rector.

(2) Miintain copies of all protocols pertaining to all
studies for which the unit is responsible.

(3) Inspect each study at intervals adequate to ensure the
integrity of the study and maintain witten and properly
signed records of each periodic inspection show ng the
date of the inspection, the study i nspected, the phase or
segnent of the study i nspected, the person performng the
i nspection, findings and probl ens, acti on recommended and
taken to resolve existing problens, and any schedul ed
date for reinspection. Any problens which are likely to
affect study integrity found during the course of an
i nspection shall be brought to the attention of the study
di rector and managenent i nmediately.

(4) Periodically submt to nmanagenent and the study director
witten status reports on each study, noting any probl ens
and the corrective actions taken.

(5) Determne that no deviations from approved protocols or
standard operating procedures were made w t hout proper
aut hori zati on and docunentati on.

(6) Reviewthe final study report to assure that such report
accurately describes the nethods and standard operating
procedures, and that the reported results accurately
reflect the raw data of the study.

(7) Prepare and sign a statenent to be included with the
final study report which shall specify the dates
i nspections were made and findi ngs reported t o managenent
and to the study director.

The responsibilities and procedures applicable to the quality

assurance wunit, the records maintained by the quality

assurance unit, and the nethod of indexing such records shal
be in witing and shall be maintained. These itens including

i nspection dates, the study i nspected, the phase or segnent of

t he study i nspected, and the name of the individual perform ng

the inspection shall be made available for inspection to

aut hori zed enpl oyees or duly designated representatives of EPA
or FDA.

An aut hori zed enpl oyee or a duly designated representative of

EPA or FDA shall have access to the witten procedures

established for the inspection and may request testing

facility managenent to certify that inspections are being

i npl emrented, perfornmed, docunented, and followed up in

accordance wth this paragraph.

SUBPART C - FACILITIES

8160.41 General.

Each testing facility shall be of suitable size and



construction to facilitate the proper conduct of studies. Testing
facilities which are not |ocated within an indoor controlled
envi ronnent shall be of suitable |ocation to facilitate the proper
conduct of studies. Testing facilities shall be designed so that
there is a degree of separation that will prevent any function or
activity fromhaving an adverse effect on the study.

8160.43 Test systemcare facilities.

(a)

(b)

(d)

(e)

()

A testing facility shall have a sufficient nunber of ani nmal
roonms or other test systemareas, as needed, to ensure: proper
separation of species or test systens, isolation of individual
projects, quarantine or isolation of animals or other test
systens, and routine or specialized housing of animals or
ot her test systens. ((34070))

(1) In tests wth plants or aquatic animls, proper
separation of species can be acconplished within a room
or area by housing themseparately in different chanbers
or aquaria. Separation of species is unnecessary where
t he protocol specifies the sinmultaneous exposure of two
or nore species in the sane chanber, aquarium or housing
unit.

(2) Aquatic toxicity tests for individual projects shall be
i sol at ed to t he ext ent necessary to pr event
cross-contamnation of different chemcals wused in
different tests.

A testing facility shall have a nunber of animal roons or

other test system areas separate from those described in

paragraph (a) of this section to ensure isolation of studies
bei ng done with test systens or test, control, and reference

substances known to be biohazardous, including volatile
subst ances, aerosols, radioactive materials, and infectious
agents.

Separate areas shall be provided, as appropriate, for the
di agnosi s, treatnent, and control of |aboratory test system
di seases. These areas shall provide effective isolation for
t he housing of test systens either known or suspected of being
di seased, or of being carriers of disease, from other test

syst ens.
Facilities shall have proper provisions for collection and
di sposal of contamnated water, soil, or other spent

mat eri al s. When ani mal s are housed, facilities shall exist for
the collection and di sposal of all aninmal waste and refuse or
for safe sanitary storage of waste before renoval from the
testing facility. D sposal facilities shall be so provi ded and
operated as to mnimze vermn infestation, odors, disease
hazards, and environnmental contam nation.

Facilities shall have provisions to regulate environnenta
conditions (e.g., tenperature, humdity, photoperiod) as
specified in the protocol.

For marine test organisns, an adequate supply of clean sea
water or artificial sea water (prepared from deionized or
distilled water and sea salt m xture) shall be available. The



(9)

(h)

§160.

(a)

(b)

§160.

(a)

(b)

§160.

ranges of conposition shall be as specified in the protocol.
For freshwater organisnms, an adequate supply of clean water
of the appropriate hardness, pH, and tenperature, and which
is free of contam nants capable of interfering with the study,
shal | be available as specified in the protocol.

For plants, an adequate supply of soil of the appropriate
conposition, as specified in the protocol, shall be avail able
as needed.

45 Test system supply facilities.

There shall be storage areas, as needed, for feed, nutrients,

soils, bedding, supplies, and equipnent. Storage areas for

feed nutrients, soils, and bedding shall be separated from

areas where the test systens are located and shall be

protected against infestation or contam nation. Perishable

supplies shall be preserved by appropriate neans.

When appropriate, plant supply facilities shall be provided.

As specified in the protocol, these include:

(1) Facilities for holding, culturing, and maintai ni ng al gae
and aquatic plants.

(2) Facilities for plant growth, including, but not limted
to greenhouses, grow h chanbers, |ight banks, and fi el ds.

© When appropriate, facilities for aquatic animal tests
shal | be provided. These i nclude, but are not limtedto,
aquaria, holding tanks, ponds, and ancillary equi pnment,
as specified in the protocol.

47 Facilities for handling test, control, and reference
subst ances.

As necessary to prevent contam nation or m xups, there shal

be separate areas for

(1) Receipt and storage of the test, control, and reference
subst ances.

(2) Mxing of the test, control, and reference substances
wth a carrier, e.g., feed.

(3) Storage of the test, control, and reference substance
m Xt ures.

Storage areas for test, control, and/or reference substance

and for test, control, and/or reference mxtures shall be

separate from areas housing the test systens and shall be

adequate to preserve the identity, strength, purity, and

stability of the substances and m xtures.

49 Laboratory operation areas.

Separate | aboratory space and ot her space shall be provided,

as needed, for the performance of the routine and specialized
procedures required by studies.

§160.

51 Speci nen and data storage facilities.

Space shall be provided for archives, limted to access by



aut hori zed personnel only, for the storage and retrieval of
all raw data and speci nens from conpl et ed st udi es.

§160.

SUBPART D - EQUI PMENT
61 Equi pmrent desi gn.

Equi prrent used in the generation, nmeasurenment, or assessnent

of data and equi pnent used for facility environnmental control

shal |

be of appropriate design and adequate capacity to function

according to the protocol and shall be suitably |ocated for
operation, inspection, cleaning, and nai nt enance.

§160.
(a)

(b)

§160.
(a)

63 Mai nt enance and cal i bration of equi pnent.

Equi prent shall be adequately inspected, cleaned, and
mai nt ai ned. Equi pnent used for the generation, neasurenent, or
assessnent of data shall be adequately tested, cali brated,
and/ or standardi zed.

The witten standard operating procedures required under
8160.81(b)(11) shall set forth in sufficient detail the
nmet hods, materials, and schedules to be used in the routine
i nspection, cleaning, maintenance, testing, calibration, and/
or standardization of equipnment, and shall specify, when
appropriate, renedial action to be taken in the event of
failure or malfunction of equipnment. The witten standard
operating procedures shall designate the person responsible
for the performance of each operation.

Witten records shall be mintained of all inspection,
mai nt enance, testing, calibrating, and/or standardi zing
operations. These records, containing the dates of the
operations, shall describe whether the mai ntenance operations
were routine and followed the witten standard operating
procedures. Witten records shall be kept of non-routine
repairs perforned on equipnent as a result of failure and
mal function. Such records shall docunent the nature of the
defect, how and when the defect was discovered, and any
remedi al action taken in response to the defect.

SUBPART E - TESTI NG FACI LI TI ES OPERATI ON

81 St andard operating procedures.

Atesting facility shall have standard operating procedures in
witing setting forth study nethods that nmanagenent is
satisfied are adequate to insure the quality and integrity of
the data generated in the course of a study. Al deviations in
a study fromstandard operating procedures shall be authori zed
by the study director and shall be docunented in the raw dat a.
Significant changes in established standard operating
procedures shall be ((34071)) properly authorized in witing
by managenent.



(b)

(d)

§160.

| abel
r equi

St andard operating procedures shall be established for, but

not limted to, the follow ng:

(1) Test system area preparation.

(2) Test systemcare.

(3) Receipt, identification, storage, handling, mxing, and
met hod of sanpling of the test, control, and reference
subst ances.

(4) Test system observations.

(5) Laboratory or other tests.

(6) Handling of test systens found noribund or dead during
st udy.

(7) Necropsy of test systens or postnortem exam nation of
t est systens.

(8) Collection and identification of specinens.

(9) Histopathol ogy.

(10) Data handling, storage and retrieval.

(11) Maintenance and calibration of equi pnent.

(12) Transfer, proper placenent, and identification of test
syst ens.

Each | aboratory or other study area shall have immediately

avai | abl e manual s and standard operating procedures relative

to the laboratory or field procedures being perforned.

Publ i shed literature nay be used as a supplenent to standard

oper ati ng procedures.

A historical file of standard operating procedures, and all

revisions thereof, including the dates of such revisions,

shal | be mai nt ai ned.

83 Reagents and sol uti ons.
Al'l reagents and solutions in the | aboratory areas shall be

ed to indicate identity, titer or concentration, storage
rements, and expiration date. Deteriorated or outdated

reagents and sol utions shall not be used.

§160.
(a)
(b)

90 Animal and other test system care.

There shall be standard operating procedures for the housing,
f eedi ng, handling, and care of ani mals and ot her test systens.
All newWy received test systens fromoutside sources shall be
isolated and their health status or appropriateness for the
study shall be evaluated. This evaluation shall be in
accordance with acceptable veterinary mnmedical practice or
scientific methods.

At the initiation of a study, test systens shall be free of
any di sease or condition that mght interfere with the purpose
or conduct of the study. If during the course of the study,
the test systens contract such a disease or condition, the
di seased test systens should be isolated, if necessary. These
test systens may be treated for disease or signs of disease
provided that such treatnment does not interfere with the
study. The di agnosis, authorization of treatnent, description
of treatnent, and each date of treatnent shall be docunented
and shall be retained.



(d)

(e)

()

(9)

(h)

(1)

(J)

§160.
(a)

War m bl ooded animals, adult reptiles, and adult terrestrial
anphi bians wused in |aboratory procedures that require
mani pul ati ons and observati ons over an extended period of tine
or in studies that require these test systens to be renoved
fromand returned to their test systemhousing units for any
reason (e.g., cage cleaning, treatnent, etc.), shall receive
appropriate identification (e.g., tattoo, col or code, ear tag,
ear punch, etc.). Al information needed to specifically
identify each test systemw thin the test system housing unit
shal | appear on the outside of that unit. Suckling mammal s and
juvenil e birds are excluded fromthe requi renent of individual
identification unless otherw se specified in the protocol.
Except as specified in paragraph (e)(1) of this section, test
systens of different species shall be housed in separate roons
when necessary. Test systens of the sanme species, but used in
di fferent studies, should not ordinarily be housed in the sane
room when i nadvertent exposure to test, control, or reference
subst ances or test system m xup could affect the outcone of
either study. If such mxed housing is necessary, adequate
differentiation by space and identification shall be made.
(1) Plants, invertebrate animals, aquatic vertebrate ani mal s,
and organi sns that nmay be used in nultispecies tests need
not be housed in separate roons, provided that they are
adequately segregated to avoid mxup and cross
contam nati on
(2) [Reserved]
Cages, racks, pens, encl osures, aquaria, hol ding tanks, ponds,
grow h chanbers, and other holding, rearing and breeding
areas, and accessory equi pnent, shall be cl eaned and saniti zed
at appropriate intervals.
Feed, soil, and water used for the test systens shall be
anal yzed periodically to ensure that contam nants known to be
capable of interfering with the study and reasonably expected
to be present in such feed, soil, or water are not present at
| evel s above those specified in the protocol. Docunentation
of such anal yses shall be maintained as raw dat a.
Beddi ng used in ani mal cages or pens shall not interfere with
t he purpose or conduct of the study and shall be changed as
often as necessary to keep the aninmals dry and cl ean.
|f any pest control materials are used, the use shall be
docunent ed. O eani ng and pest control materials that interfere
with the study shall not be used.
Al'l plant and animal test systens shall be acclimatized to the
environnental conditions of the test, prior to their use in a
st udy.

SUBPART F - TEST, CONTROL, AND REFERENCE SUBSTANCES
105 Test, control, and reference substance characterization.
The identity, strength, purity, and conposition, or other
characteristics which will appropriately define the test,

control, or reference substance shall be determ ned for each
batch and shall be documented before its use in a study.



(b)

(d)

(e)

§160.

Met hods of synthesis, fabrication, or derivation of the test,
control, or reference substance shall be docunented by the
sponsor or the testing facility, and the location of such
docunent ati on shall be specified.

Wen relevant to the conduct of the study the solubility of
each test, control, or reference substance shall be determ ned
by the testing facility or the sponsor before the experinental
start date. The stability of the test, control, or reference
substance shall be determ ned before the experinental start
date or concomtantly according to witten standard operating
procedures, which provide for periodic anal ysis of each batch.
Each storage container for a test, control, or reference
subst ance shal | be | abel ed by nane, chem cal abstracts service
nunmber (CAS) or code nunber, batch nunber, expiration date

if any, and, where appropriate, storage conditions necessary
tomaintainthe identity, strength, purity, and conposition of
the test, control, or reference substance. Storage containers
shall be assigned to a particular test substance for the
duration of the study.

For studies of nore than 4 weeks experinental duration,
reserve sanples from each batch of test, control, and
ref erence substances shall be retained for the period of tine
provi ded by 8§ 160. 195.

The stability of test, control, and reference substances
under storage conditions at the test site shall be known for
all studies.

107 Test, control, and reference substance handli ng.

Procedures shall be established for a systemfor the handling

of the test, control, and reference substances to ensure that:

§160.
(a)

(a) There is proper storage. ((34072))

(b) Distributionis made in a manner designed to preclude the
possibility of contam nation, deterioration, or damage.

© Proper identification is maintained throughout the
di stribution process.

(d) The receipt and distribution of each batch i s docunent ed.
Such docunent ati on shall include the date and quantity of
each batch distributed or returned.

113 M xtures of substances with carriers.

For each test, control, or reference substance that is m xed
with a carrier, tests by appropriate anal ytical nethods shal
be conduct ed:

(1) To determine the uniformty of the mxture and to
determ ne, periodically, the concentration of the test,
control, or reference substance in the m xture.

(2) Wen relevant to the conduct of the study, to determ ne
the solubility of each test, control, or reference
substance in the mxture by the testing facility or the
sponsor before the experinental start date.

(3) To determne the stability of the test, control, or
reference substance in the mxture before the



(b)

§160.
(a)

experinental start date or concomtantly according to
witten standard operating procedures, which provide for
periodi ¢ anal ysis of each batch.
Where any of the conponents of the test, control, or reference
substance carrier mxture has an expiration date, that date
shall be clearly shown on the container. |If nore than one
conponent has an expiration date, the earliest date shall be
shown.
If a vehicle is used to facilitate the mxing of a test
substance wth a carrier, assurance shall be provided that the
vehicle does not interfere wwth the integrity of the test.

SUBPART G - PROTOCOL FOR AND CONDUCT OF A STUDY
120 Pr ot ocol

Each study shall have an approved witten protocol that
clearly indicates the objectives and all mnmethods for the
conduct of the study. The protocol shall contain but shall not
necessarily be limted to the follow ng information:

(1) A descriptive title and statenent of the purpose of the
st udy.

(2) Identification of the test, control, and reference
substance by name, chem cal abstracts service (CAS)
nunber or code nunber.

(3) The nanme and address of the sponsor and the nanme and
address of the testing facility at which the study is
bei ng conduct ed.

(4) The proposed experinental start and term nation dates.

(5) Justification for selection of the test system

(6) \Where applicable, the nunber, body weight range, sex,
source of supply, species, strain, substrain, and age of
the test system

(7) The procedure for identification of the test system

(8) A description of the experinental design, including
met hods for the control of bias.

(9) \Where applicable, a description and/or identification of
the diet wused in the study as well as solvents,
enul sifiers and/or other materials used to solubilize or
suspend the test, control, or reference substances before
mxing with the carrier. The description shall include
specifications for acceptabl e | evel s of contam nants t hat
are reasonably expected to be present in the dietary
materials and are known to be capable of interfering
with the purpose or conduct of the study if present at
| evel s greater than established by the specifications.

(10) The route of admnistration and the reason for its
choi ce.

(11) Each dosage |l evel, expressed in mlligranms per kil ogram
of body or test systemwei ght or other appropriate units,
of the test, control, or reference substance to be
admnistered and the nethod and frequency of
adm ni stration.

(12) The type and frequency of tests, analyses, and



(d)

(e)

§160.
(a)

(b)

measurenents to be made.

(13) The records to be nmaintai ned.

(14) The date of approval of the protocol by the sponsor and
the dated signature of the study director.

(15) A statenment of the proposed statistical nmethod to be
used.

All changes in or revisions of an approved protocol and the

reasons therefore shall be docunented, signed by the study

director, dated, and maintained with the protocol.

130 Conduct of a study.

The study shall be conducted in accordance with the protocol.
The test systens shall be nonitored in conformty wth the
pr ot ocol .

Speci nens shall be identified by test system study, nature,
and date of collection. This information shall be |ocated on
t he speci men container or shall acconpany the specinmen in a
manner that precludes error in the recording and storage of
dat a.

In ani mal studies where histopathology is required, records
of gross findings for a specinen frompostnortem observations
shall be available to a pathologist when exam ning that
speci men hi st opat hol ogi cal | y.

Al |l data generated during the conduct of a study, except those
t hat are generated by aut omat ed data col | ecti on systens, shal
be recorded directly, pronptly, and legibly in ink. Al data
entries shall be dated on the day of entry and signed or
initialed by the person entering the data. Any change in
entries shall be made so as not to obscure the original entry,
shal |l indicate the reason for such change, and shall be dated
and signed or identified at the time of the change. In
aut omat ed data col |l ection systens, the individual responsible
for direct data input shall be identified at the tine of data
i nput. Any change in automated data entries shall be nmade so
as not to obscure the original entry, shall indicate the
reason for <change, shall be dated, and the responsible
i ndi vi dual shall be identified.

135 Physical and chem cal characterization studies.

All provisions of the GLP standards shall apply to physical
and chem cal characterization studies designed to determ ne
stability, solubility, octanol water partition coefficient,
volatility, and persistence (such as biodegradation, photo
degradation, and chem cal degradation studies) of test,
control, or reference substances.

The foll ow ng GLP standards shall not apply to studies, other
than those designated in paragraph (a) of this section,
desi gned to det erm ne physi cal and chem cal characteristics of
a test, control, or reference substance:

§160.31 (c), (d), and (g)



§160.
§160.
§160.
§160.
§160.
§160.
§160.
§160.
§160.
§160.
§160.
§160.

35 (b) and ©
43

45

47

49

81(b) (1), (2), (6) through (9), and (12)

90

105 (a) through (d)

113

120(a) (5) through (12), and (15)

185(a) (5) through (8), (10), (12), and (14)
195 © and (d)
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8160. 185 Reporting of study results.

(a)

A final report shall be prepared for each study and shall
i ncl ude, but not necessarily be limted to, the foll ow ng:

(1)
(2)

(3)
(4)

(5)

(8)
(9)
(10)

(11)

(12)

Nane and address of the facility performng the study and
the dates on which the study was initiated and was
conpleted, termnated, or discontinued. ((34073))

bj ectives and procedures stated in the approved
protocol, including any changes in the original protocol.
Statistical nethods enployed for analyzing the data.
The test, control, and reference substances identified by
name, chenm cal abstracts service (CAS) nunber or code
nunber, strength, purity, and conposition, or other
appropriate characteristics.

Stability and, when relevant to the conduct of the study
the solubility of the test, control, and reference
substances under the conditions of admnistration.

A description of the nethods used.

A description of the test systemused. Were applicable,
the final report shall include the nunber of animals
used, sex, body wei ght range, source of supply, species,
strain and substrain, age, and procedure used for
i dentification.

A description of the dosage, dosage reginmen, route of
adm ni stration, and duration.

A description of all circunstances that may have affected
the quality or integrity of the data.

The nanme of the study director, the nanes of other
scientists or professionals and the nanes of al
supervi sory personnel, involved in the study.

A description of the transformations, calculations, or
operations perfornmed on the data, a summary and anal ysi s
of the data, and a statenent of the conclusions drawn
fromthe anal ysis.

The signed and dated reports of each of the individual
scientists or other professionals involved in the study,
i ncl udi ng each person who, at the request or direction of



(b)

(d)

§160.
(a)

(b)

§160.
(a)

(b)

the testing facility or sponsor, conducted an anal ysis or
eval uation of data or specinens fromthe study after data
generation was conpl et ed.
(13) The locations where all specinens, raw data, and the
final report are to be stored.
(14) The statenment prepared and signed by the quality
assurance unit as described in 8§ 160.35(b) (7).
The final report shall be signed and dated by the study
di rector.
Corrections or additions to a final report shall be in the
form of an anendnent by the study director. The anendnent
shall clearly identify that part of the final report that is
bei ng added to or corrected and the reasons for the correction
or addition, and shall be signed and dated by the person
responsi bl e. Modification of a final report to conply with the
subm ssion requirenents of EPA does not constitute a
correction, addition, or anmendnent to a final report.
A copy of the final report and of any amendnment to it shall be
mai nt ai ned by the sponsor and the test facility.

190 Storage and retrieval of records and dat a.

All raw data, docunentation, records, protocols, specinens,
and final reports generated as a result of a study shall be
retained. Speci nens obtained from nutagenicity tests,
speci nens of soil, water, and plants, and wet specinens of
bl ood, urine, feces, and biological fluids, do not need to be
retained after quality assurance verification. Correspondence
and ot her docunents relating to interpretation and eval uation
of data, other than those docunents contained in the fina
report, also shall be retained.

There shall be archives for orderly storage and expedi ent
retrieval of all raw dat a, docunent ati on, prot ocol s,
specinmens, and interim and final reports. Conditions of
storage shall mnimze deterioration of the docunents or
speci mens in accordance with the requirenents for the tine
period of their retention and the nature of the docunents of
specinmens. A testing facility may contract with comrerci al
archives to provide a repository for all material to be
retained. Raw data and specinens maybe retained el sewhere
provi ded that the archives have specific reference to those
ot her | ocations.

An individual shall be identified as responsible for the
ar chi ves.

Only authorized personnel shall enter the archives.

Material retained or referred to in the archives shall be
i ndexed to permt expedient retrieval.

195 Ret enti on of records.

Record retention requirenents set forth in this section do not
supersede the record retention requirenents of any other
regulations in this subchapter.

Except as provided in paragraph © of this section



(d)

(e)

()

(9)

(h)

docunent ati on records, raw data, and specinens pertaining to

a study and required to be retained by this part shall be

retained in the archive(s) for whichever of the follow ng

periods is |ongest:

(1) In the case of any study used to support an application
for a research or marketing permt approved by EPA, the
period during which the sponsor holds any research or
mar keting permt to which the study is pertinent.

(2) A period of at |least 5 years follow ng the date on which
the results of the study are submtted to the EPA in
support of an application for a research or narketing
permt.

(3) In other situations (e.g., where the study does not
result in the subm ssion of the study in support of an
application for aresearch or marketing permt), a period
of at least 2 years follow ng the date on which the study
is conpleted, term nated, or discontinued.

Wet specinmens, sanples of test, control, or reference
substances, and specially prepared material which are
relatively fragile and differ markedly in stability and
quality during storage, shall be retained only as | ong as the
quality of the preparation affords evaluation. Specinens
obtained from nutagenicity tests, specinens of soil, water,
and plants, and wet specinens of blood, urine, feces, and
bi ol ogical fluids, do not need to be retained after quality
assurance verification. In no case shall retention be required
for longer periods than those set forth in paragraph (b) of
this section.

The nmaster schedul e sheet, copies of protocols, and records of

qual ity assurance inspections, as required by 8§ 160. 350 shal

be maintained by the quality assurance unit as an easily
accessi bl e systemof records for the period of tinme specified

i n paragraph (b) of this section.

Summaries of training and experience and job descriptions
required to be nmai ntai ned by 8§ 160. 29(b) may be retai ned al ong
with all other testing facility enploynent records for the
length of tinme specified in paragraph (b) of this section.
Records and reports of the nmintenance and calibration and
i nspection of equipnment, as required by 8 160.63 (b) and (c),
shall be retained for the length of tinme specified in
par agraph (b) of this section.

If a facility conducting testing or an archive contracting
facility goes out of business, all raw data, docunentation
and other material specified in this section shall be
transferred to the archives of the sponsor of the study. The
EPA shall be notified in witing of such a transfer.

Speci nens, sanples, or other non-docunentary nmaterials need
not be retained after EPA has notified in witing the sponsor
or testing facility holding the materials that retention is no
| onger required by EPA. Such notification normally wll be
furni shed upon request after EPA or FDA has conpl eted an audit
of the particular study to which the materials relate and EPA
has concl uded that the study was conducted i n accordance with



(1)

this part. ((34074))
Records required by this part may be retained either as
original records or as true copies such as photocopies,

mcrofilm mcrofiche, or other accurate reproductions of the
original records.
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