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INTRODUCTION

1.0 - INTRODUCTION

The U. S. Environmental Protection Agency (EPA) and the Food and Drug Administration (FDA) have
promulgated Good Laboratory Practice (GLP) Standards Regulations to assure the quality of data
submitted as part of the requirements of the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA),
the Toxic Substances Coantrol Act (TSCA), and the Federal Food, Drug, and Cosmetic Act (FFDCA).
Data submitted to EPA under either FIFRA or TSCA requirements, must be prepared in accordance with
the GLP standards. Based on an interagency agreement originated in 1978, FDA performs inspections
for compliance at health effects laboratories that engage in testing for both FDA and EPA. EPA
performs inspections to determine compliance and audit data at all other laboratories submitting to EPA
under covered parts of FIFRA and TSCA. | |

1.1 PURPOSE OF THIS MANUAL

Congress delegated responsibility to EPA for prdmulgating and enforcing rules pursuant to FIFRA and
TSCA. OCM is responsible for ensuring compliance with and enforcement of FIFRA and TSCA. A
comprehensive compliance and enforcement program is necessary to assure that OCM meets its
congressional mandate to protect health and the environment. '

An integral part of OCM’s compliance program is the compliance monitoring inspection, which is
conducted to ascertain if regulated facilities are in compliance with FIFRA and TSCA regulatory
requirements. This manual is intended to provide guidance to EPA inspectors who conduct compliance
inspections related to data submitted under FIFRA Sections 3, 4, 5, 8, 18, and 24(c), and TSCA Sections
4 and 5. There are other OCM guidance materials pertaining to FIFRA and TSCA inspections and to
environmental compliance inspections in general. This manual is intended as a suppiement to those
materials. Therefore, inspectors should refer to other documents as necessary when performing
inspections to determine compliance with FIFRA and TSCA.

As the objectives of EPA, and OCM, change to reflect new priorities delegated by statutory, regulatory,
or policy modifications, the methods, operations, and procedures employed by EPA in conducting GLP
inspections may also change. The inspector should be aware that EPA may from time to time issue new
Standard Operating Procedures (SOPs). These SOPs are the primary guidance documents developed by
EPA to inform GLP inspectors of current policy and procedures. As such, all current SOPs will take
precedence over the contents of this manual. In areas where this manual and newer SOPs differ, the
directives of the SOPs. will be followed. |

This manual provides EPA inspectors with guidance in conducting GLP inspections under both FIFRA
and TSCA. References to the applicable regulations will be for FIFRA (40 CFR Part 160) unless
otherwise noted in the text. The corresponding TSCA regulations are found at 40 CFR Part 792.

1-1 Sepeember 1993



CHAPTER ONE

1.2 BACKGROUND ON Goop LABORATORY PRACTICE STANDARDS

The GLP regulations were developed to address problems found with data submitted to EPA and FDA.
Investigations by these agencies in the mid-1970s revealed that some studies had not been conducted in
accordance with commonly accepted laboratory practices. Some studies had been conducted so poorly
that the resulting data could not be relied upon in EPA’s regulatory decisionmaking process. As a result,
the FIFRA and TSCA GLP standards developed by EPA and FDA specify minimum practices and
procedures that must be followed to assure the quality and integrity of data submitted to EPA in support
of applications for research or marketing permits for pesticide products in the case of FIFRA and for
studies relating to health effects, environmental effects, and chemical fate in the case of TSCA.

The initial FIFRA and TSCA GLP standards were proposed in 1979, and final regulations became
effective’in May 1984, several years after FDA promulgated GLP standards under its statute. The [984
regulations did not address all studies, although EPA recognized the need to do this at some point. EPA
felt it needed more experience with some of the nonhealth effects studies in order to write GLP
regulations applicable to them. It is important to note that while the 1984 GLP regulations specified a
limited number and type of studies, the FIFRA Section 8 recordkeeping regulations [40 CFR 169. 2(k)],
which require that the original raw data supporting ail studies be kept for the life of the pesticide’s
registration, did not. Thus, while FIFRA GLP reqmrements initially applied to a limited range of studies
(i.e., health effects studies), EPA’s books and records requuements encompassed all types of studies
submitted to support registrations.

In August 1989, EPA published its final revised FIFRA and TSCA GLP rules, which expanded the
coverage of the GLP standards to nearly all studies submitted to EPA under FIFRA or TSCA. The
revisions also reflect changes made by FDA to its GLP regulations in 1987. EPA’s revisions were made
to assure some degree of consistency among the three rules. This was done to minimize the regulatory
burden on laboratories that may conduct studies under all three statutes. '

The revised TSCA GLP standards became effective on September 18, 1989, while the revised FIFRA
GLP standards became effective on October 16, 1989. The FIFRA GLP standards Regulations are
applicable to virtually any study required to be performed for submission to EPA in support of an
application for a pesticide marketing or research permit. The TSCA GLP Standards regulation applies
to any study required to be conducted to determine the effects of any chemical substance that is
manufactured, distributed, processed, used, or disposed of within the jurisdiction of the United States,
on human health and the environment. The purpose of the GLP standards is to provide some assurance
 that studies are conducted with certain safeguards in place regarding data quality and integrity and that
the raw data, records, and reports will allow a study’s reconstruction.

GLP Inspection Mansal . ' 1-2



INTRODUCTION

1.3 FIFRA AND TSCA GLP STANDARDS

EPA, through the Office of Compliance Monitoring (OCM), conducts GLP inspections under both TSCA
(40 CFR Part 792) and FIFRA (40 CFR Part 160) regulations. In instances where FIFRA and TSCA
differ, those differences will be cited in the ensuing sections of this manual. The two rnajor differences
between FIFRA and TSCA involve the scope of GLP applicability and the retention of records. These
differences are shown in Table 1-1. |

1.4 GLP ENPORCEMENT AUTHORITY

Violations of the GLP standards may be discovered in a number of ways. Generally, GLP violations are
likely to be found (1) during laboratory inspections conducted by EPA and FDA, (2) during EPA’'s
review of data submissions, or (3) through investigations of tips or complaints.

1.4.1 FIFRA Violations
Under FIFRA Section 12, it is unlawful for any person:

. To refuse to prepare, mamtaxn or submit any records requxred by or under Section 5,

7,8, 11, or 19 [FIFRA §12(2)(2)B))).

. To refuse to submit any reports required by or under Section 5, 6, 7, 8, 11, or 19
[FIFRA §12(2)(2)B)(D)].

Under Section 6 of FIFRA, registrants are required to submit any "additional factual
information regarding unreasonable adverse .effects. on the environment..." [§6(a)(2)].
Failure to submit information required under this sectiom is- a violation of FIFRA

§$12(2)@)E)G).

. To knowingly falsify all or part of any application for registration, application for
experimental use permit, any records required to be maintained pursuant to FIFRA, any
report filed under FIFRA, or any information marked as confidential and submitted to
the Administrator under any provision of FIFRA [FIFRA §12(a)(2)(M)].

o To falsify all or part of any information relating to the testing of any pesticide (or any
ingredient, metabolite, or degradation product thereof), including the nature of any
protocol, procedure, substance, organism, or equipment used, observation made, or
conclusion or opinion formed, submitted to the Administrator, or that the person knows
will be furnished to the Administrator or will become part of any records required to be
maintained by FIFRA [FIFRA §12(a)(2)(Q)].

. To submit to the Administrator data known to be false in support of a registration

[FIFRA §12)Q)R)]-

1-3 . Stptanbe 1991



CHAPTER ONE

. TaBte-1-1. Masow DIFFERENCES BETWEEN FIFRA AND TSCA GLP REGULATIONS

40 CFR §160.1(a): "... studies that support
or are intended to support applications for
research or marketing permits for pesticide
products regulated by the EPA. This part is
intended to assure the quality and integrity of
data submitted pursuant to §§3, 4, 5, 8, 18,
and 24(c) of FIFRA and §§408 and 409 of the
FFDCA.®

(): "This part applies to any study ... of this
section which any person conducts, initiates,
or supports on or after 10/16/89."

40 CFR §792.1: "... studies relating to health
effects, environmental effects, and chemical fate
testing. This part is intended to assure the quality
and integrity of data submitted pursuant to testing
consent agreements and test rules issued under §4
of TSCA." :
(b): "This part applies to any study ... of this
section which any person conducts, initiates, or
supports on or after 09/18/89."
(c): "It is EPA’s policy that all data developed
under §5 of TSCA be in accordance with this
part. If data are not ... EPA will consider such
data insufficient to evaluate the health and
- environmental effects of the chemical substances

40 CFR §160.195: "... documentation
records, raw data, and specimens pertaining to
a study and required to be retained by this
part shall be retained in the archive(s) for
whichever of the following periods is longest:
(1) In the case of any study used to support
an application for a research or marketing
permit approved by EPA, the period during
which the sponsor holds any research or
marketing permit to which the study is
pertinent.

(2) A period of at least 5 years following the
date on which the results of the study are
submitted to the EPA in support of an
application for a research or other marketing
permit. :

(3) In other situations ... a period of at least
2 years following the date on which the study
is completed, terminated, or discontinued.”

40 CFR §792.195(b)X1): “... documentation
records, raw data, and specimens pertaining to a
study and required to be retained by this part
shall be retained in the archive(s) for a period of
at least ten (10) years..."

—

G.Pbupeaionuanual
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INTRODUCTION

FIFRA provides EPA with the authority to issue Notices of Warning for violations and to assess
administrative civil penalties of up to $5,000 per violation. Any person who know'mgly violates FIFRA
may also incur criminal penalties of up to $50,000 or 1 year in jail. Falsification of submissions ot
records may be the basis for a criminal referral under the United States Code, Chapter 47
(18 U.S.C. §1001). Actions may be taken against the registrant, the laboratory, or individuals for
'falsifying the certification statements, records, or reports. Generally, EPA will examine the specific case
to determine who is most appropriately subject to an enforcement action.

. In addition to enforcement actions taken under FIFRA, failure to.comply with all applicable sections may
be used as the basis for rejection of studies. Where a study is not conducted in accordance with GLP
standards, EPA may refuse to consider the data as meeting regulatory requirements. GLP deviations may
also be the basis for the cancellation or suspension of a registration, modification of the research or
marketing permit, or denial of an application for such a permit.

1.4.2 TSCA Violations
Under TSCA, it is unlawful for any persén:

. To fail or refuse to comply with any rule promuigated or order issued under Section 4
of TSCA [TSCA §15(1)]

o To fail or refuse to (1) establish or maintain records; (2) submit reports, notices, or other
information; or (3) permit access to or copying of records, as reqmred by TSCA or a
rule thereunder [TSCA §15(2)]

. To fail or refuse to permxt entry or mspecuon as required by Section 11 of TSCA [TSCA
§15(4)].

TSCA allows EPA to assess civil and administrative penalties of up to $25,000 ber violation per day.
Any person who knowingly violates any portion of TSCA may also be liable for criminal penalties of up
to $25,000 per violation per day and/or up to | year in jail.

If the Administrator determines that a testing facility did not comply with any part of the GLP
regulations, data submitted may be determined to be unreliable for the purposes of showing that a
chemical substance or mixture does not present a risk of injury to health or the eavironment. If data
submitted to EPA to fulfill a testing consent agreement or a test rule issued under Section 4 of TSCA are
not developed in accordance with the applicable GLP regulations, EPA may require the sponsor of that
testing consent agreement or a test rule data submission to develop data in accordance with the GLP
standards before accepting those data {40 CFR § 792.17(c)]. In addition, it is EPA policy that all data
developed under Section 5 of TSCA be in accordance with GLP regulations.- EPA considers any Section
5 data submitted that was not in accord with the GLP regulations to be insufficient to evaluate the health
and environmental effects of the chemical substance unless the submitter provides additional information
demonstrating that the data are reliable and adequate. 4
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CHAPTER ONE

1.4.3 GLP Violations

EPA has developed several enforcement response policy (ERP) documents to guide case development
officers (CDOs) in determining the seriousness of GLP violations and the appropriate penalties to be
‘assessed for those violations. The FIFRA Enforcement Response Policy, dated July 2, 1990, contains
the EPA policy regarding penalty determinations for FIFRA violations. This ERP includes tables that
list the gravity levels for each violation of FIFRA and matrices for determining appropriate penalty
- amounts based on the gravity, size of business, history of noncompliance, culpability of the violator, and
" harm to human health or the environment. The ERP applies to any violations of FIFRA, including those
concerning GLP regulations. Specific FIFRA charges given in the ERP are in reference to Section
12(a)(2)(M), for knowing falsification of reports submitted to EPA; Section 12(a)(2)(Q), for falsifying
information related to testing; and.Section 12(a)(2)[R), for submission of data known to be false.

The FIFRA ERP addresses GLP violations in the féllowing manner: a high-level GLP violation has a
maximum civil penaity of $5,000 per violation; a middle-level GLP violation has a maximum civil penalty
of $4,000 per vxolatxon and a low-level GLP violation has a maximum civil penalty of $3,000 per
violation. :

The GLP ERP supplement to the FIFRA ERP was released on September 30, 1991. This document
provides guidance regarding certain enforcement policy issues, including multiple GLP violations and
liability for GLP violations. It also provides guidance regardmg which violations are considered to be
high-, middle-, or low-level violations. '

EPA developed an ERP for TSCA GLPs in 1985. The TSCA ERP outlines both the levels of action, and
~ the penalty amounts that can be imposed where violations have been discovered. The TSCA ERP for
GLPs is applicable to those studies used to obtain data for TSCA section 4 hazard evaluations, TSCA
section 5 data submissions, and negotiated testing agreements. The TSCA ERP identifies four response
levels for GLP violations, including: '

. Notice of Noncompliance (NONs) - NONs are the most corhmon response to a TSCA
GLP violation. They are used for minor, technical or form violations. They are not
used for a substantive violation, or for any repeat offenses under TSCA section 4.

. Civil Administrative Penalties (CAPs) - CAPs are appropriate when one or more

violations, considered together or separately, have the potentxal to affect the reliability
and accuracy of the data. .

. Criminal Sanctions - Criminal sanctions are used in serious cases of misconduct. The

' factors used to determine whether or not to proceed with a criminal prosecution inciude .
whether there was "guilty knowledge” or intent on the part of the responsible party. or
where violations are "knowingly or willfully” committed (i.e., falsifying material data.
intentional concealment of results through omission or selective reporting).

GLP Inspection Manual 16



INTRODUCTION

o Study Invalidation - Under 40 CFR 792.17, EPA may determine that the submitted data
was not collected in accordance with the applicable GLPs and may be unreliable for the
purposes of indicating that the chemical in question is not expected to pose an
unreasonable risk to human health or the environment. If the data is submitted as part
of a TSCA section 4 study, EPA may require a new study to be conducted. For swudies
submitted under §5 or a negotiated testing agreement that do not conform to GLPs, EPA
may consider the data insufficient to permit a reasoned evaluation of the environmental
and health effects of a chemical substance.

Similar to the FIFRA GLP ERP, a penalty matrix was created to aid CDQs in determining the amount
of fines to be leveled for CAPs. The ERP also delineates adjusting factors that may be taken into
consideration when determining the appropriate response level to the GLP violation.

Inspectors are encoura.ged to review the FIFRA and TSCA GLP ERPs to familiarize themselves with the
types and levels of GLP violations EPA has established.

1.5 STANDARDS OF PROFESSIONAL CONDUCT

Through many years of inspection experience, EPA has developed procedures and requirements that
assure ethical action on the part of its inspectors. These ethics have been established to protect the
individual, the Agency, and industry as well. - Because inspectors act as officers of the United States
Government, they should perform their duties with the highest degree of honesty and integrity. In
addition, they are expected to conduct themselves in a manner that will reflect favorably on themselves
and the Agency. As such, the following rules of ethics should be adhered to at all times:

o All investigations shall be conducted within the framework of the United States
Constitution and with due consideration for individual rights, regardless of race, sex,
creed, or national origin. :

. The inspector shall uphold the Constitution, laws, and regulations of the United States
and all governments therein and never be a party to their evasion.

. The inspector shall never use any information obtained confidentially in the performance
of governmental duties as a means for making a private profit.

- Any act (or failure to act) that might be construed as being motivated by personal or
~ private gain (conflict of interest) should be avoided. .

. The inspector shall never dlscnmmate by dispensing special favors or privileges to
: anyone, whether for renumeration or not; and never accept, for hxm/herself or his/her
family, favors or benefits under any circumstances.

o Facts of an investigation are to be developed and reported completely, objectively, and
accurately. :
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o The inspector shall make no promises of any kind; government employees cannot bind
government enforcement.

. The inspector shall continually attempt to improve professional knowledgé and technical
skill in the investigative field.
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2.0 Pns-lum PROCEDURES

2.1 INTRODUCTION

This chapter contains guidance on conducting pre-inspection activities pertaining to FIFRA and TSCA
GLP inspections. A good inspection begins with planning, which should commence well before the
inspector visits the subject facility. Planning is the process during which the inspector identifies all the
required activities to be completed during the inspection process. These activities include obtaining
records before the inspection, conducting the inspection, follow up, and writing the inspection report.

This chapter describes the planning process that should take place prior to any GLP inspection. The basic
elements of inspection planning are determining the scope of the inspection (Section 2.2); inspection
planning (Section 2.3); reviewing EPA information-(Section 2.4); providing advance notification of the
inspection to the facility (Section 2.5); coordinating the inspection team (Section 2.6); and gathering
inspection documents and equipment (Section 2.7). Section 2.8 discusses Confidential Business
Information (CBI) issues.

2.2 DMGMS&PSOFMINW

The first step in the inspection planning process is determining w;vhat type of inspection will be conducted.
GLP inspections usually involve both a compliance review and one or more study audits. In some cases,
only a study audit will be conducted.

2.2.1 Compliance Reviews

A compliance review is used to obtain 2 "snapshot in time" at a testing facility (i.e., to determine
compliance status at the time the inspection takes place). During a compliance review, the inspection
team may identify an ongoing or recently submitted study and evaluate to what extent the study is being
conducted in accordance with GLP regulations. Practices evaluated may include any of the items or
activities required in the GLP regulations such as use and maintenance of SOPs, data recording, handling
of test systems, or other operations. A detailed discussion of all elemems of a compliance review is
presented in Chapter 4. ' '

2.2.2 Study Audits

The purpose of a study audit is to determine whether the testing facility being inspected has documented .
the raw data necessary to support conclusions previously submitted to EPA and whether the GLP
Standards were followed. During a study audit, auditors conduct an overall review of raw data, verify
the accuracy of the data, and examine the submitted study report to determine whether the data were
collected following the proper procedures required by the GLP regulations. A discussion of the aspexts
of study audits is presented in Chapter 5 and in the relevant SOPs.
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2.3 INSPECTION PLANNING

Planning includes conducting a thorough review, prior to the inspection, of EPA records and other
information perwining to the facility to be inspected. This will save time because familiarity with the
operation, history, and compliance status of the subject facility decreases the need for more extensive
discussion of these areas during the limited time typically allotted to an onsite visit. In addition, planning
promotes a better relationship with the regulated community because the inspector will be better able to
answer questions concerning the application of GLP requirements to a particular type of facilit&.

Proper planning also enhances the facility personnel’s confidence in the EPA inspector and aids in
establishing good relationships with facility representatives. An inspector that knows what s/he wants,
how to proceed, what to accomplish, and who articulates such goals to the facility personnel will appear
well organized and in control. Such an appearance indicates to the facility personnel that the inspector
is a professional and is concerned not only with using his/her own ume effectively, but also the time,
energy, and resources of the facility as well.

Another benefit of planning is that it enhances the inspector’s ability to identify and document potential
violations and thus provide more time to collect necessary data to assist CDOs in their subsequent
compliance and enforcement activities. Planning an inspection will result in a more efficient and
productive inspection overall.

The objectives of inspection planning are to:.

* Understand the objectives of the inspection.

° Understand applicable GLP regulations.

° Be well-versed in the policies and procedures governing GLP-inspections and the SOPs
of the Laboratory Data Integrity Assurance Division (LDIAD).

o Obtain the proper equipment, material, and documents and/or forms for conductmg the
inspection.

o -Be prepared to collect and record documemary and if necessary, nondocumentary
sampleu

Once a facility has been selected for inspection, proper planning should assure the following:

o A properly focused inspection

. A systematic framework for companng a facility’s operating practices against applicable
GLP regulations

(8]
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o Use of the most efficient and effective approach for conducting the inspection, given the
available personnel and funding

. Clearly established task assignments in the field for each member of the inspection team.

. 2.4 REVIEWING EPA INFORMATION

The inspector’s responsibilities are initiated by the receipt of the Investigation Request letter from the
Director, LDIAD. For a study audit, copies of all study reports to be audited will be forwarded by the
Scientific Support Branch (SSB) to the inspector and also to the auditor(s) when appropriate in a timely
fashion (ideally at least 4 weeks prior to the start of the inspection). Members of the audit team will be
provided with copies of 'pertinent study reports at the same time. The inspector should request any
additional information that s/he will find useful in preparing for the inspection from a variety of Regional
and Headquarters personnel. Such information may include (but is not limited to):

U Copies of previous inspection report(s)
o ' General facility information
. Correspondence with facility personnel

. Discussion with appropriate program staff, such as the Office of Pesticide Programs
: (OPP) reviewers

o Available study review documents from OPP or the Office of Pollution Prevention and
Toxics (OPPT)

] Relevant program documents, such as FIFRA guxdelm&s or TSCA test rules, and the
SOPs of LDIAD.

2.5 PROVIDING ADVANCE NOTIFICATION

EPA is not required by law to provide advance notice of an inspectiori. However, OCM has adopted a
policy of providing such notification, based on the circumstances of the particular inspection and facility.
It is up to the discretion of the SSB Branch Chief to decide whether to provide advance notification.
Because of the highly technical nature of these inspections, the sensitivity of the information involved,
and the need to assure that appropriate personﬂel and records are available for inspection, the testing
facility', in most cases, is notified in advance that an inspection is planned.. (For inspections involving
certain well-documented complaints or tips, prior notification may not be given.)

Approximately 2 weeks before the scheduled inspection, the Chief of SSB (or another designated person)
will contact the responsible management official at the facility and notify that person of the scheduled
inspection. The initial telephone notification will be connrmed by a notification letter (see Appendix A).
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‘The inspector will receive a copy of the notification letter. At the same time, the inspector will receive
an investigation request (see Appendix B), which gives the name and telephone number of the facility
contact person and of each inspection team member. This request also will provide other information
necessary to the planning and conduct of the inspection. ’

Once the facility has been notified by SSB that an inspection will be conducted, the primary responsibility
for the conduct of the inspection passes to the inspector. Any further communications with the facility
.personnel should be made by the inspector. The inspector should keep SSB and supervisory personnel
apprised of the status of the inspection and should consult with them on any substantive issues that may
arise or changes that may be required.

‘er_ potential advantégw and disadvantages associated with providing advance notification are as follows:
° Potential advantages

- The facility will have the necessar‘y documents, records, or personnel available
for the inspector, saving valuable time on site and requiring less time during
followup stages of the inspection.

- The facility personnel appreciate advance notification so that their regular
operations are not interrupted, thereby fostering a cooperative relationship with
EPA. ’

. . Potential disadvantages

- The inspector may not have the opportunity to view the facility under normal
operating conditions because facility personnel, with advance notification, could
tailor operations to fit preconceived notions of what the inspector may want to
see.

- At a facility suspected of violating GLP requirement(s), the company officials

might conceal, alter, or destroy evidence confirming the violation(s) after
~ receiving advance notification.

2.5.1 Items Addressed in Advance Notification.

If advance notification is provided, the inspector should make note of it in the inspection report. Specific
objectives of advance notification include the follo,wing:'

o Identifying the inspector
o Scheduling the inspection (including establishing time of arrival)
J Obtaining verbal agreement to allow the inspection team to enter
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® Determining the appropriate site(s) for the inspection, including 1dexmfymg the location
of necessary records, as specified in the mspecnon plan

. Ensuring that personnel are available to accompany EPA inspectors during the inspection
o ~ Ensuring that someone onsite will be able to- make claims 6f FIFRA/TSCA CBI

. Encouraging the facility and sponsor to have all records transferred to the inspection site
before the inspection

. " Obtaining directions to the facility

. Discussing problems, concerns, Ot quwxons relative to the inspection or studies to be
audited or any other issues

. Ensuring there is photocopying capability and, if not, what document reproducuon
options are available to the inspection team.

When the facility has not previously been inspected for GLP standards compliance, the inspector should

be certain that facility personnel are aware of what is involved in such an inspection, what records should

be made available, what personnel should be present, etc. If the facility representative contacted does

not cooperate, the inspector’s supervisor and the Chief, SSB at EPA Headquarters should be consulted
for instructions on how to proceed.

2.6 INsPeECTION TEAM COORDINATION

As soon as the identity of the inspection team is known, the inspector should contact each person and
begin planning the conduct of the inspection. As early as possible the inspector should:

o Coordinate travel plans, including the hotel to be used by the team, times of arrival of
team members, means of transfer from the airport to the hotel, and provision for one or
more rental cars of suitable size to accommodate the team.

e Ascertain that each team member is aware of the dates of the inspection, especially the
date and time that s/he will be required to be available for a pre-inspection team meeting,
and the expected date and time for the conclusion of the inspection. Assure that each
team member is aware of the proper attire for the inspection and that has been briefed
on appropriate safety procedures. The inspector should not underestimate the time
needed to conduct the inspection.

. Confirm that those individuals who will be conducting the study audit. portion of the
inspection are aware of the studies (or portions of studies) to be audited. This is
especially important for large or complex studies where more than one auditor will be
reviewing data. If an auditor will be expected to assist with portions of the GLP

. compliance review of the facility, the inspector should discuss this with him/her during
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these early planning stages. Each member of the inspection team should be aware of
his/her responsibilities during the compliance review and/or audit.

The inspector should also arrange to provide copies of applicable LDIAD SOPs to auditors who do not
already have these documents. In addition, the inspector may need to assure that the inspection team is
~ aware of proper procedures for receiving and handling CBI, especially as related to inspections conducted
under TSCA. (TSCA CBI requirements are more stringent than those found under FIFRA, and the
' procedures for handling CBI under TSCA are more complicated.) The inspector may also need to
coordinate with representatives of the EPA Regional offices, FDA, State agencies, contract organizatior;s,
or foreign governments. - S/he should determine the level of experience of each auditor in conducting
compliance reviews and/or study audits for studies conducted under GLP regulations. The inspector may
need to provide guidancé to less experienced auditors, both before and during the inspection.

" 2.6.1 Inspection Plan

. Prior to the inspection, the inspector should prepare a plan for the inspection. S/he should remain
~ flexible about this plan, since circumstances encountered at the facility may require last-minute changes.
However, these can usually be minimized by adequate pre-inspection communication with SSB, the team
members, and facility personnel. The inspection plan should include details such as date and time for
the pre-inspection meeting with team members, date and time of arrival at the facility, name of facility
contact person, assignment of responsibilities for GLP compliance review and study audits, and proposed
timetable for accomplishing the compliance review and/or study audits. The inspector should assure that,
if necessary, team members are cleared to handle FIFRA or TSCA CBI.

2.6.2 Pre-Inspection Meeting with Team Members

The pre-inspection rheeting between the inspector and the team members usually occurs once the team
has assembled just prior to the start of the inspection. The meeting provides an opportunity for the team
members to get acquainted with each other and to attend to any last-minute details. It allows the inspector
to verify that each team member is aware of his/her assignments and responsibilities and that each
member understands the principles of adequate documentation and evidence gathering. During the
meeting, the inspector should discuss the schedule and format for report preparation and assure that each
team member has copies of the LDIAD SOPs for report preparation.

2.6.3 Preparation for Audits
. The study auditor(s) also need adequate preparation. As early as possible in the audit planning, the
auditor should receive and review the study(ies) to be audited to become familiar with the technical,

management, and GLP aspects of the study. The auditor should also review the applicable GLP standards
and the test rule or FIFRA guidelines for the study to be audited. During this review, discrepancies.
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deficiencies, and potential problém areas can often be identified and a plan developed for approaching
the audit. The auditor may develop a number of questions to be discussed with study personnel.

The auditing preparation is, in part, used to determine if the studies were required to have been conducted
in accordance with the GLP regulations. Often the inspector will ask the auditor to make that
determination, particularly in those areas directly involving the auditor’s field of expertise. If not already
familiar with the FIFRA and TSCA GLP regulations (40 CFR Parts 160 and 792, respectively), the
auditor should review these regulations and discuss any questions with the inspector.

Prior to the inspection, the auditor should review all pertinent LDIAD SOPs for conducting study audit(s)
of the specific study types. These documents provide guidance and a standard procedure for conducting
the various aspects of the GLP inspection. (For a complete index of SOPs, See Section 5.6.)

‘The auditor should always discuss any uncertainties about an upcoming inspection with the inspector.
The inspector should make it clear that any problems encountered during the audit should be brought to
the inspector’s attention. The auditor should not confront facility personnel over any outstanding issues. -

2.7 GAnmmcmmDocumANDEQum

In addition to preparing the written inspection plan and reviewing EPA records prior to conducting the
inspection, the inspector should ga:her and prepare the necessary documents and equipment to be used
during the inspection.

2.7.1 Types of Documents

No single list of documents and equipment can be appropriate for all inspections. The list provided below
is intended for guidance purposes only. The inspector’s experience in the field and information obtained
during pre-inspection planning should assist in preparing lists tailored to speciﬁc inspection sites and
needs. Specific needs will be determined by the requirements of the inspection, the availability of
equipment, conditions at the facility, OCM policies, and whether advance notification of an inspection
has been given. Documents necessary for the inspection should be prepared in advance of the inspection
whenever possxble ‘

The inspector should obtain copies of the inspection forms that are needed for the inﬁpection. Several
- spare copies of each form should always be carried. FIFRA GLP inspections require:

. FIFRA Notice of Inspection [EPA Form 3540-2]
° FIFRA Receipt for Samples [EPA Form 3540-3].

Forms needed for a TSCA GLP inspection inciude:
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. TSCA Notijce of Inspection [EPA Form 7740-3]

. TSCA Inspection Confidentiality Notice (EPA Form 7740-4]
. TSCA Regeipt for Samples and Doguments (EPA Form 7740-1)

e  TSCA Declaration of Confidential Business Information ([EPA Form 7740-2].

. In additidn, the inspector should be certain to take the following documents and materials on an
inspection:

. Copies of FIFRA, TSCA, and the applicable regulations. Inspectors should have copies
of FIFRA and TSCA and the applicable regulations with the preamble available upon
request. Having such documents available for distribution may help improve the
relationship between EPA and the regulated community, which can foster better facility
compliance.

. EPA_ outreach materials. Inspectors should provide current, relevant educational,
guidance information to facility officials upon request or as deemed appropriate by the
inspector.

o Administrative _information. When on travel, the inspector should take travel
authorizations and telephone numbers of travel and procurement personnel who may need
to be contacted.

Additional documents could include:

J Q & A documents and GLP Regulatory Advisories
. LDIAD Standard Operating Procedures
o Any related Federal Register notices.

The inspector should also obtain enough bound field notebooks for each team member, although often
the auditors will bring their own notebooks for the inspection. The inspector should assure that loose-leaf
or spiral notebooks, or pads of paper are not used. (This prevents anyone from tampering with the
notebook, and removes any doubt about the contents of the notebook should it be submitted as evidence
in court.) EPA policy is to use only bound notebooks on inspections. However, some inspectors may
use a checklist as part of the inspection documentation. If a checklist is used on a GLP inspection, the
inspector must (1) reference the checklist with a number or alphanumeric identifier (unique to thar
inspection) in the bound field notebook and on the checklist and (2) record the date, name of laboratory.
and inspector’s initials on each page of the checklist.

Appended to this manual are two checklists developed for use on a GLP compliance inspection (Appendix
D and E). These checklists are provided as tools for the inspector and their use is entirely optional.
Inspectors using these, or any checklist, are reminded that a checklist is only a guide, and should in n
way limit the scope of any inspection or investigation.
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On occasion, more than one inspection will be conducted at a facility during the same time period (e.3.,
separate FIFRA and TSCA GLP inspections or inspections at two or more testing facility organizational
sub-units within the facility, such as toxicology and chemistry). In this event, separate sets of documents
‘may be required for each inspection, and separate notebooks may be required for each inspection. The
inspector should bear this in mind when assembling the inspection supplies.

2.7.2 Inspection Equipment

The types of equipment that an inspector takes to an inspection site will vary depending upon the nature
and-extent of the inspection and the type of testing facility to be inspected. The inspector should use
her/his best judgment, based on training and inspection experience and on knowledge gained in preparing
for the inspection, in determining what equipment is necessary for a particular inspection. The equipment
shouild be well-maintained and in good condition at the time of the inspection. Therefore, prior to each
inspection, the inspector should check the equipment to make sure that it is in good working condition.

. Since each inspection is unique, no single list of equipment or forms can be devised that will fit every
inspection situation. The types of equipment most likely to be needed during a GLP inspection are
summarized in Table 2-1.

2.8 Confidential Business Information Considerations
2.8.1 TSCA

Section 14 of TSCA and EPA regulations (40 CFR Part 2) protect CBI from disclosure. CBI includes
trade secrets (including process, formulation, or production data), the uncontrolled disclosure of which -
could cause damage to a facility’s competitive position. In general, disclosure of CBI is prohibited;
however, there are certain specific and limited exceptions (see 40 CFR Part 2). EPA’s Office of General
~ Counsel is rapbnsible for making the final administrative determination as to a CBI claim.

An inspector must notify facility representatives of their right to claim data at the facility as CBI. Because
the inspector may require access to CBI before (i.e., while preparing for an inspection), during, and after
an inspection, the inspector must be knowledgeable of EPA procedures governing access to, handling of,
and disclosure of CBL. The inspector and others who may use the information must have TSCA CBI
access authorization, since only authorized individuals may have access to CBI. An inspector may need
access to CBI data that a subject facility submitted to EPA or provides during the inspection, as well as
information that was collected during a prior inspection.

A CBl<leared inspector can obtain access to CBI documents at EPA by requesting the information from
an appropriate Document Control Officer (DCO). The DCO is responsible for the following:
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TABLE 2-1. TYpes OF EQUIPMENT

¢ Camera

¢ Pocket calculator

o Clipboard

o Locking briefcase

¢ Stamp pad

¢ Plastic covers

¢ Disposable towels or rags

¢ Portable typewriter

¢ Bound notebooks

¢ Flashlight and batteries

¢ Pens ‘

¢ Blank pad

¢ Attendance sheets for opening
and closing conference

¢ Relevant guidelines (FIFRA) or
test rule (TSCA)

* Pre-addressed envelopes
(e.g., to Document Control Officer)

Film and flash equipment

Tapé measure

Waterproof pens, pencils, and markers
"Confidential Business Information” stamp
Plain envelopes -

Polyethylene bags

Portable copying machine

Pocket knife

- Computer

Sampling material

Pencil

Highlighters, multicolored
Bound notebooks

Post Its

Study reports

Inspection history
Regulations

‘¢ Safety glasses or goggles

¢ Face shield

¢ Ear plugs

¢ Rubber-soled, metal-toed nonskid shoes
¢ Liquid-proof gloves (disposable, if possible)
¢ Coveralls, long-sleeved

¢ Hard hat :

* Plastic shoe covers, disposable

¢ Respirators and cartridges

Self-contained breathing apparatus

« Notification letter

e Inspector credentials

o Letter credentials for noncredentialed team
members |

¢ Investigation request

* Notice of Inspection, FIFRA or TSCA

® Receipt for Samples, FIFRA or TSCA

¢ CBI forms, TSCA

¢ SOPs

* Directions/maps-

e Checklist(s)

'In accordance with EPA policy, an inspector may not do field work without first completing an approved health and
safety training program. Personnel who use mpxmmy protection cquxpment must’ also compleu specialized training, which
includes training on protective equipment lelecuon criteria. Program.- specmc safety training has been developed for field

penonnel facing particular risks.

GLP Inspection Manual
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° Verifying that the requesting inspector is on the authorized CBI access list
. Providing a copy of the CBI classified document to the inspector

. Determining whether the inspector has secure storage app.roved by EPA if the inspector
is to keep the CBI for more than a day.

It is very possible that most data obtained from EPA Headquarters is CBI. To facilitate the transfer of
CBI to the Regions or National Enforcement Investigations Center (NEIC) for use in conducting TSCA
GLP inspections, EPA established a policy authorizing telephone discussion of CBI information obtained
by EPA. Basically, communication by telephone can include CBI when the contact is from Region to
Region, Region to specified Headquarters offices, Headquarters to Region, Headquarters or Region to
subject facility, or Headquarters to NEIC.

Whether or not it is anticipated that CBI documents will be collected during a TSCA GLP inspection, the
'inspector'must provide a TSCA Inspection Confidentjality Notice to the responsible facility official at the
beginning of the inspection. This form is used to inform facility officials of their right to claim part of
the inspection data as CBI. The inspector should be familiar with the procedures for asserting a CBI
claim and the four criteria which the claimed information must meet. These four cntena are dlscussed

' in detail on the TSCA Inspection Confidentiality Notice.

If documents are collected for which facility officials exercise their right to claim confidentiality, the
inspector must list ail such documents on the TSCA Deglaration of Confidential Byginess [pformation.
The inspector must take custody of all CBI documents before leaving the facility and must maintain them '
in his/her custody, using all proper procedures and safeguards, until they can be received by a DCO.
The DCO will then properly transfer such documents as needed to the auditors or the inspector.

2.8.2 FIFRA

If a facility claims that certain business information is confidential under FIFRA, the inspectors must
follow procedures for handling FIFRA sensitive information (e.g., CBI, trade secrets) found in the
FIFRA Information Security Manual (July 1988).

In general, during an inspection, representatives of a facility inspected under FIFRA must be informed -
of their right to claim any information as CBL. In the event that documents are collected for which
facility officials exercise their right to claim confidentiality, the inspector must identify all such documents
(and samples) on the FIFRA Receipt for Samples as confidential. The inspector must take custody of all
CBI documents before leaving the facility and must maintain them in his/her custody, using all proper
procedures and safeguards, until they can be received by a DCO. The DCO will then properly transfer
such documents as needed to the auditors or the inspector.
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3.0 INSPECTION PROCEDURES

3.1 INTRODUCTION

-~

This chapter discusses the required procedures for entering a testing facility to conduct a GLP inspection
under FIFRA and TSCA. This chapter also presents the statutory requiremeats, and OCM policies
applicable to GLP inspections. Guidance is provided to the inspector on the preliminary aspects of a GLP
inspection, ranging from a discussion of the importance .of obtaining testing facility owner/operator
~ consent for the inspection to a listing of procedures for conducting the opening and closing conferences.

Procedures for determining compliance with various sections of the GLP regulations are covered in
succeeding chapters and reference SOPS.

3.2 INSPECTION AUTHORITY

An inspection may be conducted only after the inspector has presented the following items to the owner,
operator, or agent in charge: :

e  Appropriate credentials
) Written Notice of Inspection.

Inspections must be conducted in the following manner:

] Initiated and completed in a umely manner
) Conducted at reasonable times, within reasonable limits, and in a reasonable manner.

3.2.1 Credentials

Section 8 of FIFRA and Section 11 of TSCA require the EPA Administrator or any duly designated
represeatative of the Administrator who conducts an inspection of a testing facility to preseat the owner,
operator, or agent in charge with appropriate credentials and with a written Notice of Inspection
(discussed in Section 3.2.2). Credentials are issued by the EPA Administrator or her/his designee and
the inspection mey be made only upon presentation of such credentials. The credentials are identifying
papers that m ‘the holder of the papers (i.e., the inspector) is authorized to conduct official
mvesugzmom td‘ﬁupecnom pursuant to all laws (including GLP inspections) that EPA administers.
Inspectors must present credentials whether or not testing facility officials request identification. Once -
“testing facility officials have viewed the credentials, they rhay wish to telephone EPA Headquarters or
the Regional Office to verify the inspector’s identification, which is permissible. However, credentials
may not be photocopied. Credentials should also be readily available so that they can be presented to
other facility representatives during the course of the inspection. Lastly, the inspector should make a note
in her/his field log that credentials were presented.
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EPA employees who do not have EPA inspector credentials, but who accompany the inspector and have
a role on the inspection team, such as a data auditor, should be prepared to present their EPA badges or
another form of identification (if not an EPA employee) plus a letter of authorization specific to the
inspection being conducted. The issuance of such letters for sensitive inspections is merely an additional

precaution and does not diminish the authority of an inspector to-utilize any appropriate EPA employee
as part of an inspection team. The inspector should arrange for and have available letters of introduction
and authorization for any members of the inspection team who are not EPA employees. -

3.2.2 Written Notice of Inspection

As soon as the inspector has identified herself/himself and presented the required credentials, s/he must
present to the owner' operator, or agent in charge of the testing facility with a written notice of "the
premises or conveyances to be inspected.” This Notice of Inspection (see Figure 3-1 for the TSCA
Mn&p_f_@m_gg and Figure 3-2 for the FIFRA Notice of Inspection) informs the owner, operator,
or agent in charge of the reason for an inspection under Section 8 of FIFRA or Section 11 of TSCA and
contains the inspector’s address and signature. Although the fime of the intended inspection is not
required, the scheduled time (and date) of the inspection should be included in the Notice of Inspection
to establish that the inspection was requested at a reasonable rime, as required by Section 8 of FIFRA
and Section 11 of TSCA.

The inspector is required to present the Notice of Inspection after arrival at the testing facility. A
separate inspection notice must be presented for each inspection, but a separate notice is not required for
each ensry made during the period covered by the inspection (e.g., for each separate day of a multi-day
inspection). The inspector should make a note in the inspection notebook that the Mm
was presented and should include a copy in the mspecuon report.

3.3 PreELIMINARY STEPS FoR CONDUCTING A GLP INSPECTION

The inspector should use the following procedures to aSsure compliance with statutofy requirements and
OCM policy covering GLP inspections:

o - To comply with the statutory requirement that the inspection of a testing facility subject
to GLP regulations be conducted at a reasonable time, the inspector should inspect the
testing facility only during normal working hours, unless mitigating circumstances
required that an inspection be conducted during nonbusiness hours. For example, it may
be preferable to enter a testing facility that operates on a shift basis during one of the off-
hour shifts. Similarly, it may be preferable to start the inspection of a field site early in
the morning.

. The inspector should arrive at the testing facility at the time designated (if it has been
included) in the Letter of Advance Notification. GLP regulations do not require that the
‘written Notice of Inspection include the time of the inspection, but the inspector may
want to include the time on the Notice of Inspection as documentation.
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FIGURE 3-1.
TSCA NOTICE OF INSPECTION

JS ENVIAONMENTAL PRQTECTION ASENGY
WASHINGTON, OC 20480 - Form 4pprosed

A ¥Yo. 2073,
TOXIC SUBSTANCES CONTROL ACT Soironii eapoveas

[ 2
\" Approves ezpuwe 4-31.45
WOTICE OF INSPECTION

1t INVESTICGATION 1DENTIFRICATION 2. TIME 3. FIRM NAME

OATE INSPECTOR NO. |DAILY SEQ. NO.

4. INSPECTOR ACORESS 8. FiRM ACORESS

REASON FOR INSPECTION

Under the nthority,'of Section 11 of the Toxic Substances Control Act:

{1

For the purpose of inspecting (including tking :ampies, Dhotographs, statements, and other inspection activities) an estadlisn.
ment, facility, or other pramises in wrich chemical suDstances or mixtures Or Jrticies CONTAiNING 1ame Jre manufactured, proc-
e1sed or stored, oc held befare ar atter their diszributian in commercs (including recards, files, pspers, oroceses. cantrols, and
facilitias) and any conveyancs being used 10 Tansport chemical substancas, Mixtures, of articies CONI3iNINg same in connection
with their distribution in commerce {including records, files, papers, processes, controls, and facilities) bearing on whether the
requirements af the Act doplicable ta the chemical substances, mixtures, or articies within or 25:0C1ated with suCh premisas of
conveyanca have been compiied with. )

[l

in addition, this inspection extends to /Check appropmare dlocks):

T A. Financiai data
T 8. Saies dana

CC. Pricing dam

(J 0. Personnel data

T Resewrch dana

The nsture and extent of ingpection of such daw pecified in A through € above is a3 follows:

INSPECTOR SIGNATURE RECIPIENT SIGNATURE
NaAME - NAME
TITLR OQATE SIGNGD LE | SATE SIGNEQ
EPA Form 7740 (1283) U3 SSVTAMMNT JRINTING IFPISI. 01eed.d0) INSPECTION FiILSE
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FIGURE 3-2.
FIFRA NOTICE OF INSPECTION

o, U, S, ENVIRONMENTAL PACTECTION AGENCY ADOREIS [ZPA Reyona Offics)
# »
»m‘ 7 : NOTICE OF INSPECTION TR T m—
13
p™,
NAME OF INDIVIDUAL TITLE
FIAM NAME FifAM ADDAESS /Numbdey, Street, Try, Stute and Zip Code)
SIGNATURE QOF EPA EMPLOYER TITLE

ATASON FOR INSPECTION

FOR THE BURNBOSE OF INSPECTING AND CETAIMING SAMPLES OF AnY STITICIOES OR OEVICES RACKAGED, LASELED, AnD
MELEASED FOR SHIPUENT, AND SAMPLES OF ANY COMTAINCRS OR LABELING FOR SUCH SESTICIDES DR OLVICLES, IN
PLACES wHEARL PUSTICIOCES OF OLVICES ARE WELD FOR OISTRIGUTION QR SALL (Sec. 9(e) and [206)(2)(B)).

FOR THE PURPQIT QF INSPECTING AMO QETAINING SOPIES OF THOSE RECINDS SPECIFIED .IN SECTION 8 ANQ Q CPR'PARTY
169, (30c. & andt 12(0)(2)(8)).

VIOLATION SUSPECTED:

Section 8, 9(a) and 12(a)(2)(B) of the Federul [asectiade. Fungiuzde. and Rodenticxde Act, 3s amended 77 U.S.C. /)6 ¢f 3¢q.) sre
quated on the reverse of this {orm.

EPA Form 1340-3 (Rev. 1.77) PHEVIOUS EOITION MAY 8C UIKD QOriginet ESTAGLISHMENT COPY
UMTIL SUPPLY 13 EXNAUSTERD 1-SAMPLE AECORD COPY
' 2- REGION COPY
3- INSPECTORS COPY
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The inspector should enter the testing facility through the main entrance. If SSB sent an
advance letter (or notice) of inspection to the testing facility and in response the testing
facility designated a different entrance, the inspector should use the designated entrance.

Upon arrival at the testing facility, the inspector should identify bim/herself to the guard
or receptionist, as necessary. FIFRA and TSCA require only that credentials be presented
to the "owner, operator, or agent in charge, " but the inspector may present them to others
as a courtesy or to expedite entry. Inspector credentials should be kept accessible
throughout the inspection. Business cards, EPA identification cards, and EPA badges do
not constitute credentials but may be used for introductory purposes as appropriate.

The inspector should ask the guard (or the secretary or receptionist, as appropriate) to ﬁee
the testing facility owner, operator, or agent in charge.

The inspector may sign a visitor's log or register if requested to do so. However, the
inspector may not sign any such sheet or other document if it contains restrictive language -
limiting the scope of the inspection, the manner in which the inspection may be
conducted, or the manner in which information may be used (e.g., a waiver, release of
liability, restriction on the use of photographlc or other recording devices). Attempts to
ratnct the inspection aré discussed in detail in Section 3.4.3.

' Once the owner, operator, or agent in charge has been located, the inspector must present
the testing facility official with proper inspector credentials and the FIFRA and/or TSCA
Notice of Inspection. The inspector must assure that the person to whom the credentials
are presented is the authorized facility representative. If the person greeting the
inspection team is not the same individual who communicated with the inspector during
the pre-inspection preparation (if such communication occurred), the inspector should
verbally determine that this person is authorized to grant entry and allow the inspection
to proceed. The verbal acknowledgement of responsibility on the part of the facility
representative should be noted in the inspector’s field notebook.

EPA policy requires the GLP inspector to obtain consent from the testing facility owner,
operator, or agent in charge prior to entering a testing facility to conduct an inspection.
To document consent in the case of a FIFRA inspection, the inspector should record the
name and title of the person giving consent and the date and time consent was-given in
the field notebook. In the case of a TSCA inspection, the facility representative must sign
the TSCA Notice of Inspection form. If an inspector is denied entry to a testing facility
to conduct a GLP inspection, or if the testing facility owner, operator, or agent in charge
attempts to impose conditions upon the entry (i.e., conditional entry), the mspector should
follow the actions described in Section 3.4.3.

3.4 CONSENT To ENTER AND INSPECT

3.4.1 Procedures to Gain Consent

EPA procedure calls for the inspector to obtain consent for the inspectibn. Therefore, the inspector
should not conduct an inspection until s/he has accomplished one of the following tasks:
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. Obtained consent prior to conducting the inspection and/or

. If unable to obtain consent, followed proper procedures governing what should be done
when entry to a testing facility is denied or when conditions or restrictions are imposed
by testing facility officials upon authorized GLP inspectors (see Sections 3.5 and 3.4.3,
respectively).

Consent to enter must be given knowingly and freely. The inspector must not coerce or lie to testing
facility officials to induce consent. For example, the inspector must not suggest that failure to permit
. entry may result in the imposition of civil or criminal penalties, since the entry may' then be considered
nonconsensual (i.e., because of the "threat™ of negative consequences).

Consent must be given by the person in possession (i.e., the owner or operator) of the premises, or by
some other person with authority to give consent at the time of the inspection. An owner does not always
have possession, and so may not be authorized to give consent; for example, the owner inay be renting
the property to a tenant who is on the property. If someone in possession of the testing facility cannot
be located, the inspector must make a good faith effort to determine who may otherwise consent to the
entry (i.e., the agent in charge). The inspector should present her/his credentials to that individual and
record the name and title of that person in the field notebook.

The GLP inspector must obtain consent to enter the premises for each noncredentialed person (e.g., study
auditor, Senior Environmental Executives (SEES), observer, or contractor) who intends to accompany the
inspector on an inspection. If consent is not given, these persons may not enter the premises to be -
inspected. However, refusal to allow an inspection team member access to the facility is considered
conditional consent. No uncredentialed person may have access to TSCA CBI unless s/he has been
authorized for CBI access by the Information Management Division (IMD) of the Office of Pollution
Prevention and Toxics (OPPT). IMD circulates monthly a list of persons with TSCA CBI clearance to
the Regional and program DCOs. ' '

In most instances, if the inspector follows proper procedures upon an-ival at the testing facility (i.e.,
presentation of credentials and ﬁg_‘w&n) obcammg consent to enter will be simple. However,
special situations may arise:

. Owner or operator reluctance to nge consent
. Conditional consent

° Withdrawal of consent.

These situations and the inspector’s responsibilities in each situation are discussed below.
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3.4.2 Reluctance to Give Consent

“The receptiveness of testing facility officials toward an inspector may vary from facility to facility. If
consent to enter 3 testing facility is denied outright, the inspector should follow the procedures governing
denial of entry (see Section 3.5). However, in some instances, testing facility representatives express
reluctance rather than actual refusal to allow an inspector to conduct an inspection. Often this reluctance
is due to a misunderstanding by testing facility representatives of EPA and/or testing facility
responsibilitiés under GLP regulations, or to concerns over perceived inconveniences to the testing facility

~ operations as a result of the inspection. Such concerns can often be resolved through diplomacy and

discussion but should not be subject to negouauon

In such instances, an inspector should tactfully ascertain the reasons for testing facility officials’
reluctance and try to resolve the problems. The inspector should also explain in detail the purpose of the
inspection. However, it is crucial during any discussions that an inspector not agree to any restrictions
on the scope of a GLP inspection. In addition, the inspector must avoid issuing threats of any kind or
making inflammatory statements. '

If entry is still denied, the inspector should withdraw from the testing facility and contact her/his
supervisor for further instructions. Under no circumstances should the inspector attempt to gain entry
or consent to enter by coercive actions or by making statements that suggest that the testing facility
officials could be fined or otherwise "punished” unless entry is allowed. |

3.4.3 Conditional Consent

Conditional consent refers to any attempt by taiing facility officials to restrict the inspection after entry
or to condition entry upon the adherence to restrictions imposed by the officials. The following are some
of the more common types of conditions that testing facility officials try to impose on the inspector:

o Waivers, indemnity agreements, or releases

e Photographic or tape recording restrictions
° Requirements concerning health and safety gear or trammg
e ' Denial of access to certain areas of the testing facility.

Generally, any attempt by testing facility officials to cause inspectors to deviate from standard inspection
procedures should be interpreted as an effort to impose conditions on consent. OCM policy is that
inspectors should never agree to restrictions or conditions on the scope or nature of the inspection. The
‘inspector must never sign any document that could compromise EPA’s right to conduct an inspection.
Any effort by testing facility officials to impose one or more conditions should be considered denial of
consent. In such circumstances, the inspector should follow the procedures governing denials of consent
(see Section 3.5). However, reasonable requests (such as requesting the inspector to wear a visitor's
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badge, hard hat, or safety glasses) should not generally be considered "conditions,” and the mspector
should comply with such requws

Even if the inspector is permitted to enter the testing facility without being asked to comply with
conditions .or restrictions, the inspector should be constantly aware of any attempt by testing facility
representatives to impose such conditions after entry. If this should occur, the inspector must regard this
atternpt as a denial of consent and follow appropriate procedures (continued in Section 3.5).

Some areas in which testing facility officials may attempt to impose'restrictions are discussed below.

. Waijv restrictiv ments. EPA inspectors have the right and the
responsibility to refuse to sign any agreement or waiver that promises that records or
other data obtained from the testing facility will not be released to a third party or in
documentary form. Any attempt by testing facility personnel to restrict inspection
activities by requiring inspectors to sign such restrictive agreements should be viewed as
a denial of consent to inspect the testing facility and treated accordingly. (However,
inspectors should reiterate to the testing facility owner, operator, or agent in charge of

_ her/his right to claim such data as CBI or a trade secret and of the procedures for making -
such claims.) :

. WMMMWM- Inspectors may
document evidence of potential violations at the testing facility by means of tape
recordings, photography, or recording by electronic devices with a visual taped readout,
or by other methods. Testing facility officials often attempt to restrict the use of any or
all of such devices by EPA inspectors. Any attempt by a testing facility representative
to restrict the use of such devices is considered a denial of consent and appropriate.
procedures governing such-denials should be followed. Testing facility officials shouid
be advised that photographs and other information and data gathered by recording
-equipment may be clanned as CBI (see Section 3.7.3).

o Health and safety restrictions. The inspector should ascertain the applicable safety
requirements before the inspection, if possible. The inspector should be aware that s/he
is subject to the applicable safety requirements of the testing facility. For example, if
safety boots and glasses are required to walk through a portion of the testing facility, then
the inspector must wear them. However, EPA inspectors cannot be required to
participate in the testing facility’s safety training program (possibly very time consuming)
as a condition of conducting a GLP inspection. If testing facility officials make such a-
demand, the inspector should refuse and treat the situation as a denial of consent.

. Refusal to allow access to certain areas of the testing facility. If, during the course of the
~ inspection, access is denied or restricted to cértain areas of the testing facility, the
inspector should make a notation describing such denial or restriction in the field
notebook and identify which portion of the inspection could not be completed due to the

denied or restricted access. However, despite the access restriction, the inspector should
proceed with the remainder of the inspection. After leaving the testing facility, the
inspector should contact her/his supervisor to determine the appropriate action(s) to take.
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3.4.4 Withdrawal of Consent

Occasionally, testing facility officials may initially consent to an inspection but later withdraw the consent
during the inspection. Consent to the inspection may be withdrawn at any time after entry has been
made. OCM policy concerning withdrawal of consent is to view it as an outright denial of consent. In
such cases, appropriate procedures should be followed (see Section 3.5). All activities and evidence
obtained prior to the withdrawal of consent are valid. Therefore, evidence obtained by the inspectbr
before consent was withdrawn is usable in any subsequent enforcement actions and should be retained
by the inspector. The inspector should not return any evidence that has been collected before the
withdrawal of consent if asked to do so by the testing facility official.

3..4.5 Inspector Judgment

‘Whenever it appears that testing facility officials,. through statements or actions (such as physically
blocking entry), are denying or restricting consent to conduct the inspection authorized by FIFRA or
TSCA, the inspector must use independent judgment to determine the actual effect the limitation will have
~ on the inspection.

Sometimes inspectors are able to reach an agreement with testing facility representatives. Inspectors
should keep in mind that attempts to negotiate with testing facility officials are based on the independent
judgment of the inspectors and, as such, involve risks (e.g., having a court declare later that consent was
obtained coercively and, therefore, was not consent). If the inspector is in doubt, s/he should consult the
appropriate supervisor, or counsel before proceeding. '

The inspector always has the dption of departing the testing facility premises and advising his/her
supervisor. The inspector can choose to discontinue the. inspection at any time after the inspection has
begun. The following examples illustrate how i mspectors could handle sxruauons that might be considered
denials of entry:

. Restrictive 1 in sign-i k or form. The inspector should draw a line through
objectionable language before signing, obtain a photocopy, and make a note in her/his

field notebook. The inspector must inform the testing facility officials of the modification
s/he made and request that a testing facility official initial the modification.

. Photographs. When testing facility officials state they do not want photographs taken of
the testing facility, the inspector can proceed with the inspection, raising the issue of
photographs agam only when a particular photograph is essential to the inspection. If
photography is still not permitted, the inspector can follow the procedures for securing
and executing a warrant (provided in Section 3.5). '

. Safety training. While inspectors are not required to participate in a testing facility's
safety training course prior to entry, if the testing facility has a relatively short safety
briefing that will not interfere with the inspector’s ability to complete the planned

~ inspection in a timely manner, the inspector may want to attend the briefing, Inspectors
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are sometimes able to learn valuable information about the testing facility’s layout and
operations at such orientations. If safety or facility liability concerns are raised by the
facility representative, the inspector should inform the representative that EPA inspectors
are required to undergo health and-safety training prior to receiving inspector credentials.

The inspector should be sensitive to efforts t.hax may be made during t.he course of the inspection to limit
or interfere with his/her activities. These may range from the subtle, inefficient wasting of the inspector’s
time to imposing restrictions (discussed previously). If the conduct of the -inspection is being
compromised, the inspector should regard the situation as withdrawal of consent and proceed as described
in Section 3.5. -

3.5 DeNIAL Or CONSENT TO ENTER AND INSPECT

* The first thing that an inspector must keep in mind when testing facility officials deny consent to conduct
a GLP inspection or any portion thereof is to refrain from making any inflammatory remarks or

- statements that could jeopardize subsequent enforcement actions brought against the testing facility. For
example, the inspector must not discuss any potential penalties that are authorized under Section 14 of
FIFRA or Section 15 of TSCA for refusal to permit entry or inspection. If such potential penalties were
discussed and consequently testing facility officials permitted the inspection to be conducted, officials
could later claim such statements were a form of coercion. A court could rule at a subsequent proceeding
that some or all of the evidence collected during the inspection is inadmissible. As another exampie, the
inspector should not threaten testing facility officials with the fact that s/he will "get a warrant,” even
though OCM may later try to secure a warrant to conduct the inspection. This is because a court of law,
which later may review the search procedures used by OCM, may interpret the statement as coercive,
invalidating the search. '

In the event th&t entry is denied, the inspector should write the following information (which will be
helpful should OCM decide to obtain a warrant at a later date) in her/his field notebook:

. Testing facility name and address
. .Namq,.ﬁﬂe, and telephone number of person who refused entry
o Name, address, and telephone number of the testing facility’s attbrney (it" available)

o Daxe and time of refusal

. Reason (if given) for testing facility's refusal to allow the inspector to enter and/or to
inspect twmg facility
o D&scnptmn of testing facility appearance including number of bmldmgs and generaJ

observations, such as housekeeping practices

GLP Inspection Manual _ ' - 3-10
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. Any reasonable suspicion that refusal stemmed from desire to prevent discovery of
regulatory or statutory violations.

After making the above notations in her/his field notebook, the inspector should immediately leave the
premises and contact her/his supervisor, who will confer with the appropriate counsel concerning the
desirability of obtaining a warrant. The inspector should assure that the testing facility officials have been
given (or offered) a copy of the written Notice of Inspection to show that proper procedures were
followed. ’

Generally, after counsel is contacted, s/he will discuss the matter of the inspection by telephone with
testing facility officials in order to resolve the issues surrounding the inspection. If the matter can be
resolved in this manner,Athe inspection should proceed without further delay. However, if counsel is
unable to solve the problem, the inspector should discuss with her/his supervisor the possibility of
obtaining a warrant. If the decision is made to obtain a warrant, the EPA attorney will contact the U.S:
Attorney's office for the district where the facility is located. The EPA Attorney generally will arrange
for an Assistant U.S. Attorney to meet with the inspector as soon as possible.

3.6 THE OPENING CONFERENCE
3.6.1 Purpose

Once the inspector has presented her/his credentials and the required notice for conducting an inspection,
it is time for the opening conference. The inspector should ask whether a conference room or office is
available where s/he can conduct the opening conference and review testing facility records and files.
The opening conference provides an ideal opportunity for the inspector to strengthen EPA-industry
relations. The inspector’s role, in addition to that of assessing compliance at testing facilities subject to
GLP standards, should be that of public relations liaison with the regulated community. The inspector
can serve in this role throughout the inspection, but especially during the opening and closing
conferences. '

The inspector should be prepared to demonstrate her/his thorough understanding of the major sections
of FIFRA and TSCA (i.e., those under which the compliance reviews are conducted) and 'applicable
- regulations. Industry repreﬁentaxives will also be familiar with the requirements of the regulations in
order to comply with the law. Therefore, it is crucial for inspectors to be well-versed in the regulations
promuigated pursuant to FIFRA and TSCA, including any new regulations, as they are published in the
Federal Register. The inspector should always have copies of relevant regulations on hand. During the
course of an inspeciion, it also may be necessary to refer some facility questions or requests (e.g., for
- TSCA-related publications) to the TSCA Hotline (202-544-1404) or to refer other matters to appropriate
EPA Region or Headquarters staff. |

During the opening conference, the inspector should have the following objectives:

3-1 o September 1791



CHAPTER THREE -

Confirm that his/her credentials have been presented and accepted.

Confirm that consent to enter has been given by the facility official.

Present either the FIFRA Notice of Inspection or the TSCA Mmm and the

TSCA Inspection Confidentiality Notice as required.

Inform the facility representatives of the nature of the inspection (i.e., routine or for
cause). If it is a for cause or priority inspection, evidence gathered may be jeopardized
if the facility has not been informed.

Introduce and properly identify the members of the inspection team.

Schedule the inspection activities (including the closing conference).

Request appropriate documents such as master schedule, training records, SOPs, tsting

- facility general information, floor plans, and organizational charts.

Rei;uxt records, such as protocols and raw data, that are required for study audits.
Select a recently completed study to be used as an aid for the compliance review.

Request a testing facility wfrlalk-through for the entire team.

~ Update existing information on file for the testing facility at EPA Regions and

Headquarters.

Establish a rapport with testing facility officials.

Conduct the meeting in a positive and professional manner.

Answer questions conceming'l-;IP'RA, TSCA, and applicable regulations.

Do not overstep authority to accommodate testing facility officials (e.g., do not give
opinions about the acceptability of testing facility practices or whether the testing facility

- is in compliance with the applicable regulations).

Establish ground rules, working hours, etc.

Obtain history, scope of operations, recent management changes, business affiliations,

. 3.6.2 Procedures

~ The inspector should begin the opening conference by outlining inspection objectives in general terms to
inform testing facility officials of the purpose and scope of the inspection. The inspector should. 1f
nec&ssax‘y, present the testing facility owner (or her/his designated agent) with the TSCA Inspection
Confidentiality Notice (Figure 3-3). It should be noted that no equivalent FIFRA form exists. This
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FIGURE 3-3.
TSCA INSPECTION CONFIDENTIALITY NOTICE

&

wEPA

WS ENVIAONMENTAL 2ROTECTICN AGENCY
WASHINGTON. OC 20480

TOXIC SUSSTANCES CONTROL AET
TSCA INSPECTION CONFIDENTIALITY NOTICE

Farm 4oorovea
CME %o 2070 0007
Erorez ) J1 28

1. INVESTIGATION IDENTIFICATION

CATE ' INSPECTOR NQ. QAILY SEQ. NQ.

2. FIRM NAME

3. INSPECTCR NAME

5. INSPECTOR ADORESS

4, FiRM ADDRESS

i 3 V)

7. TITLE
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notice informs the testing facility representative of the right to claim any information (e.g., documents,
records, physical samples, or other material) collected from the testing facility during the inspection as
CBI. In a TSCA GLP inspection, tatmg facility officials should also be briefed on EPA’s TSCA CBI
procedures (see Section 2.8.1).

. The inspector should then describe the inspection plan (see Section 2.3) to testing facility officials. By
describing the inspection plan, the inspector fosters an atmosphere of cooperation between EPA and the
testing facility, which is important for ensuring an understanding by both parties of GLP compliance
issues. By keeping the discussion of the inspection plan general the inspector can avoxd providing
advance warnings to testing facility officials. '

During the opening conference, the inspector should review with the facility management the anticipated
schedule of the inspection, particularly if this is a first-time inspection. A typical inspection agenda
includes: ' :

e Opening conference -

| Facility walk-through

Review of general facility llterarure and information

Review of records, including SOPs and training records

Compliance review using an on-going study as model

Evaluation of archives

Evaluation of the Quality Assurance Unit

Facilities, equipment and records evaluation

Evaluation of test, control, and reference substance handling and records
Closing conference, including issuing receipt for samples.

The facxhty personnel should also be made aware of what the audltor s activities and needs will be while
the inspector is conducting the compliance review. :

The most important objective of the opening conference is to obtain as much information concerning the
particular testing facility’s opérations and practices as possible. In addition, the inspector should use the
opening conference to question testing facility officials about such practices, operations, and any other
data that may not have been included in EPA records or that require clarification. The inspector should
~ refer to the testing facility’s organizational chart to learn who is in charge of what operations at the-
testing facility and who to contact for additional information. |

‘To save time, the inspector should resolve logistical issues at the opening conference in preparation for
. the actual inspection. The following factors should be considered:
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. Having a testing facility official accompany inspector. Before the inspection is

conducted, make arrangements for a testing facility representative to accompany the
inspector on the inspection. The representative should be able to describe testing facility
layout and operations and to indicate what data, records, etc., should be claimed as CBI.
(Testing facility claims of confidentiality may be made only by an individual with the
authority to make such claims, as discussed in Section 3.7.3.)

o Testing facility walk-through. At the conclusion of the opening conference, the
inspection team will typically tour or walk through the testing facility. This can serve as

part of the inspection or compliance review and it can also serve to familiarize the other
team members with the testing facility to make the audits more efficient. Since the

. inspector will normally have additional time to inspect the testing facility. in greater detail,
care should be taken to make sure that the testing facility staff does not use an inordinate
amount of the team’s time on this walk-through.

° Schedule of inspection. Arrange for a schedule of necessary meetings to be developed,
- based on the inspection plan dnd the inspector’s understanding of the responsibilities of
various testing facility officials. This schedule will allow individuals enough time to
prepare for discussions with the inspectors. Set a specific time and place for the closing
conference (see Section 3.7). This conference will provide a final opportunity to gather
information from testing facility officials, to answer questions, and to complete
administrative duties. The closing conference will also provide a forum for summarizing

the inspection.
. Master schedule; selection of an ongoing or recently completed-study. The inspector

should select an ongoing study from the master schedule to use as a means of carrying
out the GLP compliance review. The inspector should select an ongoing study covered
by the regulations in which the inspection is being carried out. For example, if it is a
FIFRA inspection, a study that will be submitted under FIFRA should be selected.

Facility documents. As part of the opening conference, the inspector should indicate
those facility documents s/he will need to review during the course of the inspection, so
that the facility personnel can have time to gather the materials. These typically include
SOPs, staff training records including resumes and curriculum vitae, quality assurance
records, etc. The inspector should also request (particularly if this is a first-time
- inspection of a new facility or if there have been significant changes to the facility since
the last inspection) copies of floor plans, organizational charts, brochures, etc., for use
in preparation of a complete report. '

3.7 Txe CLoSING CONFERENCE
3.7.1 Purpose

The purpose of the closing conference is to allow the inspector and testing facility representatives to
~ resolve final administrative matters concerning the inspection. Ideally, the closing conference should be
scheduled for the moming after the conclusion of the GLP inspection. The closing conference should
accomplish the following:
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° Summarize the inspection proceedings.

. Review all significant inspection findings for facility personnel, clarify any issues, and
answer any questions related to the findings.

o Complete and submit to testing facility representatives certain forms related to the
inspection (see Section 3.7.3). :

. Obtain frorn testing facility officials any outstanding records or other data needed by the
inspector.’
) Issue a TSCA Receipt for Samples and Documents and/or a FIFRA Receipt for Samples

and allow facility officials to make any confidentiality claims for documents collected
during the inspection.

] Make specific arrangements for any additional documents or information to be provnded
to the inspector. . -

The inspector should be certain that all appropriate facility personnel will be present. At the very least,
this should include mimagement and the study directors. Often, however, the facility will also wish to
have others attend, such as technical personnel, attorneys, and corporate or sponsor representatives. It
is up to the inspeétor what, if any, limits should be placed on attendance at the closing conference.

3.7.2 Pre-Closing Conference with Inspection Team

~. Prior to the closing conference, the inspector should meet with inspection team members to review and
discuss inspection findings. It is imperative that the inspector be aware of any problems found by the
auditors, and s/he may need to provide guidance to the auditors, especially in determining the significance
of negative GLP findings relating to the audited studies. 'The auditors must also make sure that the
inspector understands the significance of any technical or data deficiencies in the studies. No "surprises”
should arise during the actual closing conference.

The inspector should determine from each auditor if there are any unresolved issues, if any followup
information or records must be requested from the testing facility, and if each auditor has obtained copies
of all necessary records or data that were requested and are needed to document any negative findings.
The inspector should also establish the order in which findings will be presented. Normally, each auditor
will present his/her own findings. However, there may be occasions when an auditor is unwilling to
speak (e.g., s/he may not be fluent in English) and may prefer to have someone else present the audit
findings. The inspector should make these arrangements beforehand.
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3.7.3 Procedum'

. The inspector serves as the moderator for the closing conference. The same objectives that govern the
manner in which an inspector should conduct the opening conference (see Section 3.6) apply to the
closing conference as well. The inspector should make a record of the facility personnel attending the
closing conference, particularly if problems were encountered during the inspection or there are
significant negative findings. The inspector and appropriate team members should summarize the
inspection ﬁndings in an objective and factual manner. During the conference, it is critical that the team
refrain from drawing conclusions regarding any potential violations that may have been discovered during
the inspection. Enforcement pohcy and issues should not be dxscussed Any questions related to these
areas should be referred to Chxef SSB.

The inspector should clarify any final questions and provide the testing facility officials with the
opportunity to ask any final questions. If the inspector wants to obtain additional documents not available
at the time of the closing conference, the inspector should request these documents and agree upon a
reasonable date by which the testing facility officials should submit the documents. However, the
inspector should make every effort to obtain all necessary records during the inspection, thus keeping the
need for followup information to a minimum. The inspector should request that any documents that the
company may decide to submit to EPA Headquarters or correspondence with EPA resulting from the
inspection be copied and sent to her/him. |

Areas of disagreement between the inspection team and facility personnel may arise during the closing
conference. If these cannot be resolved to the satisfaction of all parties, the facility may be given the
opportunity to respond to specific inspection findings in writing. The facility is under no obligation to
provide written responses and the inspector is not under any obligation to include such a response in the
final report. However, misunderstandings often may be resolved in this manner, and a written
explanation of an inspection finding may be useful to include in the final report.

A separate issue is that of recording the closing conference. Commonly, the facility representative will
request that the proceedings be tape-recorded; less frequently, s/he may request videotaping or verbatim
stenography (as by a court reporter). Asa general policy, the closing conference should not be recorded.
However, the inspector has the discretion to make an exception to this policy under special circumstances.

If such is the case, the inspector must stipulate that a copy of the recording or transcnpt be provided to
him/her as part of the i mspecnon documentation.

During the closing conference, the inspector must also require the testing facility officials to complete
two forms related to the inspection process. These forms are the TSCA Declaration of Confidential

Business Information (Figure 3-4), if necessary, and the FIFRA Receipt for Samples and/or the TSCA
Mm&ﬂm_m (Figures 3-5 and 3-6).
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FIGURE 3+4.
TSCA DECLARATION OF CONFIDENTIAL BUSINESS INFORMATION

US ENVIAONMENTAL PNOTECTION AGENCY

n WASHINGTON, DC 20480 Foren 4Aporoved
QM8 No 20700007
\" EPA TOXIC SUBSTANCES CONTROL ACT Eiowes 331 82

DECLARATION OF CONFIDENTIAL BUSINESS INFORMATION

1. INVESTIGATION iDENTIFICATION 2. FIRM NAME
ATE - INSPECTOR NO. DAILY SEQ NO.

ANSPECTOR ACCRESS 4, FIRM ADDRESS

INBOQRAMATION OESIGNATED AS CONFIDENTIAL BUSINESS INFORMATION
QESCRIPTION

NO.

ACKNOWLEDGEMENT BY CLAIMANT

The undersigned acknowiedgss thet the information described sbove is demgneted & Canfidentiel 8 usiness | nformation under Saction 14{c) of the
Toxic Subsmancas Control Act. The undsregned further aknowtedges that he/she is suthonzed to maks axch ciaims for Ris/Mer firm,

The undersigned underztands that chailengm t confidentisiity claims mey de made, and that cleims are nat likely to be upheid uniem the infor-
mation mests the foliowing guidelinex (1) The compeny has Bksn memsures to protct the confidentiality of ™e informanan and it intends to
continue to take such measurae: {2) The information & not, sad has nat besn ressonsbly srtsinsbie without the compeny's conmnt by other
persons (ather then governmental bodies) by um of ieprtimers mesns (other than discovery besed on ¢ showwng of wecial need in 4 judicial or
quasi-judicial procssding); (3) The information is not publidy sveilsdis sisewhers; and (4) Oiciomus ot the information would couse substantial
harm to the company’s competitive paartion.

INSPECTOR SIGNATURE CLAIMANT SIGNATURE
NAME . BREY Y]
4% BATY JiGNED TFLE -7 %4 & 1017 §-)

EPA Form 7740-2 (12-82} INSPECTION FILE
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FIGURE 3-5.

FIFRA RECEIPT FOR SAMPLES

w8 e, U.S. ENVIRCRMENTAL PROTECTION AGENCY

!no

SZ

o
> -

RECEIPT FOR SAMPLES

Gl
e

NAME DF ‘Nl LA,

FiRw NnaME iires

t. Jatn. siute a2 Lip TLotes

SAMPLE NLMBERS

ledged persuant to Section 9.(a) of the Federai {nsecucide
136 g ). This section is quoted on the reverse of :hus form.

SAMBLES TOLLECTES Oescrine futlv. List Regestranon, Lot Beren - Moaet. 3erisl Nulvers and aINer DOAItive QORI IICHIONS.,

The following samples were collected by the U.S, Environmental Protecion Agency and receipt is hereby acknows
., Fungicide, and Rodenticide Act, as amended {7 U.S5.C.

ACXNP'L!DG‘!NT OF PRODUCER RECISTRANT
The undersigned acknowledges that the sampies shown above were o
packaged. labeled, and released for shipment

brtained ‘rom pestic:des or devices that were

SIGNATURE rOwwer, Opecaror, or Agenr,

TiTwf Demer, Dperator 3¢ Adentt

' )
SUPLICATE SAMmLES — OURLICATE SAMALES P SAMPLES vETE N e
REQUESTED AND PAQVIOED -« NOT REQUESTED | LI R ETEY 34 L 8ceecac:
AMOUMT BAID FOR SAMPLES ’ .
T casm T oz.cmer R IR Y 2 T T
NAME DF SOLLECTSA Pt ar type, ST OF 22..Es =@ TJioNA-.AE SF SSL_fo-oa
| . :
EPA Furm 35403 (Rev. §.75) s redPer M CemaliTel, ESTABUSHMENT COPY

BREV'IC LS €3 TSN T3 3L iDL
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FIGURE 3-6.
TSCA RECEIPT FOR SAMPLES AND DOCUMENTS

US ENVIACONMENTAL PAQTECTION AGENCY

n WASKHINGTOMN, OC 20480
EPA TOXIC SUBSTANCES CONTROL ACT
’ RECEIPT FOR SAMPLES AND DOCUMENTS

Farm Acprovea.
CMB Ne. 20700007
Agorova @xpres J)-31 38

1. INVESTIGATION IDENTIFICATION

SATE ‘mmo. DAILY SEQ. NG,

2.FIRM NAME

. TNSPEL T UH AQORESS

<. FIRM AUDRESS

The docurments and sampies of chemical substances and/or mixtures described beiow were collected in COnNection with me
administration and entorcement of the Toxic Substances Control Act.

RECEIPT OF THE DOCUMENTIS) AND/OR SAMPLE(S) DESCRIBED IS MERERY ACKNOWLEDGED:

NO.

OESCRIPTION

OFTIONAL:

—
OUPLICATE OA SPLIT SAMPLES: REQUESTED ANO PROVIDED '

NOT AEQUESTED L

INSPECTOR SIGNATUAR

AMECIPIENT SIGNATUAS

NAME NAME
RARg 1 i TATY SITRID TITCE TATTSIGRYD
EPA Form 7740-1 -
r 0-1(12-82) N oR'S FILE
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The copy of the FIFRA Receipt for Samples or the TSCA Receipt for Samples and Documents,

whichever is applicable, lists and describes each document and sample taken by the inspector from the
testing facxhty This receipt must be signed and dated by a testing faClllt'y official and the inspector. The
receipt should ldexmfy the following:

. A dmripzion of all physical samples taken (if any)

. A description of all records, photographs, or other property taken (particularly crucial
when inspecting with a warrant)

L A brief description of information claimed as TSCA CBI (which should be listed on the
TSCA Deglaration of Confidential Business Information form).

The purpose of this detailed receipt is to documeﬁt that testing facility officials knew exactly what
documents and samples were taken and to allow for full review by testing facility officials so that
confidentiality claims can be made.

Many times the facility will routinely consider all documents, both FIFRA and TSCA, to be confidential
and will stamp them in some way to indicate this. The inspector should not suggest or advise that any.
document or other item be claimed as confidential. The decision must be left entirely to the testing
facility official. CBI claims should be considered for review and challenge in a manner consistent with
the requirements of 40 CFR §2.203 and are the responsibility of the Office of General Counsel. IMD
personnel can provide assistance to the inspector in reviewing TSCA CBI claims o determme if they are
valid.

The TSCA Declaration of Confidential Business Information form must include a list of all documents,
photographs, or other data claimed by an authorized testing facility representative as TSCA CBI. The
inspector should keep in mind that some data may have been declared CBI during the inspection. These
items should be confirmed with testing facility officials and included on the CBI declaration form. Both
the inspector and the claimant (i.e., the testing facility official) must sign and date the completed
document.

All documents for which a CBI claim has been made must subsequently be handled according to the
custody requirements of the CBI regulations. Therefore, CBI documents should be collected only when
necessary to document a potential violation, ‘and the inspector must have determined beforehand that s/he
or the auditor has.the nec&ssary facilities and procedures in place to meet the CBI requirements.

| AIf there is no onsite testing facility official au_thorized to make CBI claims at the time of the closing
conference, the inspector should:

. Make a copy of the completed and signed FIFRA Receipt for Samples or TSCA Regzipt |
. for Samples and Documents.
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. Make a copy of the cornpleted and signed TSCA Inspection anﬁq‘ entiality Notice.

. Complete the top portion only (i.e., investigation identification information, firm name,

. inspector address, firm address) of the Declaration of Confidential Business Information
form.

. Mail the forms cerrified, return receipt requested to the Chief Executive Officer (CEO)

of the testing facility within 2 days of the inspection. (The CEO will have 7 calendar.
days to make CBI claims on the declaration form.) .

The inspector need not take any measures during the 7-day period mentioned in the last item above
beyond following the routine ‘security procedures normal for inspection data collected from the testing
facility. However, immediately upon notification of the DCO by the appropriate testing facility officials
(e, those authorized to claim CBI) that data are being claimed as CBI, EPA will commence TSCA CBI
procedures with respect to such data. If a CBI claim is made, it is the responsibility of the DCO to notify
all parties (i.e., inspector, testing facility, case preparation staff, and any others who may be handling
the information) of the fact that the material is CBI and to log the material as'required.

A3.8 EVIDENCE COLLECTION AND ACCOUNTABILITY

The inspector or auditor will docﬁment in the inspection report for potential use as evidence all GLP
deviations and deficiencies, and all data discrepancies and gaps. The evidence will be used to support
any enforcement or regulatory action EPA takes. This evidence may consist of the following:

. Field notebook entries

e Photocopies of raw data, records, reports, or correspondence
° Personal statements

. Photographs
. “Sample or specimen analysis or evaluation.

There should be no assertion or description of a GLP or data problem in an. inspection report without
proper supporting evidence. Occasionally, documents may also be collected strictly for specimen
purposes or to verify correction of a previously identified deﬁciency. Copies of data, records, etc., may.
also be collected to allow further detailed review by the inspector, auditor, or other designated expert at
a later date. These documents may or may not eventually be used as evidence. In all cases, collection
and subsequent handling of these materials must be done using the procedures described here. Inspectors
should review the relevant chapters of the Pesticides Inspection Manual and the Basic Inspectors Manual
" for further guidance on evidence collection and accountability.
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3.3.1 Field Notebook

The field notebook or the inspector’s/auditor’s personal notés will constitute the principal means of
organization for evidence collection for each GLP inspection and related study audit. The field notebook
will also serve as a source for describing the overall inspection, personal statements, records collected
or requested, calculations, and other information. Observations of operations, facilities, equipment,
personnel, and other topics will also be recorded in the notebook.

‘Each inspection team member will have his/her own notebook. A separate notebook should be used to
record information for a single facility. Notes from muitiple study audits may be recorded in a single
notebook as long as all audit findings are distinctly identified and reflect audits conducted at a single test
facility.

The first page of the notebook should be identified with the inspector’s (or auditor’s) name, the facility,
the date(s), and if available, the EPA inspection number. Any business cards collected during the
inspection may be stapled along the edge of the opening or closing page. They should. not be
paper-clipped or left loose in the notebook. '

Since the field notebook represents the single most important reference for the inspection report and for
any subsequent legal support that may arise out of an enforcement action, care is to be taken with detail,
legibility, thoroughness, and accuracy. All entries are to be adequately identified and dated, and each
person interviewed identified by name, title, and association with the work under review. The field
notebook is to contain only facts and observations. Under no circumstances should a field notebook
contain any personal opinions or prejudgment as to whether or not a violation has occurred.

The field notebook is considered EPA property and, as such, is to be retained in the appropriate
evidentiary files along with the final inspection report and other related documents.

3.8.2 Copies of Data, Records, Reports, and Correspondence

Photocopies of raw data, records, reports, and correspondence will serve as the primary source of
evidence when documenting GLP/study audit problems. All documents necessary to prove a violation
should have been collected by the inspector. For example, in 2 FIFRA GLP compliance ipspection, the
inspector should be sure to obtain the compliance statement of each study. In addition, if an inspection
is focusing on an ongoiﬁg study, the inspector must collect evidence that the facility knew the study was
going to be submitted to EPA.

Most larger laboratories and testing sites have photocopying facilities and will reproduce a reasonable
number of copies at no cost. For other facilities, such as smaller laboratories or remote field sites, the
inspector ‘should ascertain, prior to the inspection, whether photocopying capability will be available
onsite. If not, arrangements must be made to:
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. Have the documents reproduced at a commercial copying 'facility during the inspection
and recover the cost via travel voucher or petty cash, or .

o Arrange to transfer the necessary original documeants to-the EPA office for reproduction.

In either case, an appropriate FIFRA or TSCA receipt (see Chapter 2.8) should be issued if the
documents are removed from the inspected facility, unaccompanied by a facility reprsentative; If
- documents are copied at the EPA office, the originals should be immediately returned to the facility by
hand delivery or by certified mail. In either case, a written acknowledgement of their receipt by an
official from the facxhty should be obtained.

When photocopies of documents are received or made by the inspector, each page must be examined and
compared to the original to assure it is an acceptable copy and that the GLP deviation or data discrepancy
is clearly evident. If colored inks were present in the original and were not reproduced on the photocopy,
the inspector should indicate the colored portion on the copy. via arrows or encirclement, and should
initial and date the notation(s) in contrasting ink. If the potential violation involves an eutry in pencxl

a white-out, or other circumstance that is not evident on the photocopy of the document, then the
inspector should indicate the deviation with an arrow and/or encirclement and explain it briefly on the
document. If possible, these notations should be initialed and dated by both the inspector and a witness.
The witness should preferably be another EPA employee or representative; however, it may be a facility
official or third party if circumstances warrant. The inspector’s and witness’s notations should be made -
with a contrasting colored ink. An arrow stamp can also be used in similar fashion to highlight a
particular data or procedural discrepancy on a photocopied document. In addition, each document (or

document set) should be listed on the FIFRA Receipt for Samples or TSCA Receipt for Samples and
gmgmm at the close of the inspection (see Chapter 3.7.3).

Related documents should be combined, as appropriate, to form a document set. The various sheets,
consisting of copies of raw data for a particular study, may be one document set; a copy of the protocol
would be considered a separate document set. The location of the original documents in the facility’s
archived files should be fully described in the field notebook so that these materials may be readily

located at a later date, if necessary.

The reverse side of the first page of each collected document set is to be stamped or identified as follows,
with the appropriate information filled in:

Inspection: -
Doc. No:

No. Pages:’ -
Date: By:
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The Doc. No. should correspond to Lﬁe listing on the TSCA or FIFRA receipt. Every page of each
document set is then identified on the front in the lower righthand corner with the inspector’s initials and
the date of collection.

- The inspector will collect and maintain all collected and identified documents as a master set of exhibits
for each official inspection or investigation. Additional copies may then be distributed to the auditors,
either before leaving the site (if multipie copies can be conveniently obtained) or after photocopying upon
- the inspector’s return to the office. In the latter case, the necessary additional copies should be
transmitted to the auditor(s) as expeditiously and securely as possible.

Followup information or documents received by the inspector after the onsite phase of the inspection is
completed will be handled in the same manner (see Section 6.2).

When a document set (or a portion thereof) is ready for insertion as an exhibit into the final inspection
report, each page shall be additionally marked with the exhibit number and the exhibit page number.

3.8.3 Signed Statements

In some circumstances, a signed personal statement from a facility representative may be necessary to
fully document an inspection problem, such as in the case of unretained raw data or when potential GLP
violations or data problem(s) cannot be fully documented by other means. To the extent possible, signed
statements that document any potential violation should be collected. ' '

The statement, which may also be in the form of a letter, should be prepared and signed by a responsible
management official or study director who represents the facility or company. Statements may also be
obtained from technical and QAU staff, as appropriate. All personal statements should be acknowledged
via official FIFRA or TSCA receipt or by letter.

Of particular concern to the EPA inspector or auditor is the case of unretained or missing raw data. Not
only does this situation constitute a potential violation of the GLP regulations (40 CFR §160.195 and
§762.195), but in the case of data related to registered pesticides, it is also a potential violation of the
-FIFRA books and records regulations {40 CFR §169.2(k)]. Thus, both sections should be cited in the
inspection report when registered pesticide products are involved. |

A signed statement from a test facility representative should also be obtained, if possible, when a potential
violation is discovered as a result of an interview. The substance of the allegation may be documented
in a statement, prepared and signed by the individual, that clearly describes the situation in questicn. In
addition, substantiating evidence in the way of document copies or photographs should also be collected.
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3.8.4 Photographs and Observations

In some situations, a photograph or series of photographs is the most effective or only way to document
a GLP deviation. Photographs may also be used to enhance the effectiveness or validity of other
documentation.  Problems associated with facilities, test substance description, equipment, or
specimen/reagent labeling, are examples of areas that may lend themselves to photographic
documentation.

- Some facilities or corporations have policies prohibiting pho;ogiaphy or possession of cameras on
company property. If photographs are necessary, arrangements can usually be made with facility
management to provide a duplicate set of photos or to have facility personnel take side-by-side
photographs. Assurance of confidentiality regairding the necessary photographs may also expedite
permission. If permission is still refused, this is considered denial of consent (see §3.4.3), and
supervisory and/or legal assistance should be obtained by the inspector, particularly if alternative evidence
is not available. '

Either an instant print (e.g., Polaroid) or 35-millimeter camera may be used; however the latter will
provide better quality prints for use as evidence and can be enlarged, if necessary. An instant print
camera has the advantage, however, of providing an immediate image to assure that the necessary
information was captured. In critical situations, both cameras should be used, with the instant film prints
serving as backup if the 35-millimeter prints prove to be unsatisfactory. If a declaration of TSCA CBI
is made (or is anticipated), photographs should be taken with an instant print camera, partmularly if 2
developing facility cleared for TSCA CBI is not readily accessible.

All photographs taken as part of an inspection should be fully described in the field notebook with date
and time, subject matter, distance, direction, witnesses, exposure data, film type, and other supporting
information. Some cameras will automatically provide date and time, as well as sequence number on the
negative. When prints are received, whether instant film or 35-millimeter, each should be identified in
ink on the back or in the margin with print number, date, inspector’s initials, facility, and brief
d&scription of subject matter, Computerized label-making systems may also be used.

All photographs should be described on the FIFRA or TSCA receipt mcludmg a notation if duplicate
prints are to be (or have been) provided to the facility.

The following references provide the inspector with some introductory technical guidance when taking
photographs for use as evidence. ' '

"Fundamentals of Photography for'Goveinment," 1986, U.S. EPA Region 10, Seattle.
WA :
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. "Basic Inspector Training .Course: Fundamentals of Environmental Compliance
Inspections,” Chapter 15B, 1989, U.S. EPA, Office of Enforcement, Washington, DC

. *Federal Law Enforcement Training Center: Student Text, Photography ST-39.1/.2,"
1977, U.S. Department of the Treasury, Washington, DC.

3.8.5 Physical Sampling (Nondocumentary Samples)

Although the "mspector will rarely need to collect nondocumentary samples (i.e., physical samples) as part
of a GLP inspection, he/she should be aware of the techniques of sampling, procedures for identification
and custody, and the availability of subsequent storage or analysis.A Directed investigations are more
likely to require sample collection than are routine compliance inspections and audits. In any event, if
physical sampling is contemplated, the supervisor should first be consulted regarding issues of authority,
analysis, and safety. ‘

'Examples of different types of situations in which an mspector may need to collect a physxcal sample as
evidence include:

® Test or control substances. (1) The physical appearance does not agree with the written
description in protocol, final report, or raw data; (2) a significant impurity is suspected .
to have been misanalyzed in the test substance; or (3) the test substance was reported as
being technical grade, when it appears to have actually been reference grade material.

. Reference substances. There is reason to question either the stated identity or purity of
the reference substance.

. Analytical specimeng. (1) Specimens are improperly labeled and a photographic exhibit
is not feasible; (2) the actual specimens appear to differ from the matrix described in the
protocol, raw data, or the study report; or (3) there are serious concerns about the
validity of the reported findings, and analytical conﬁrmanon by EPA is feasible and

warranted.
e Slides, blocks, or wet tissues. Photographic reproduction or other documentation is not

feasible or available and (1) there is a discrepancy between the reported findings of the
facility’s pathologist/toxicologist and the findings of EPA’s auditor; (2) specimens are not
labeled according to GLP requirements; or (3) specimens appear to have deteriorated
appreciably due to improper archival conditions.

Since blocks or specimens will represent original materials that cannot be reliably sampled
with representativeness preserved, the supervisor should be consulted before sampling.
An additional slide can usually be prepared from the original block, if necessary.

° T fi water, soil, or bedding. (1) Unreported physical or chemical
contamination that may have affected study integrity is suspected; (2) the feed, soil,
water, or bedding does not appear to conform with the protocol, applicable SOP, raw
data, or study report, and this problem cannot be documented by other means.
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o Test, contrgl, or reference substance mixtures with carrier. (1) There are concerns or

suspicion that test or control substance mixtures with carrier are not stable over the period
of their use or that they may not have been homogeneous; (2) mixtures are suspected of
having been improperly analyzed; or (3) there is suspicion that the wrong or a degraded
test, control, or reference substance was used.

Guidance on collecting certain types of chemical samples and chain-of-custody is provided in the TSCA
and FIFRA inspection manuals. In all cases, the inspector should consider the following prior to
sampling: ' :

. The sample is absolutely required for use as evidence and other forms of documentary
- samples cannot be used or are not available.

. Means are available to properly and safely collect the sample, preserve it (if necessary), -
and transport it to the testing facility or other EPA designated facility.

J Proper chain-of-custody can be initiated and maintained.

. The appropriate analyses or other evaluation can be performed in a reliable, timely, and

legally defensible manner.

Specific guidance on sampling procedures is provided in SOP GLP-S-02 (in preparation) when collecting
~ physical samples intended to document potential TSCA or FIFRA GLP violations.

3.8.6 Maintenance of Inspection Materials

The security of all materials resulting from an inspection must be maintained by the inspector to assure
their integrity for possible use as evidence.

These materials include, but are not limited to:

e Completed inspection forms and notification letters
. Field notebook(s)
° Document copies
o Signed statements
o Photographs
o Physical (nondocumentary) samples/specxmens

Materials must remain secure during two stages: (1) while in the inspector’s possession during report
preparation and (2) after transfer to longe_t-térm office storage or archiving. The inspector is responsible
for maintaining the master file of the original versions of documents or photographs collected during (or
in followup to) an inspection. Copies of these materials, not the originals, should be made available to
auditors for their use in preparing study audit reports. Physical samples and other evidence are also the
inspector’s responsibility, particularly with respect to establishing and maintaining custody when further
analysis or evaluation is required. |
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Most evidence collected will be in the form of data or record copies, written statements, field notebooks
and photographs — materials that can be secured by the inspector in a locked file cabinet or desk. At
a minimum, during inspection report preparation, the collected evidentiary materials should be maintained
in a secured office. Only those with a "need to know" should view the materials and then only with
knowledge of or in the presence of the inspector. Auditors are to take the same general security
precautions with copies of data and records in their possession.

Once the inspection report has been prepared, signed, and transmitted to OCM, the inspection materials
not included in the report should be placed in a longer-term evidence file along with a copy of the report,
the field notebook(s), and any other related documents. Auditors’ notebooks should also be recalled and
placed in the appropriate OCM, NEIC, or Regional permanent evidence files, particularly when the
auditor is not an EPA employee or not a regular member of the GLP inspection staff.

"The permanent evidence file for each office (LDIAD, NEIC, or the Region) should be organizeci for ease
of retrieval either by facility or chronologically (or a combination thereof). An individual should be
designated to manage the longer-term storage of evidence files to assure their completeness, retrievability,
and integrity. - | -

3.8.7 FIFRA/TSCA Receipts

All evidence collected at a facility during an official inspection is to be listed or described on an
appropriate FIFRA or TSCA receipt form before the inspection team leaves the facility. All photocopied
data and records, brochures, photographs, and physical samples are to be listed. Related data and records
should be grouped together and stapled to form a document set that can bé more convehiendy listed on
the appropriate receipt. Each page or document set should be marked as previously described, and the
total number of pages noted on the receipt.

3.8.8 Investigations Involving Alleged Criminal Activity™

Participants in criminal invstigatidns may be subject to additional requirements governing such
investigations. ' Because of the severe penalties that may be imposed on-the individuals convicted of
violating the criminal provisions of the environmental laws or other statutes, there is closer scrutiny of
constitutional safeguards to protect the individual's rights. Special Agents of the EPA, Criminal |
Investigations Division, will provide instructions regarding these safeguards to the project team on all
investigations in which they are involved. From the beginning of such an investigation until it is
completed, the rights of all individuals must be fully protected. '

= Taken from "NEIC Policies and Procedures,” August 1991, EPA-330/9-78-001-R, U.S. EPA
National Enforcement Investigations Center, Denver, CO.
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If, during the course of a civil/administrative inspection, aspects of criminal activity become apparent,
" the inspector should obtain all the evidence documenting the possible violation. The Criminal
Investigations Division or the appropriate Special Agent-in-Charge must then be apprised immediately.
If a criminal investigation is opened, any files will be maintained separately from the current (or planned)
civil investigation. Where applicable, EPA’s policy on parallel criminal and civil enforcement
proceedings must be followed. |
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4.0 GLP COMPLIANCE REVIEW
4.1 INTRODUCTION

The compliance review is that part of the inspection in which the inspection team attempts to determine
the extent to which the facility is complying with the principles set down in the GLP regulations at the
time of the inspection. The conduct of a compliance review generally requires a walk-through of the
facility and an audit of the records and procedures of an ongoing study or recently completed study.
Depending upon the situation at the testing facility, the review may be altered, based on the needs of the
inspection team, immediate availability of the testing facility or staff to be visited, studies being
conducted, or other circumstances.

Major areas of concern include:

. Adequaéy of organization (e.g., existence of an independent Quality Assurance Unit
QAU) - |

. Adeqﬁacy of staffing, facility, and equipment for the workload

. Completeness and adequacy of SOPs and protocols |

. Adegquacy of archives

. Credentials of staff to perform work as shown by curriculum vitae, training records, and
other documents

° Receipt, Storage, and use of test, control, and reference substances
. Receipt, handling, care, and use of test systems

o Records of analysis for contaminants of food, water, soil, and other media.

Ve

Inspectors should review the contents of relevant SOPs, such as SOP GLP-C-01, Conducting a Field Site
Compliance Inspection, for more detailed instruction on compliance reviews. The inspector should be
aware that EPA may from time to time issue new Standard Operating Procedures (SOPs). These SOPs
are the primary guidance documents developed by EPA to inform GLP inspectors of current policy and
procedures. As such, all current SOPs will take precedence over the contents of this manual. In areas
where this manual and newer SOPs differ, the directives of the SOPs will be followed.

4.2 FAcIUTY COMPLIANCE REVIEW

The inspector should examine the master schedule to select an ongoing study for use as a basis for the
compliance review. By tracking the progress of the study, the records being taken, and the compliance
of the staff wi;h the SOPs, it is possible to evaluate the facility’s current level of compliance with the
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GLP regulations. In addition, the inspector should examine the layout of the facility and the
organizational charts of the facility to get an understanding of the scope of the facility. This will assure
that the familiarization walk-through of the facility covers all appropriate areas. During the walk-through,
the inspection team members should identify potential areas of concern. They should discuss their
concerns and impressions with the lead inspector for followup later in the inspection.

The following information for the ongoing study being used for the compliance review should be recorded
during the inspection: '

. Applicable statute

. Test substance

e Study title

. Lab project number

. Sponsor

. Sponsor representative
o Study start date

. Study director.

The inspector should select an ongoing FIFRA study for FIFRA inspections and an ongoing TSCA study
for TSCA inspections. If that is not possible, the inspector should be sure to give the facility the
appropriate notification (i.e., FIFRA or TSCA Notice of Inspection) to cover the selected study. The
areas that should be evaluated during the facility compliance review are discussed below.

4.3 ORGANIZATION AND PERSONNEL
4.3.1 Personnel [40 CFR §160.29]

o ion, trainin d experience. The inspector should determine whether facility
supervisors and staff have the education, training, and experience, ot a combination of
these, necessary to perform their assigned functions. During the course of the inspection,
the inspector should also observe the actions and responses of facility personnel as
indications of whether their training and experience are appropriate. The staff’s responses
to questions concerning the operation of the testing facility or the conduct of the
study(ies) observed during the walk-through can provide insight into their competence.
The inspector should note any deviations from routine testing facility practices, i.e..
spilled samples, careless analyses, dirty facilities, recordkeeping mistakes, or other
actions that show the inexperience or inadequacy of the staff. Further, the inspector
should note whether records show missing data; this may ‘indicate that the staff is either
not attentive to details or lacks the time to record data properly.

® Personnel information. The inspector should examine the facility’s summary of the job
descriptions, training records, curriculum vitae, and experience for its staff and

supervisors. This summary must be maintained and updated by the facility, and should
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contain enough detail to show whether the qualifications of personnel meet the standards
of their jobs.

. Number of personnel. The number of personnel must be sufficient for timely and proper
conduct of the study according to the protocol. The inspector should compare the actual
number of personnel to the number of personnel deemed necessary by the study protocol.
The inspector should note if there are any delays in the processing of test substances, the
analyses of specimens, or the completion of reports due to insufficieat staffing and/or

~equipment,.

. Personal sanitation and health. Facility personnel must take steps to prevent
contamination of test systems and substances. The inspector should observe and inquire
about the personal sanitation and health precautions used to prevent contamination of test
systems, specimens, or substances or otherwise adversely affecting the quality of the
study. .

-9 Appropriate clothing. Facility personnel must wear clothing appropriate for the duties
they perform. The inspector should observe whether adequate protective clothing is in
use at the time of the inspection. The inspector should also inquire about the facility’s
procedures for handling protective clothing, including requirements for changing clothing
as often as necessary to prevent microbiological, radiological, or chemical contamination
of test systems, specimens, and test, control, and reference substances.

. Personpe] jlinesses. The inspector should determine whether precautions are in place to
exclude from the test area any individual who has an illness that may adversely affect the
_study. Personnel must have been instructed to report such illnesses to their immediate
supervisor.

4.3.2 Testing Facility Management [40 CFR §160.31]

The inspector should review the management practices of the facility to determine whether they meet the
requirements of the GLP regulations.

o Designation of 3 study director. Management must designate a study director prior to

initiation of the study. The inspector should examine facility records to determine if they
show that 3 study director was designated before work began and whether the study
director has the appropriate education, training, and experience.

. Replacement of a study director. Management must replace the study director promptly
: if necessary. Thus, an ongoing study that is the focus of the inspection must have a study
director in place.
. Management assurances. Management must also assure the following:
A QAU is in place as required by 40 CFR §160.35, as appropriate.

Test, control, and reference substances or mixtures have been appropriately
tested for identity, strength, purity, stability, and uniformity, as applicable.
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’

- Personnel, resources, faciliii&s, equipment, materials, and methodologies are
available as scheduled.

- Personnel clearly understand the functions they are to perform.

- Any deviations from the GLP regulations reported by the QAU are

communicated to the study director and corrective actions taken and documented.

(While the inspector cannot review the findings of the QAU, the inspector can

check to determine if the findings were sent to the study director and that

corrective actions were taken. This may be done by reviewing the QAU records

that do not include QAU findings, problems or actions recommended and taken.

This may also be done by requesting management to certify that inspections are

- being implemented, performed, documented, and followed up in accordance with
§160.35.

If the inspector finds deficiencies in any of these areas, s/he should determine whether management
failures contributed significantly to the deficiencies. Deficiencies in facility management may be
evidenced by deficiencies in other areas of GLP compliance and may be determined by considering some
of the following aspects of the study: ‘

Whether the facility has sufﬁcxent personnel and the orgamzanon to complete the smdy
in accordance with GLP standards

Whether the QAU  is independent from the individuals conducting the study

Whether the QAU reports its findings to the study director and testing facility
management '

Whether the QAU maintains a record of the quality assurance inspections that meet GLP
requirements.

4.3.3 Study Director [40 CFR §160.33]

The study director has overall responsibility for the technical conduct of the study as well as the
interpretation, analysis, documentation, and reporting of results. The study director represents the single

point of study
requirements:

control. As such, the inspector must assure that the following items ‘meet the GLP

Study director qualifications. The study director must have the appropriate education,
training, and experience to carry out her/his responsibilities. The inspector’s review of

the facility’s personnel records should provide an indication of whether the study
director’s qualifications are adequate.

Study director assurances. The inspector should determine whether the study director has
assured the following:

GLP Inspection
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- The study protocol, including any changes, is properly signed and approved (see
40 CFR §160.120) and is followed.

All experimental data, including observations of unexpected test system
responses, are recorded and verified.

A

- Unforeseen events that may affect the quality and integrity of the study are noted
and corrective actions taken and documented.

- Test systems are as specified in the protocol.
- All applicable GLP regulations are followed.

- All raw data, documentation, protocols, specimens, and final reports are archived
at or before completion of the study.

Problems in these areas indicate that the study director has not performed as requu'ed by the GLP
reguiations.

To determine whether the study director is properly discharging this responsibility, the inspector should
obtain some basic information about how the study director operates. In particular, the inspector should
determine the level of contact the study director has with the conduct of the study through such
information as:

° The relationship of the study director to the study being conducted (i.e., level of
involvement)

° Whether the studies are conducted omsite or at another facility

. The level of contact the study director has with any work done at other facilities involved
in the study

o The frequency at which the study director reviews the conduct of the study or the
' collection of data :

. The availability of the study director when changes in the conduct of the study are
reqaired .

Sa—_ e

U neprocas by which changes in procedures are authorized.

Also, the inspector should determine if the study director assures that data are archived in a timely
manner.
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4.3.4 Quality Assurance Unit (QAU) [40 CFR §160.35]

The facility must have a QAU independent from the personnel actually directing and performing the
study. The QAU is responsible for monitoring each study to assure management that the facilities,
equipment, personnel, methods, practices, records, and controls are in conformance with the GLP
~ regulations. The organizational chart should show that the QAU is independent from the conduct of the
study.

" The inspector should verify that the QAU is fulfilling its responsibilities with respect to the conduct of
regulatory studies, but is not permitted to examine reports of QAU mspectxon ﬁndmgs and problems, or
actions recommended and taken.

The QAU is r&sponsible for the following items:

° Master schedule. The inspector should obtain a copy of the master schedule and check
it for conformance with the GLP regulations. The QAU must maintain a copy of the
master schedule of all studies conducted at the testing facility, indexed by test substance,
and containing information on the test system, nature of the study, the date the study was
initiated, the current status of each study, the identity of the sponsor, and the name of the
study director. '

® Maintain protocols. The QAU must maintain copies of all protocols for which the unit
is responsible. The inspector should determine whether all such protocols are readily
available, and whether they are up to date.

. Studyv inspections. The QAU must inspect the study at intervals adequate to assure study
integrity and maintain written records of these inspections. The inspector should examine
these inspection records to determine whether they are complete, properly signed, and
show the following: :

- Dateof inspection '

- The study inspected

- ‘The phase or segment of the study inspected
- - The inspector’s name.

The inspector should determine if the records show adequate phase checks on ongoing
studies. The inspector should also determine whether any problems likely to affect study
integrity were brought to the attention of the study director and facility management
mmedxately following inspection.

. Reports to management and the study director. The QAU must penodlcally submit to

management and the study director written reports on the status of each study, noting
problems and any corrective actions taken. The inspector should determine that -
notification of QAU findings were provided.
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. Deviations from protocols and SOPs. The QAU must assure that no deviations from
approved protocols or SOPs have occurred without proper authorization and

documentation. The inspector should interview QAU personnel and review QAU reports
to determine whether the QAU has detected unauthorized deviations. If the inspector
finds any deviations during the inspection, s/he should check to see if they were
authorized. .

'y Review final study report. The QAU must review the final study report to assure that
. this report accurately describes the methods and SOPs actually used and that the results

in the report accurately reflect the raw data collected during the study. While an ongoing
study will probably not have reached the stage where the final study report has been
written, the inspector may check whether the QAU reviewed the report for another
recently completed study.

' S.mmm_mmm_rmn The inspector should examine 2 final study report, if

one is available, to determine whether the QAU signed a statement in that report
specifying the dates inspections were made and findings reported to management and the
study director.

° Required records. The QAU must maintain records of the respoasibilities and
procedures, and the indexing for such records. The inspector should examine such
records maintained by the QAU (some of which were described previously in this section)

. to assure that they are complete, detailed, and accurate. The inspector may also request
that facility management certify that inspections are being performed as required in 40
CFR §160.35. (Determine this by checking whether the records indicate periodic
inspection showing the date of the inspection, the study inspected, the phase or segmeat
of the study inspected, and the name of the person performing the inspection. Also

" determine if one or more inspection of a phase or segment of the study was conducted

while the study was ongoing.) The quality of the data being recorded should also show
compliance with GLP regulations; where this is not the case, the QAU inspection
procedures have failed. The inspector may also note whether the QAU appears to bave
the support of test facility management.

4.4 Facmmss

The inspector should take particular note of the nature of the facilities provided for the studies during the
walk-thmugh, as this prcvida the best opportunity for assessing their adequacy.

44.1 Test P%Gauﬂ [40 CFR §160.41]

The inspector ﬁ note whether the facility is of suitable size and construction for the proper conduct -

~ of the studies. Functions that have the potential to adversely affect the study must be conducted in an

area sufficiently separated from other study areas to preclude these effects. The space, bench area,

storage, environmental chambers, caging, water baths, water quality and equipment, and other facilities

. must be appropriate for the type of testing being conducted. The inspector should describe the size and
construction of the facility and take photographs, when appropriate.
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4.4.2 Test System Care Facilities [40 CFR §160.43]

. Test system separation. The facility must have a sufficient number of rooms or other
: areas for proper separation of species or test systems, isolation of individual projects,
quarantine or isolation of animals or other test systems, and routine or specialized housing
of test systems. Areas for plants or aquatic projects must comply with the requirements

found at 40 CFR 5160.43(3)(1) and (2) as appropriate.

e . Biohazardous areas. Separate areas must be provxded for tests using biohazardous
substances or test systems.
] Areas for diseased test systems. Separate areas must be prowded as appropriate for the

diagnosis, treatment, and control of test system diseases. The areas must provide
effective isolation of test systems known or suspected of being diseased or of being
carriers of disease.

o Disposal of materials. The facility must have proper facilities for collection and disposal
of contaminated water, soil, or spent materials. Waste from housed animals must be
collected and disposed of so as to minimize vermin infestation, odors, disease hazards,
and envu'onmental contammanon

° Emmm_@gdm. The facility must have provisions-to regulate environmental
conditions (e.g., temperature, photoperiod) as specified in the protocol.

° Im_smm_m The facility must have an adequate supply of water (for aquatic
organisms) or soil of the appropriate composition (for plants) as specified in the protocol.

4.4.3 Test System Supply Facilities [40 CFR §160.45]

The facility must have approf)riate storage areas for feed, soil, nutrients, bedding, supplies, and
equipment. Storage areas for feed, nutrients, soils, and bedding must be separate from areas where test
systems are located, and must be protected against infestation or contamination. Perishable supplies must
be appi'opriaxely preserved. Test system holding and culturing areas must also be provided (i.e., ponds,
culture areas, greenhouse, holding tanks, or fields for aquatic animals or plants, as appropriate).

4.4.4 Facilities for Handling Test, Control, and Reference Substances [40 CFR §160.47]
The facility must have separate areas, as necessary, for the following:
*  Receipt and storage of test, control, and reference substances

o Mixing of the test, control, and reference substances with a carrier
e Storage of such mixtures.

Storage areas for test, control, and reference substances and mixtures are to be separate from areas
housing the test system. These storage areas (freezers and refrigerators in the pesticide testing facility)
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must also be adequate to preserve the identity, strength, purity, and stability of the substances and
mixtures.

-

4.4.5 Testing Facility Operations Areas [40 CFR §160.49)

The facility must have adequate sepatanon of testing facility space and other space (e.g., gla.ssware wash
area) for the routine and specialized acnvma of studies.

4.4.6 Specimen and Data Storage Facilities {40 CFR §160.51]

The facility must provide archives for storage and retrieval of raw data and specimens from completed
studies and for limiting access to the archives.

’4.SEthr

45.1 E@umeaxgn[wCFR!lﬁOGI]

Equipment for use in data operations and for environmental control must be of appropriate design and
adequate capacity to function according to the protocol or SOPs. The location of equipment must allow
proper operation, inspection, cleaning, and maintenance. ’

4.5.2 Maintenance and Calibration [40 CFR §160.63]

Equipment used in any study must be adequately inspected, maintained, and calibrated. The inspector
should confirm that SOPs adequately describe the use and maintenance of the equipment and the persons
responsible for such operations. Written records must be available to document the inspection,
maintenance, and calibration and/or standardization of the equipment, as well as any repairs resulting
from failure or malfunction. In addition, the facility’s SOPs must contain detailed information on the
methods, materials, schedules, and the person(s) -‘mpbnsible for the performance of these activities.

The inspector should review individual records to determine compliance with the equipment requirements.
The records must provide complete and detailed documentation of inspection, mamtenance, cleaning,
calibration, and repair.

5—-&

4.6 mmmm

The inspector sﬁonﬂ review the facility’s SOPs as appropnate to assure they are complete, detm]ed and
meet t.he requirements of the regulations.

4.6.1 Standard Operating Procadures [40 CFR §160.81]

. SOPs. The facility must have adequate, written SOPs for at least those activities listed
in'40 CFR §160.81(b), as appropriate. The inspector should review the testing facility's
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list of SOPs, if a list exists, or the set of SOPs themselves to determine whether .all
necessary SOPs are available and have the appropriate signatures. Each testing facility
" area must have available the SOPs applicable to the procedures performed in the area.

. The inspector should review selected SOPs, in detail, to determine if they are adequate.
The SOPs selected should be relevant to the study being used as an aid in the compliance
review, and the review should include an assessment of whether the SOPs were adhered
to or, if not, whether any deviations were properly documented.

* Deviations from SOPs. Deviations from SOPs must be authorized and documented.
Significant changes to the SOPs must be authorized in writing by management. The
inspector should check for documented deviations and changes and for appropriate
signatures on the SOPs. The inspector should also note during the walk-through any
instances of the staff not following accepted procedures, including areas such as
recording of data; use of safety equipment; calibration, use, or maintenance of equipment;
handling of samples; or cleaning of animal quarters. The inspector should check these
deviations to see if they have been authorized.

° Historical SOP file. The inspector should check whether the facility maintains a historical
file of all SOPs and their revisions, including dates of revisions.

4.6.2 Reagents and Solutions [40 CFR §160.83]

The containers of reagents, solvents, and solutions in testing fécility areas must be adequately and
appropriately labeled to indicate identity, titer or concentration, storage requirements, and expiration date.
Deteriorated or outdated reagents and solutions must not be used. The inspector should note any
mconsxstenma in labelmg observed during the walk-through.

4.6.3 Animal ami Other Test Systan Care [40 CFR §160.90]

The inspector should determine whether SOPs discussing the housing, feeding, handling, and care of
animals and other test systems exist and whether they are followed. The SOPs for test system care, as
weil as actual care practices at the facility, must meet the following requirements:

e Newly received test systems must be 1solated until their health status or appropnaten&ss
can be determined. ,

* Test systems must not begin a study while diseased or in any other condition that might
interfere with the study. Test systems that contract such a disease or condition during the
study must be isolated. The facility must keep documents on diagnosis and treatment of
diseased test systems. ,

o Test systems must be appropriately identified, as required by 40 CFR §160.90(d).

o Test systems of different species, or of the same specis but different studies, must be
housed separately, unless integrated housing is called for by the protocol.
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. Appropriate schedules for cleaning and sanitizing all test system holding areas must be

arranged.
. Feed, soil, and water used for the test systems must be analyzed to assure that potential

contaminants are not above levels set in the protocol, documentation of such analyses
must be maintained.

° Animal cage or pen bedding must be maintained and replaced as necessary to assure
animals stay clean and dry.

. Use of pest control materials must be documented; such materials must not interfere with
the study.

. Plant and animal test systems must be acclimated to test environmental conditions prior
to the study.

The mspector should determine compliance by interviewing study personnel and visiting facility areas
where the test system is housed. ‘In addition, the i inspector should review SOPs for the housing, feeding,
. handling, and care of the test system in detail to determine if they are adequate. The SOPs selected
should be relevant to the study being used as an 2id in the compliance review; the review should include
an assessment of whether the SOPs were adhered to or, if not, whether any deviations were properly
identified.

4.7 Test, CONTROL, AND REFERENCE SUBSTANCES
4.7.1 Test, Control, and Reference Substance Characterization [40 CFR §160.105]

The inspector should examine facility records to determine whether the appropriate test, control, and
~ reference substance characterizations have been conducted. The identity, strength, p_urify, and
composition or other characteristics that will appropriately define the test, control, or reference substance
must be appropriately documented before the use of the substance in a study. The method of synthesis,
fabrication, or derivation of the test substance must be documented and the location of the documentation
specified. The solubility of the test substance, if relevant, must be determined before the start of the
study. The stability of the test substance must aiso be periodically determined. The test container(s) must
be adequately labeled with the name of the substance, the Chemical Abstracts Service (CAS) number, ot
code number and batch mumber, expiration date, and storage conditions. Test substance containers must
be retained. For studies lasting more than 4 weeks, a reserve sample of the test substance must also be
retained. Finally, the stability of the test substance under the existing storage conditions must be known.

. 47.2 Test, Control, and Reference Substance Handling [40 CFR §160.107]

_ The inspector, based on observations made during the inspection, should determine whether adequate
procedures have been established for handling the test, control, and reference substances used during the
conduct of the. study. Storage conditions must be adequate; distribution practices must preclude
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contamination, deterioration, or damage; proper identification of the test substance must be maintained
throughout its handling; and a use or distribution log for the test substances must be maintained.

4.7.3 Mixture of Substances with Carriers [40 CFR §160.113]

Appropriate analytical methods must be used to test each test, control, or reference substance mixed with
a carrier to determine the following: the uniformity and concentration of the mixture; the solubility of
each substance in the mixture prior to the experimental'start date, if relevant; and the stability of the
mixture before the experimental start date or with each new batch. The expiration dates of any of the
ingredients in the mixture must not be exceeded If a vehicle is used for mixing the test substance with
a carrier, evxdence must be prowded that it did not interfere with the mtegnty of the test.

4.8 mebcor. For AND Counucr Or A STuDY )
4.8.1 Protocol [40 CFR §160.120]

Each study must have an approved written protoeol that clearly indicates the objectives of the study.and
all methods to be used. The inspector should examine the protocol for the ongoing study and look for
information on the following areas:

. Description of the objectives and the methods to be used

. Identification of the test, control, and reference substances
. Name and address of the sponsor and test facility
. Proposed experimental start and termination date

Justification for the selection of the test systems
Description of the test systems
~ Procedure for identification of the test system
Description of the test design, including bias control methods
Description of the diet for the test systems
Route of exposure
o Each dosage level of test, control, or reference substances to be administered
o Type and frequency of tests, analyses, and measurements.
o Records to be maintained
o Date of ‘approval of protocol by study director and sponsor
. Dated signature of study director
o Statement of proposed statistical methods to be used
° All changes in or revisions to the protocol, including signatures, reasons, and dates.

4.3.2 Conduct of a Study [40 CFR §160130]

The study and monitoring of test systems must be conducted in accordance with the protocol. The
inspector should be familiar with the content of the protocol for the study. During the inspection, s/he .
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should attempt to document the occurrence of events reported to be already accomplished. The inspector
should ask to see either the samples taken or evidence that the samples, observations, or measurements
have been taken, handled, analyzed, or pfoc&ssed on schedule as described in the protocol or the
appropriate SOP. All samples must be labeled with appropriate information and handled according to
the prescribed procedures. The inspector should note anything that was atypical for the type of study
being investigated, such as:

. -Test vessel size

° Amount of test substance used

® Size,l nuxﬁber, or handling of samples uséd or taken

. Age of test systems

° Unusuai timing éf observations

« Unexpected trends in biological, chemical, or environmental data collected to date; or

distribution or handling of test systems or test substances.

Any inconsistencies in the recorded data should be noted, such as normally sequential events not being
recorded in a logical sequence, along with any failure to account for all test systems and test substances
obtained for use in the study.

The inspector should determine whether the following requirements are also met:

. Specimens. | Specimens must be properly identified by test system, study, nature, and date
_ of collection. This information must be located on the specimen container or accompany
the container in a manner that precludes errors in data recording or storage.

° Histopathology. In studies involving histopathology, information from postmortem
- observations must be available to a pathologist at the time of histopathological review.

] Data recording. Data (unless recorded in automated data systems) must be recorded in
ink, dated on the day of entry, and signed or initialed by the recorder. Any change must
not obscure the original entry, must indicate the reason for the change and the person
responsible for the change must be identified.

49 RECORDS AND REPORTS
‘4.9.1 Reporting of Smdy Resuits [40 CFR §160.185]

_In a compliance review, this part of the GLP standards will generally not be involved. The inspector can
determine the procedures that are in place to assure the study director either obtains copies of the raw
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data for processing or a signed report from the staff. There should be data avaxlable to support all aspects
- of the study.

By examining a recent, complete report, the inspector can determine that all pertinent required elements
are included in the report, and especially that the report includes a quality assurance statement and
statement of compliance or noncompliance for the parts conducted at the site. The inspector should check
~ the completed report for the date of the study director’s signature and the date of the signature on the
compliance statement.

4.9.2 Storage and Retrieval of Records [40 CFR §160.190]

The facility must have storage areas for all the data, documentation, records, protocols, specimens, and
final reports relating to the studies. Correspondencé and other documents relating to interpretation and
evaluation of data must also be kept. Temporary archives must be available for data being generated by
_ the facility during the ongoing study. A person must be designated as responsible for the archives, and
entry to the archives must be limited to authorized personnel. Material retained or referred to in the
archives must be indexed for expedient retrieval. The inspector should review the procedures the facility
follows to archive all the data for the study and the final report, and determine whether these meet the
requirements of 40 CFR §160.190, as appropriate. ‘

4.9.3 Retention of Records [40 CFR §160.195]

The inspector should determine whether records, raw data, and specimens have been retained for the
period prescribed by the appropriate regulations. For TSCA GLP studies, records must be kept for at
least 10 years following the effective date of the applicable final test rule, except in the case of testing
under Section'S of TSCA, for which records must be kept for at least 5 years following the date of
submission of the smdy'_rsulm to EPA. For FIFRA GLP studies, records must be kept (1) for the period
for which a research or marketing permit is held, if the study has been used to support the application
for that permit; (2) for a period of at least 5 years following submission to EPA in support of a research
or marketing permit; or (3) in any other case, for a period of at least 2 years following termination,
completion, or discontinuation of the study.

4.9.4 Special Considerations for Field Sites

Several practical considerations should be addressed by each member of the inspection team before
entering the facility and/or during the inspection. The followmg are some issues that the team members
should be aware of when in the field:

e ' (Climatic conditions. In the field environment, weather conditions may vary'frorn day to
day during the inspection. Team members should be able to accommodate the field
weather conditions within reason. Appropriate clothing, such as boots, long pants.
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jackets, and rain gear, should be available if the weather changes. Hats, sunglasses, and
sunscreen are additional items that shouid be available in the field.

If the team wants to observe a critical phase of an ongoing study, such as an application
of test substance, they should be prepared for the possibility of an early morning (3 2.m.
to 7 a.m.) application window. Team members should understand that early morning
weather conditions are oftentimes more favorable to the study. '

Field safety. According to safety statistics, the farming environment is one of the most
dangerous working eavironments in the United States. At the field location, team
members will most likely be in close proximity to power take-off equipment, hot
manifolds, sharp edges, hydraulic machinery, and a multitude of other types of
equipment. To avoid being injured, the team members should keep a safe distance from
these types of equipment at all times. If, for some reason, inspection of a piece of
- operating farm equipment is necessary, extreme caution must be exercised, and
appropriate safety questions should be addressed to the equipment operator or other
appropriate personnel prior to conducting any equipment inspection. Loose clothing of
any type should never be worn in the field. Team members need to remain alert at all
times, and should always keep long hair, shirt sleeves, and pant legs away from

-equipment.

Indigenoys animalg. As one may expect, the field environment may be infested with
- bugs, flies, ants, and other pests. Team members may wish to take insect repellant along
on the mspecnon (Extreme caution should be exercised in the use of insect repellant [a
pesticide] in the vicinity of a pesticide study.) If a team member has a known allergic
reaction to an insect bite or sting, the team leader should be informed so that appropriate
precautions can be taken. Many times skunks, snakes, rodents, raccoons, and other
wildlife may be in the area. Team members should be cautious around these animals and
remain at a safe distance from them.

Emm_d_ag Field data may be difficult to obtain at times at remote facilities. These data
are often forwarded to the sponsor at the completion of a study. The inspector should
contact facility personnel well in advance of the inspection and coordinate with them such
- details as having data available at the site for auditing. This will help to assure that all
documents and inspection issues are covered before the team arrives at the field site.

Test substance storage. Adequate storage conditions for test substances is commonly a
problem at many fieid locations. The team member who inspects this issue should know
the storage stability limits for the test substance (this is often given on.the label for
registered pesticides, but otherwise should be provided by the study sponsor) and should
verify that the limits have not been exceeded. If the stability requirements, such as
temperature, have been exceeded, the inspector should be notified and appropriate
- documentation should be obtained.

Weather data. The study protocol and/or SOPs usually specify that weather data be
collected periodically, especially during the test substance application phase of the study.
The auditor should verify that this has been done and should compare site records with
the protocol and study report. Any discrepancies should be noted and documented, and
the inspector should be advised. '
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. Sampling, sample storage and transfer. These areas are of critical importance to the
conduct of most studies. Facility SOPs and the protocol should be carefully reviewed and

compared to sampling data to determine if the functions were in fact carried out by

. facility personnel accordingly. Typically, samples have not been monitored according to
protocol or facility SOP requirements, which may then lead to distorted results by the
analytical laboratory. -

. Test and control plot histories. Most field cooperators have very extensive plot histories
(previous crops, cultural practices, and pesticide usage) for their own property. When
a contractor/cooperator leases property from a local farmer, these histories may not exist
or the cooperator may not have asked for them. The team member should verify the plot
histories of all study plots, including the control plot(s), and note any absent or sketchy
plot histories.
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5.0 AUDIT PROCEDURES

5.1 INTRODUCTION

The purpose for conducting audits of studies submitted to EPA under FIFRA or TSCA is to assure the
integrity and reliability of the study data. In evaluating the quality of the study data, the auditor must
verify that, where applicable, the data were generated in compliance with GLP regulations (40 CFR Parts
160 and 792, respectively). In addition, the auditor must determine if (1) all of the data have been
retained, (2) the study can be reconstructed from the data, and (3) the study findings and conclusions are
supported by the raw data, including any data that were not considered while drawing conclusions. The
study audit is normally accomplished through the completion of the following activities:

o Review of available raw data, records, and reports
. Interviews with study personnel
o Review of testing facility operations and practices.

5.2 GLP COMPLIANCE

- In addition to the GLP compliance review (see Chapter 4), the auditor and/or inspector must detemiine’
that all studies being audited were conducted in such a manner as to comply with GLP regulations and,
if not, document such deficiencies: -

o FIERA. Effective October 16, 1989, 40 CFR Part 160 is applicable to "studies which
support or are intended to support applications for research or marketing permits for
pesticide products regulated by the EPA. This part is intended to assure the quality and
integrity of data submitted pursuant to sections 3, 4, 5, 8, 18, and 24(c) of FIFRA..."
A study is defined in 40 CFR §160.3 as "any experiment ... in which a test substance is
studied ... to determine or help predict its effects, metabolism, product performance
(efficacy studies only as required by 40 CFR §158.640), environmental and chemical fate,
persistence and residue, or other characteristics in bumans, other living organisms, or
media. The term ‘study’ does not include basic exploratory studies carried out to
determine whether a test substance or test method has any potential utility.”

Prior to October 16, 1989, but on or after December 29, 1983, 40 CFR Part 160 was
applicable only to "any in vivo or in virro experiment in which a test substance is studied
... t0 determine or help predict its toxicity, metabolism, or other characteristics in
humans and domestic animals. The term does not include studies utilizing human subjects
or clinical studies or field trials in animals. The term does not include basic exploratory

_ studies carried out to determine whether a test substance has any potential utlllty or to
determme physical or chemical characteristics of a test substance

' TSCA. Effective September 18, 1989, 40 CFR Part 792 is applicable to "studies relating
to health effects, environmental effects, and chemical fate testing. This part is intended
to assure the quality and integrity of data submirted pursuant to testing consent
agreements and test rules issued under section 4 of TSCA..." A study is defined (§792 .3
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_ as "any experiment ... in which a test substance is studied ... to determine or help predict
its effects, metabolism, environmental and chemical fate, persistence, or other
characteristics in humans, other living organisms, or media. The term ‘study’ does not
include basic exploratory studies carried out to determine whether a test substance or a
test method has any potential utility.”

Prior to September 18, 1989, but on or after December 29, 1983, 40 CFR Part 792 was
-applicable only to "studies relating to health effects, environmental effects, and chemical
fate testing. This part is intended to assure the quality and integrity of data submitted

' pursuant to section 4(a) of TSCA." A study is.defined (§792.3) as "any in vivo or in
vizro experiment in which a test substance is studied ... to determine or help predict its
fate, toxicity, metabolism, or other characteristics in humans, other animals and plants.
The term does not include studies utilizing human subjects or clinical studies. The term
does not.include basic exploratory studies carried out to determine whether a test
substance has any potential utility."

Therefore, not all studies that may be audited by EPA were required to be conducted in compliance with
GLP standards. Thus, the auditor must first determine which, if any, GLP regulations apply to the
study(ies) that s/he will be auditing. This should be done as early in the inspection process as possible.
If there is any uncertainty about the applicability of the regulations to a study, the auditor should contact
the inspector or the Chief, SSB, LDIAD, for assistance in making the determination.

If it is determined that a study was not required to be performed in accordance with GLP standards, then
this portion of the study audit need not be conducted. The FIFRA study audit will then consist primarily
of a data reliability review and the determination that all original raw data have been retained for studies
involving registered pesticides regulated by 40 CFR §169.2(k), Books and Records. ’

LDIAD SOP GLP-C-02 describes in detail standard procedures to be used for determining the compliance
of studies with respect to the GLP regulations. This SOP was written for nonhealth effects studies, but
the basic principles are applicable to all studies. The auditor should be familiar with this SOP before
attempting to audit the GLP compliance of a study.. Additional guidance and assistance should be
available from the inspector. '

~The follo%ving GLP-related topics may be evaluated for each study:

Compliance statement
Study director
~ Quality assurance role
Master schedule
Facility environmental information
Test system information
Test chemical information
Equipment logs
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. SOPs

° Personnel qualifications

. Protocols and approved changes or revisions
o Receipt information

. Archives.

If a GLP review is to be conducted as part of the study audit, the auditor should review the study report
before entering the facility to ascertain that it contains all applicable elements required by the GLP
regulations. Additionally, the auditor should also review the study protocol and deviations for each study
during the audit to determine adequacy of, and compliance with, the protocol.\

- During the review of the data, the auditor should determine if the study was conducted as described in
the protocol and its approved changes or revisions, and if documentation is available to demonstrate that
" the study director was notified of, and approved, any deviations from the signed protocol.

The auditor should also determine if the personnel involved in the study were qualified and adequately
trained, and that the facilities and equipment were of appropriate size, design, and capacity to function
according to the protocol. To accomplish this, personnel training records, facility floor pians, and
equipment maintenance and calibration records for the time that the study was conducted should be
reviewed as part of the audit. For detailed information on review of these elements, the auditor should
refer to Chapter 4. '

In coﬁducting a study audit, the auditor will be reviewing and verifying all the same elements as in the
compliance review. However, the SOPs reviewed will be the ones in place at the time of the study,
rather than the SOPs currently in place (as in the case of a compliance review).

Study auditors should review the required report elements, described in SOP GLP-C02 to familiarize
his/herself with all the information necessary to complete the audit. ‘This information should be recorded
-in the auditor’s field notebook for reference when writing the report. '

5.3 DATA REVIEW

A number of different téchniqua may be used to determine the integrity and reliability of study data and
study reconstructability. Dunng the review of the study report and before entermg the facility, the
auditor should develop the approach that s/he will use. ‘

A useful approach is to follow different aspects of the study (test substance application, specimen
analysis) chronologically. For example, in a typical study the auditor can: .
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° Trace the test substance from receipt through characterization (if done by the facility),
storage, distribution, and apphcatxon to the test system, chechng all data and records in
a systematic fashion.

J Check any data and records of analyses to determine the stability and uniformity of
mixtures of test substance with a carrier, such as feed mixtures used in toxicology or
metabolism studies. :

. Review procedures for sampling and shipment of the specimens to a testing facil'ity for
analysis. ‘
o Review records of storage and transfer of the specimens and of receipt, storage, and

distribution by the analytical testing facility.

. Review any method development or method vahdanon and audit data for the actual
specimen analyses. .-

During an audit, the auditor needs to determine the percentage and number of data points that should be
audited. Those will depend largely on the amount of data and any problems subsequently encountered.
For a small study, it is usually desirable to audit most or all of the data points; for a large study, the
auditor may be able to assess data quality and integrity after auditing as little as 10 to 15 percent of the
data. However, if data quality problems are encountered, the auditor should increase the number and
percentage of data points audited to determine how widespread any data quality problems are. In some
cases, it may be necessary to audit all data, or all data of a single type, even for very large studies.

The auditor should assure that raw data were properly and promptly recorded, and that study data are
accurately reflected in the inspection report. The auditor shouid be &pecially careful to review any data
generated but, for one reason or another, not incorporated into the final report. The facility should have
a valid and defensible reason for rejecting or not including data, especially when the results do not
support the study conclusions. A description of all circumstances that may bave affected the quality or
integrity of the data shall be included in the final report.

Study reconstructability means that sufficient records and raw data are present to allow the auditor to fully
trace the procedures, dperan'ons, specimen analyses, calculations, and data analysis and evaluation used
to produce the final study report. The data and records that are reviewed as part of a study audit should
be complete enough to permit this reconstruction. If the study cannot be reconstructed, the auditor should
determine whether the data were never recorded or whether data were simply not retamed The i mspector
should then be advised so that the proper documentatnon can be obtained.

When deficiencies involving data quality, integrity, or retention are encountered, it is essential that they
be adequately documented and that proper evidence be collected to support any potential enforcement
action. The auditor should refer to Chapter 6 for detailed procedures for collecting documentary samples

t
S
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If there is any doubt regarding documentation of potential GLP violations or other data problems, the
inspector should be consuited.

5.4 ComMMON DEFICIENCIES
Common deficiencies in the study report include, but are not limited to, the following:

. Lack of study director’s signature

. Failure to provide the name and address of each unit (e g., all field sites, processing sxm
and testing facility sites) of the facility performing the smdy

o Inadequate or missing quality assurance statement
.. Inadequate or missing compliance statement
. Failure to provide the name of the study director and/or nams of other scientists,

professionals, and supervisory personnel involved in the study
. Lack of the signed and dated reports of individual scientists or other professionals

involved in the study, including those who conducted an analysis or evaluation of data or
specimens from the study after data generation was completed.

Common deficiencies in the study protocol include, but are not limited to, the following:

. Incomplete description of experimental design (e.g., failure to disclose or reference all
methodologies)

) Faﬂure to adequately execute changes or revisions to, or deviations from, the signed
protocol’

. Failure to identify the study director or lack of the study director’s signature.

5.5 GUIDELINES FOR AUDITING STUDIES

Auditors conducting data audits should have and be familiar with all appropriate GLP program SOPs.
These SOPs are intended to provide specific guidance. A list of SOPs is give on page 5-6.

5.6 SOP Rmm' List

The following is a list of the SOPs that EPA has developed to provide guidance in conducting compliance
-reviews and study audits. All study auditors are encouraged to familiarize themselves with the
appropriate SOPs before conducting an audit. This is the list of SOPs as of the effective date of this

Manual. Inspectors and auditors have a responsibility to keep an updated, current list of relevant SOPs.
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GLP-C-xx
GLP-CO1 .

GLP-C-02

GLP-D-xx
GLP-DAQ1
GLP-DA-04
GLP-DA-06
GLP-DA-07
GLP-S-xx

GLP-S-01

- GLP-S-02

GLP-S-03

GLP-S-04
GLP-S05
GLP-5-06

GLP-S-07

Conducting a Field Site Compliance Inspection. 10/01/90

Determining Compliance of Audited Studies with GLP Requirements. 10/01/90

Auditing Field Studies (Analytical Chemistry). 02/01/91
Auditing Residue and Environmental Fate Studies (Field Portions). 01/01/91
Auditing Efficacy Studies. 06/15/91

Auditing Nature and Magnitude of the Rwdue in Livestock Studies (Biology Portions).
06/15/91 .

Preparation of Standard Operating Procedures. 10/01/90

Evideace Reqmrements for Documentmg GLP Standards and Study Audxt Deficiencies.
01/15/91

Format of GLP Inspection/Data Audit Summary Report. 06/16/91 (To be replaced by
GLP-507)

Format of GLP Inspection Comprehensive Report. 04/01/91
Glossary of GLP Terms. 010191
GLP Inspection Review Committee (GRC) Procedures. 12/01/90

Format of A Brief GLP Inspection Report. (Pending)
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6.0 POST-INSPECTION ACTIVITIES

6.1 INTRODUCTION

EPA inspectors conduct compliance inspections to verify that the regulated community is complying with
the FIFRA and TSCA GLP regulations. In addition, regulatory studies that have been submitted (or that
are intended for submission) to EPA are audited to vérit‘y that reported findings and conclusions are
~ consistent with the raw data and other supporting records, reports, and correspondence for the studies.

The effectiveness of any GLP compliance inspection depends on many factors, including the thoroughness
of the inspection, the evidence collected by the inspector, and the cooperation of the facility being
inspected. Also critical to the success of the inspection are three steps that follow the inspection:

. Conduéting necessary followup activities (Section 6.2) at the conclusion of the inspection
. Ensuring the proper collection and accountability of all evidentiary material (Section 6.3)
] Preparing the inspection report (Section 6.4).

 The sections that follow include a discussion of followup activities, evidence collection, and report

“preparation. Followup activities assure that any outstanding documents pertaining to the facility and the
inspection are obtained as soon as possible after the inspection for evaluation and inclusion in the
inspection report. All GLP deviations and other potential violations must be properly documented so that
enforcement and regulatory actions can be successfully initiated and prosecuted. The primary function
of the inspection report is to record the events and observations of the inspector, serving as a basis for
any enforcement or regulatory decisions will be based.

6.2 FoLLowup

At the conclusion of the onsite phase of 2 GLP compliance inspection at a test site, additional activities
will be required, these include complying-with the instructions to the inspector that appear on the
Investigation Request, acquiring additional information and preparation of the inspection report.
Preparation of the inspection report is most important since this will serve as the basis for any
enforcement action. However, there may also be a need to acquire additional information such as copies
of documents and/or written statements either from the inspected test site or another facility having
information or records pertaining to studies audited or reviewed at the site of the inspection.

The purpose of this discussion is to provide guidance to the inspector on the acquisition of additional
evidentiary materials to: ' '

e Adequately support a potential enforcement action
. Provide justification for additional inspections at other facilities
o Satisfactorily resolve issues left unanswered during a test site inspection.
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Study auditors are obligated to become familiar with the procedures described herein to assure consistency '
throughout the GLP inspection program. The basic procedures described are the same for FIFRA and
TSCA, except that each statute’s particular CBI procedures must be followed, as appropriate.

6.2.1 Followup Information from an Inspected Facility

At the conclusion of the onsite phase of a GLP inspection, an inspected facility may need to provide
additional documeats, information, or other evidentiary materials to allow an inspector to complete the
inspection report. Examples of such documents may include, but are not limited to:

. Slgned statements from facxlxty officials regarding GLP or data issues or circumstances
related to inspection ﬁndmgs

) Copies of additional pertinent records, data, correspondence, or other documents that are
located by the facility after the inspection team departs

. Additional document copies or information requested by the inspettdt after the inspection
when further review of collected information or records by a member of the inspection
team indicates such information is- needed

e Copies of data, records, or other documents routinely available from another facility of -
the same company (e.g., test, control, or reference substance characterization data;
stability information; test system source records)

° Voluntary written statements by staff of the inspected facility in 'rsponse to findings and
recommendations preseated by the inspection team during the closing conference.

The need for these additional documents may arise (1) from discussions or agreements during the closing
conference; (2) as a result of a request from the inspector after return to his/her office; or (3) from the
test: facility locating additional materials on its own initiative. In the latter two cases, submission of
additional materials will usually be preceded by a telephone call between the inspector and the facility
regarding the nature of the materials and the most appropriate means of identification and transmittal.

Regardless of the situation, the following procedures must be considered for any followup information
or document copies submitted or requested:

. A reasonable deadline should be agreed upon for any additional information, written
statements, or document copies that the inspector requests from the test facility at the
closing conference or in a request letter.

o Subsequent to the onsite phase of the inspection, any request by the inspector for
additional information, document copies, or written statements may be made verbally or
in writing, depending on the significance or complexity of the material requested. The
written request may be made by the inspector, a staff attorney, or senior program official
as local procedural protocol dictates. The-auditor, however, should never contact an
inspected facility directly to acquire additional information or documents.
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. All requested documents, information, or written statements are to be transmitted directly
to the lead inspector; it will be the inspector’s responsibility to assure that the master file
of exhibits is maintained and that appropriate photocopies are distributed to the auditors,
to LDIAD, or included in the inspection report.

. If photocopies of data (raw or transcribed), correspondence, records, or other followup
materials are to be submitted, the facility should certify, either individually oa each copy
or via signed statement, that such documents are exact or true copies.

. If copies of the followup documents represent raw data as defined by 40 CFR § 160.3
(FIFRA) or 40 CFR §792.3 (TSCA), a responsible official from the test facility should
‘submit a signed statement as to where the original documents were located, particularly
if they were required to have been archived and did not appear to be available in the
archives when reviewed during the study audit portion of the inspection.

] Receipt of any documents or other materials received from an inspected test site or other
facility subsequent to the onsite phase should be acknowledged by the inspector either
with an additional FIFRA or TSCA receipt form (see Section 2.8) or by a short letter
identifying the materials received. :

. In general, the materials submitted by the test facility, whether data or record copies, |
written statements, or other documents, should be handled according to the evideace
requirements given in Section 6.3.

An example of 2 fequst letter is given in Appendix C. In addition to providing details regarding the
materials or information requested, an ability to claim such information as FIFRA or TSCA CBI should
be discussed, as appropriate.

The inspector should include all information gathered after the completion of the inspection in the
inspection report if it supports and documents the inspection report’s findings. All information gathered
during or after the completion of the inspection not included in the inspection report should be included
in the appropriate evidentiary file.

6.2.2 Followup Information from a Non-Inspected Facility

Occasionally, the inspector may need to contact a facility owned or operated by another company to
gather additional information or documents related to a particular FIFRA or TSCA GLP inspection. It
may or may not be a test site. Usually, the second facility will be a test site or office associated with the
sponsor or registrant, although it also could be a study management firm, another contract facility or
nonprofit research institution. The need for additional information ot documents usually relates to test,
control, or reference substance characterization or stability. However, issues related to specimen analysis
and evaluation may also require additional supporting information or raw data copies, particularly if there
are specialty analyses involved or specimen stability is in question.
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Although the primary test site (the inspected facility) may volunteer to acquire the needed materials or
information for the inspector, it is recommended that the inspector communicate directly with the other
facility. After the inspector returns to the office, the second facility should be contacted in writing
regarding the need for document copies or information. Depending upon the followup procedures, the
letter may be sent by the inspector, a staff attorney, or other senior program official. - The person,
contacted at the second facility should be the study director or management official identified in the study
geport' or as identified by officials at the second facility. The inspector should contact the facility in
_writing to request the needed documents or information; however, the inspector may wish to telephone
facility personnel first to explain the situation and advise them that the official written request is being
sent.

If the requested materials are incomplete or have significant GLP or other apparent reliability problems,
an official GLP standards inspection may be warranted at the secondary facility to fully document a
suspected violation or other problem. In such cases, the inspector’s supervisor should be .consulted and
an inspection arranged through the LDIAD office. The details regarding the scope of the inspection and
the specific personnel. involved will be contingent on the circumstances involved and the facility’s
location.

'6.3 THE INSPECTION REPORT

The purpose of an inspection report is to present a complete and factual record of the inspection process
from opening conference, through the inspection, to closing conference. The report should contain
enough information about the facility and the inspection (as well as observations made during the
inspection) to enable Case Development Officers (CDOs) to make enforcement decisions pertammg to
the inspected facility and to develop a case, as necasary :

The inspector should prepare the inspection report as soon as possible folloWing the inspection. EPA
recommends that the report be completed within 60 days of the inspection; however, the actual amount
of time will depend on obtaining any additional required information in a timely fashion. This timeframe
should allow the inspector sufficient time to conduct necessary follow-up and to append to the report (and
mention in the narrative) any data obtained during follow-up.

As the inspector prepares the report, s/he should have the following objectives in mind:

J To include in the report all of its basic elements, ensuring that the report not only contains copies
of relevant forms and documents as appendices, but that the narrative component of the report
references those forms and documents .

e - To substantiate with as much evidence as possible each potential violation of FIFRA or TSCA |

' GLP Standards violations, again ensuring that any documents and/or photographs are not only
appended to the report, but are referenced in the narrative component of the report. (This is
necessary so that CDOs know how the data relates to the inspection.) '
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PoOST-INSPECTION ACTIVITIES

. To write the report in clear and concise language

e To present factual and accurate information pertaining to all steps in the inspection process from
opening to closing conference and follow-up '

. To make only those observations that are based on firsthand knowledge of the faciliry since
enforcement personnel must be able to depend on the accuracy of all information

. To include only information that is relevant to the facility and its compliance with FIFRA or
TSCA. . (Irrelevant facts can interfere with enforcement decisions.)

The inspection report should not, under any circumstances, include the inspector’s conclusions regarding
compliance or noncompliance. Conclusions should be contained in a separate memorandum or other
format that is clearly separate from the inspection report. The reason for this is that in an enforcement
case, the entire inspection report is subject to discovery by the opposing side. If conclusions of law or
opinions are in the report, it may weaken the inspector’s credibility by suggesting bias. In addition, the
" inspector may have been wrong about one or more violations and EPA did not pursue them. . This would
be revealed through disoovery and would again weaken the inspector’s credibility. A separate
memorandum of findings or conclusions will usually be protected from discovery based on attorney-client
privilege or another exception rule.

6.4.1 Elements of the Inspection Report

There are certain elements that should be contained in each inspection report to ensure that necessary
information is not inadvertently overlooked. The report should always contain enough information so
the reader can determine: '

Specific reason for the inspection
Participants in the inspection :

- Compliance with all required notices, receipts, and other légal requirements
Actions taken (and chronology) _
Statements, records, physical samples, and other evidence obtained
Observations made '

The inspection report should be a concise and chronological account of observations made and activities
undertaken during the inspection, from opening conference to closing conference and folllow-up. The
field logbook and/or an inspection checklist (if used) are useful tools for developing the narrative. These
tools can help the inspector recall and include in the narrative important details concerning the inspection.
The inspector should also include the reason for the inspection, any relevant historical information, and
any knowledge of prior violations obtained during the pre,—ins:pection process.

6-5 September 199}



CHAPTER SIX

. . ive Exhibi

Exhibits to the inspection report should include all evidence, including affidavits, statements, drawings
and maps, mechanical recordings, printed matter, and photographs, that supports the observations made

during the inspection (and which should be described in the report narrative, as appropriate). The
inspector should prepare an index of exhibits listing the name and the location of each exhibit. This index
should precede the exhibits and serve as a reference for enforcement personnel.

There are several forms pertaining to the inspection that shouid be labeled as exhibits and appended to
the end of the inspection report. The most important of these are the forms relating to the FIFRA or
TSCA inspection. They should be labeled and attached to the report as follows:

U FIFRA or TSCA Notice of Inspection
e  Receipt for Samples and Documents

6.4.2 Inspection Checklists

Inspection checklists are considered to be an extension of the field notebook and are designed to collect
standard, reviewable information about an inspection. These forms, however, are only one aspect of the
full inspection and are not considered sufficient documentation for the inspection by themselves. They
should be completed during the course of an inspection and simply function as guides to ensure that all
basic data are collected. If individual items on the forms need clarification or elaboranon the inspector
should record it in the field logbook.

6.4.3 CBI Considerations

Some or all of the data gathered during the inspection may be confidential business information (CBI),
if properly claimed as such by the facility. Otherwise, the report may be released to the public in
response to a Freedom of Information Act (FOIA) Request, unless the report falls under a FOIA
exemption. Therefore, if the inspection report contains CBI, those portions of the inspection report must
be treated in accordance with FIFRA CBI procedures. However, the inspector may refer to CBI material
in general terms (e.g., by a reference number assigned by the inspector) so that the report need not be
treated as CBI.

6.4.4 Practical Tips for Report Preparation and Writing -

The style of i'nspeétion reports should be clear, concise, accurate, factual, fair, complete, and logical.
The report must be written to eliminate the possibility of erroneous conclusions, inferences, or
interpretations. It will become part of the permanent records for the facility, along with the inspector’s
field logbook, samples, formal statements, photographs and other pieces of evidence. A well-written
report will serve as a summary of these other records.
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POST-INSPECTION ACTIVITIES

In general, four rules apply to preparétion of good inspection reports:
o Write what the reader needs to read, not whar you need to write.

o Write to express, not to impress. Only facts and evidence that are relevant to the
comphance situation should be included.

o Keep the report simple. Complicated matters should be organized and stated in simple,
direct terms.

o Keep the reader in mind. Writing, language, and terms used should be familiar to the
reader. . '

Keepmg these three rules in mind, these basic steps should be followed when preparing to write the
mspecuon report:

° Review the information. As the first step, all information gathered during the inspection
should be collected and reviewed, including inspection report forms and checklists. The
inspector should then review the information for relevance and completeness. If gaps aré
identified, follow-up telephone calls can be made or, if necessary, a follow-up inspection
can be conducted.

o Q:mng_ﬂxg_m_m_ml There are several different methods that can be used for
organizing the inspection data. Whatever the method, the material should be presented
in a logical, comprehensive manner and organized so it can be easily understood.

. Reference accompanving material. All evidence (e.g., copies of records, analytical
results, photographs) that accompany the report should be clearly referenced so the reader
can locate them easily. All support documents should be checked for clarity prior to
writing. .

In writing the report, the procedures used in, and the findings resulting from, the evidence-gathering
process should be recorded in a factual manner. The report should refer to routine procedures and
practices used, and describe in detail the facts relating to potential violations and discrepancies, but not,
as emphasized above, suggestions or conclusions that there may be or are potential v;olanons The
inspector should use the field logbook as an aid to writing the report

A well—wﬁngn; effective inspection report has several essential characteristics. By kéeping these
characteristics in mind when writing, the end result should be a report that provides sufficient data for

" proper enforcement decisions. The following characteristics, individually, will not ensure a good report.

but when addressed together throughout the complete report, will lead to an effective document that can
be used as the basis for enforcement actions:

. Fairness. The reports must be entirely objective, unbiased, and unemotional. Distortion.
rumors or gossip, or offensive remarks or language should be avoided.

6-7 September 1993
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CHAPTER SIX

o Amgx The information should be stated precisely and accurately in plain language.
The facts should be presented so clearly that there is no need for conclusions or
interpretations.

. Completeness. All information that is relevant should be included. Completeness implies
that all the known facts and details have been reported, either in the text or in an exhibit.
The report should be tested to ensure that it answers the questions "who, what, how,
when, where, and why" related to the compliance situation:

- On first mention, all individuals should be called by their first, middle, and last
names '
- Clearly indicate what happened or how it happened
- Identify the location of the occurrence as a definite place
- - State why a situation is particularly significant with respect to violations.

. Sources. The sources of evidence Qhould always be provided. The report should be
interview-oriented (i.e., report statements made by interviewees).

e  'Conciseness. Elaborate or unessential information should not be included. Sentences,’
paragraphs, and tables should be as short as possible. .

. Clarity. The inspector should minimize the possibility of misinterpretations. ‘Thoughts
should be arranged logically and convey the desired message.

. Organization. The inspector should organize the report with a logical and coherent order
in the presentation of facts.

GLP In:pecﬁan Manual ' 6-8
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0 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
\\7Z WASHINGTON, D.C. 20460
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OFFICE OF "~

PREVENTION, PESTICIDES AND

TOXIC SUBSTANCES

FAX AND EXPRESS MAIL
CONFIRMATION OF RECEIPT REQUESTED

Ms. Ann L. Donargo

Sample Test Facility 000123
Main St.

Alexandria, VA 22314

Dear Ann L. Donargo:

This will inform you that the United States Environmental
Protection Agency (EPA) will conduct a Good Laboratory Practice
(GLP) inspection at your facility under the Federal Insecticide
Fungicide and Rodenticide Act (FIFRA).

The inspection will be conducted on February 14-17, 1987. The
inspection will be led by Arunas K. Draugelis. The inspection team
will review your facility’s compliance status with the EPA FIFRA
GLP regulations at 40 Code of Federal Regulations (CFR), Part 160
and will audit those aspects of the studies listed in Attachment I
that were performed by Sample Test Facility 000123.

. In addition, the inspection team will choose one or more
completed or ongoing studies from your Master Schedule for audit.

The purpose of the stﬁdy audits is to validate data in final
. reports which have been presented to the EPA in support of a
registration or marketing petition under FIFRA.

The purpose of the compliance review is to determine that the
GLP regulations of "'FIFRA are being observed in your testing
facility’s current procedures and practlces for pertinent studies
"being conducted.

Pleasae  note that under FIFRA GLP regulations at 40 CFR
160.15(b) EPA will not consider reliable for purposes of supporting
a FIFRA application for a research or marketing permit, any data
developed by a testing facility that refuses to permit inspection.

. To successfully conduct our inspection, we request that the
following matters be addressed prior to our arrival at Sample Test
Facility 000123

L,\J Recycled/Recyc:az o
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Please make available suitable space for the team. Please
have available and in good order all original data needed to verify.
the final report of each study, along with full copies of the
protocol (including protocol amendments) and all reports submitted
by your facility to the study sponsors. All current personnel who
were associated with these studies should ‘be available for
discussion with members of the team as necessary. The inspection
team will need  for review copies of all Standard Operating
Procedures (SOP) documents in use at the time of study.

We will require very specific information at your facility
regarding the analytical reference standards (reference substance).
This includes, but is not necessarily limited to, the source and
lot number, analysis for purity and identification record of
receipt and storage, test substance inventory logs and custodial
procedures for each reference substance. Records and data should
also be available to document the synthesis, radiochemical purity
and specific activity of any radio-labeled test or reference
substance used at your facility for the conduct of the studies
. being audited. o

In addition, where applicable, please have available any data
generated at your facility to verify or validate methodology, for
quality control, to establish storage stability, or other related
and pertinent analysis.

Please obtain from the sponsor a statement indicating the
origin of the test substance, namely, if it was sampled from the
batch for contemporary commercial use or was synthesized or
manufactured for the specific study for which the raw -data are
being audited. 1In either case, chemistry data also include all
data to prove the identity and purity of the test substance, the
identity of any and all impurities' detected by the sponsor or
manufacturer, and data to prove storage stability of the test
substance during the lifetime of the study.

If there are any questions arising from this notice please
feel free to call Prancisca Liem, Chief, Scientific Support Branch
directly. Under ordinary conditions the dates selected for the
inspection will not be changed. Ms. Liem may be reached by
telephone during regular hours at (703) 308-8333 or by fax at (703)
308-8285. . ' : :

Sincerely,

David L. Dull, Director

Laboratory Data Integrity
Assurance Division

Office of Compliance Monitoring
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460
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: CFFICE OF
PREVENTION. PESTICIDES AND
TOXIC SUBSTANCES

o .
S8UBJECT: Investigation Request: Sample Test Facility 000123

PROM: David -L. Dull, Director
Laboratory Data Integrity Assurance Dlvision

TO: Rick Dreisch, Chief
‘Central Regional Llaboratory
Annapolis, MD
Region III

It 1is regquested that a Good Laboratory Practice (GLP)
Inspection be conducted as described below:

Statute: FIFRA
Type: Neutral Scheme
Dates: " February 14-17, 1987
Facility: Sample Test Facility 000123
Main Street
Alexandria, VA 22314
Contact: Ann L. Donargo Phone: (703) 555-1212
Lab/PDMS No.: 000123 Investigation ID: 8720001231

It is confirmed that the inspector assigned will be:

Arunas K. Draugelis

The inspector should contact the other participants listed
.below to coordinate travel and accommodation arrangements: .

Andrea Blaschka, HQ/OPPT
Arnold Cytryn, FDA

G c i eview:

An important activity during this visit will be the GLP
compliance review, which should focus on ongoing studies.

@ - Recycled/Recyclabie
(‘&8 Printed with 30y/Canota r s
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study audit:

EPA inspectors will conduct study audits. The study reports
listed in Attachment I are eligible for audit.

In addition, a completed study will be selected from the
master schedule for audit.

Inséecticn Coordination:

The inspector will deal with all administrative aspects of
this inspection, and will prepare the inspection report.

Reporting:

An Inspection Report of this inspection prepared as per SOP
"No. GLP-S-03 is due at the office of the Chief of Scientific
Support Branch (SSB), Laboratory Data Integrity Assurance Division
(LDIAD) within four weeks after the conclusion of the inspection
itself. The GLP compliance statement, final study report pages
where the study dates are indicated and the cover page of the final
study report should be submitted as part of the Summary Report.

Notification of the Iesting Facilitv:

This office will contact the testing facility in advance of
the inspection date. The Inspector may contact the testing
facility as needed after the notification is made.

Please feel free to call Francisca Liem (703- 308-8333) if we
can be of further a551stance.

IMPORTANT NOTE _TO INSPECTOR

At the conclusion of the inspection the inspector must
complete Attachment I to indicate any change in facility, address,
contact person, dates, participants, studies audited, ongoing
and/or completed studies selected at the testing facility. This
form is critical to LDIAD’s ability to maintain complete records
and generate complete reports of program activities. Please sign
and mail to Chief, PSCRB at LDIAD as scon as you return to your
home base. ' :

cc: Francisca Liem
Robert Zisa ’
Arunas K. Draugelis
Andrea Blaschka
Arnda Cytryn



Attachment |

Lab. inspection dates
Address
Telephone No.
Contact person
Type of Inspection
Test substance Study Lab. Project No. OECD Code Audit Completed Y/N
Ongoing study/studies selected: yes / no
Additional completed study/studies selected: yes / no
Comments:

Inspactor:

Print name

Date:
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

i Mf WASHINGTON, D.C. 20460
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AGenc!

OFFICECF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

CERTIFTED MATIL
RE RECEIPT REQUESTED

Dr. James Q. Alchemist
Senior Research Chemist
D & H Chemicals, LTD.
Post Office Box 9999
New York, NY 22222

Dear Dr. Alchemist

On February 14-17, 1987, Arunas K. Draugelis, an inspector of
the United States Environmental Protection Agency (EPA) conducted
2 Federal Insecticide, Fungicide and Rodenticide Act (FIFRA) Good
Laboratory Practice Standards (GLPS) inspection at Sample Test
Facility 000123, Main Street, Alexandria, VA 22314. As part of
this inspection Dr. Draugelis conducted an audit of the following
completed studies:

Chronic EFFECT OF AC 243,997 to the Water Flea (Daphina
Magno) in a 21-day Flow-through Exposure.

Testing of AC 243,997 through FDA Multi-Residue Protocols
A through E

These studies were submitted to EPA by D & H Chemicals, LTD. in
partial support of a pesticide registration for AC 243,997 under
the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA).

~ During Dr. Draugelis review with the Sample Test Facility
000123 staff, some raw data could not be located at the facility.
The raw data regarding the analytical identification,
characterization and stability of AC 243,997 were missing. Please
-send certified photocopies of the following information for the
test substance to Francisca Liem, Chief of the Scientific Support
. Branch at the address specified in this letter:

> Recycied/Recyc!ace
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Documentation substantiating the identity, purity
and characteristics of AC  243,997. Such
documentation may include true copies of 1lab
notebook entries, GC or HPLC chromatogram, IR, NMR,
or mass spectra data.

If the data are not in your possession or not known to be
extant elsewhere, provide Ms. Liem with a written statement frcm
you or another responsible management official attesting to that
fact. According to FIFRA Books and Records regulations, 40 CFR
Section 169.2 (k), all underlying raw data for the test reports
submitted to the Agency shall be retained by the producer for as
- long as the registration is valid.

_Pursuant to regulations appearing at 40 CFR Part 2, Subpart B,
and specifically, Section 2.307, you are entitled to claim any or
all of the information provided to EPA as confidential business

information. If you do not assert a confidentiality claim, the
information may be made available to the public without further
notice. Such information can be disclosed by EPA only in

accordance with the procedures set forth in the regulations (cited
above). Any such claim for confidentiality must conform to the
. requirements set forth in 40 CFR Section 2.203 (b).

Please provide the information directly to Ms. Liem by
December 17, 1987. If the data are not provided by this date, we
will consider it missing data according to the FIFRA Books and
Records regulations, 40 CFR Section 169.2 (k). If you have
specific questions regarding this request Ms. Liem may be reached
at: .

Environmental Protection Agency

Office of Compliance Monitoring (7204W)
401 M Street, SW :

Washington, D.C. 20460

Phone: (703) 308-8333

Sincerely,

David L. Dull, Director
Laboratory Data Integrity
Assurance Division

cc: Ann Donargo (Sample Test Facility 000123)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

GLP COMPUANCE INSPECTION CHECKLIST

PART | — GENERAL

GLP FACILITY INSPECTION

1

- Name: -Date:
Address: Insp. No.

. City: State: ' Zip:
Phone No.: Contact Person: .

EACILITY INFORMATION:
Is this facility:
a sponsor lab? ——

a contractor lab?
a management company?

What types of studies are conducted here (i.e., toxicology, chemical analysis, field)

PREINSPECTION REVIEW: (Obtained from Regional Office Files)

Date(s} of Previous EPA Inspection(s):

Previous Findings:

REASON FOR INSPECTION: The purpose of this inspection is to determine if the facility is in compliance with tre
requirements of FIFRA, codified in 40 CFR Part 160. ‘

O Randomly Selected Neutral Inspeciion
O Selected for Cause
O Reterral fromy

O Other: (Specify)

FIFRA GLP INSPECTION CHECKL:ST

General Infcrmgtcn
Revised 1+ 4]



Laboratory:

Comments (Please refer to subpart, section, or page nufnbers): '

Insp.
Init.:

Date:

w
L

FIFRA GLP INSPECTION CHECXLIST
-Data Audrt Revvew
Rewvised 9/33



Laboratory: : Init.:

Insp.
Date:

OPENING CONFERENCE

PRELIMINARY INFORMATION

1.

Name: Title:
Name: : , Titl'e_:
Name: Title:
Name: » Title:
* Name: : Title:

Laboratory personnel present and interviewed:

2.  EPA inspector accompanied:
Name: Agency:
Name: ‘ Agency:
3. Credentials presented to:
" 4., "Notice of Inspection® signed by laboratory official and copy provided to official? O Yes g No i
, 5. Was a GLP Compliance Review conducted? _ O Yes g No
If so, complete Form I. ’

. Was a data audit (or audits) conducted? D Yes 8 No

If so, complete Form [i for each study audited.
List of studies audited:

CLOSING CONFERENCE (to be completed at conclusion of the inspection)

A. Date: Time: Where conducted:
Facility Representative(s) Present: _
" Name: : - Title:
Name: _ : ' Title:
.Name: - Title:
o N - KLIST
EFA e e it

3 Revised 9/93



Laboratory:

Insp.
Init.:

Date:
“omments (Please refer to subpart, section, or page numbers):

EIRE

FIFRA GLP INSPECTION CHECKLIST
4

Data Audit Review
Revised 9/83



Insp.

Laboratory: init.: Date:
CLOSING CONFERENCE (to be completed at conclusion ot the inspection) !
-B. Were tacility officials provided copies of:
O Receipt for Samples and Documehts O Inspection Confidentiality Notice
O Updated Regulations/Guidances 0O Declaration of Confidential Business Information
C. Were any documents, records, etc. requésted from the facility? -0 vyes -~ O no

(It yes, include the list of information requested, and when it is due to be sent)

D. Does the inspector need to conduct ény further follow-up activities? O vyes . O no
(If yes, please attach an explanation of what must be done, and a projected scheduie for the completion of all
follow-up activities.)

Inspector’s Signature: : ' i . Date of Signature:
NOTES:

o L - . FIFRA GLP INSPECTION CHECKLIST
VBDA : ' ) ' General Informaton

5 ‘ Revised 9/93



- . ]HSD”.- -
- Laboratory: — — : : Init.! o Date:
’lnmem: (Pleass refer to subpart, section, or pa__g"e numbers): -

LY
- .

it

-

~ FIFRA CGLP INSFEZTICN CHECXLUIST
m : Cata Aucit Review
Rewvisad 2/C3
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. lnsp.
Laboratory: - - Init.:

~ Date:

PART Il — GLP COMPLIANCE REVIEW CHECXLIST

FORM | —GLP COMPUANCE REVIEW ~ . - P -

Were any ongoing srtixdies ai:aiiaﬁlg? - Pleasa-complets this form for eacho_ngoind study se]e'c;ad.

Study selected for review: i - - -

Test substance: - ‘ : — _

Study title:

Lab 1D No.:

Sponsor {name and address):

Study director:

Study initiation date:

" Proposed completion date:

GENERAL INSTRUCTIONS/INFORMATION
“1. For any *No” answers, provide explanation.

2. Remarks can be continued in the "Comments” sectxcn on the back of each page.
3. Placs a line through any item missing. For example, °...name/sighatusa...

SUBPART A — GENERAL PROVISIONS YES| NO | N/A REMARKS
§160.10  Applicability 1o studies performed under grants and contracts '

Has {aboratory, contractor, or grantes been informed that
their services must be conducted in comphance with 40 CFR
Part 1607

SUBPART B — ORGANIZATION & PERSONNEL . YES| NO | N/A REMARKS
§1160.29 Personnel
(a). Are training, education, and experience adequate?

(b) Are training and experiencs records availabie?

(e} I3 the number of personnet adequate?

{d) Are parsonnei heaith and sanitation precautions being
followed? .

(el s appropriate clathing availadble and worn as.needed?

{f) Are any personnel ill to the extent that they have an
adverse affect on the study?

- I so, are they axciuded from direct contacs with test
systems and substances?

A ' FiFRA GLP INSFECTICN CHEUX! ST
d . Compliance “eview
Revige: 113

0
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Laboratory:

Comments (Please rafer to subpart, section, or page numbers):

Insp.

init.; —e———— Date:

SEPA

" .FIFRA GLP INSPE

CTION CHECX.UST
Data Audit Ravnaw
Rewvised 39.93



Insp.

Laboratory: lnit.: Date:
FORM | — GLP COMPLIANCE REVIEW (Continued)
SUBPART B — ORGANIZATION & PERSONNEL YES | NO { N/A REMARKS

§160.31

Testing facility management
{a) Was a study director d_esngnated for ongoing study prior

to study initiation?

(b

) Has the study director been replaced?

If so, was this done promptly?

(¢} ls a quality assurance unit in place?

(d) Are personnel, resources, facilities, equipment,

materials, and methodologies available as scheduled?

(e} Do personnel clearly understand the funct:ons they are

to perform?

(f)

Have deviations in the study been communicated to the
study director, and have corrective actions been taken
and documented?

§160.33

Study director

Does the study director have adequate education, training,

and experiences?

s/he familiar with all aspects of the study?

Does the study director understand that his/her
responsibilities include the following assurances:

(al The protocol, inciuding any change, is approved and

followed?

{b) All experimental data are accurately recorded and

verified?

{c) Unforeseen circumstances have been noted and

corrective actions taken and documented?

(d) Test systems are as specified in the protocol?

(e) Al GLPs are followed?

{f)

All data, as required, wers transferred to the archives?

§160.35

Quality Assurancs Unit
(a) Was a separate and independent QAU in place at the

time of the study?

(b) Did the QAU:

{1)  Maintain a complets copy of the master schedule
indexed by test substance? (The required elements
include the test substance, test system, nature of
study, dats initiated, current status, identity of
sponsor, name of study director.)

(2)  Maintain copies of protocols?

FIFRA GLP INSPECTION CHECKLis i
Compliance Review
Revised 9/93



Laboratory:”

Cbmmems {Please refer to subpart, section, or page numbers):

Insp.
Init.:

Date:

10

FIFRA GLP INSPECTION CHECKLIST
Data Audit Review
Revised 9 93



Laboratory:

lnsp.

FORM | — GLP COMPLIANCE REVIEW (Contlnued)

Init.:

Date:

SUBPART B — ORGANIZATION & PERSONNEL

YES

NO | N/A REMARKS

§160.35(b)

{3) . Perform periodic QA insbections and maintain proper

records of each inspection?

- What aspects of the ongoing study have been
inspected to this point? When?

(4)  Periodically. submit to management and'study

director written status reports on each study, noting
any problems and corrective actions taken?.

(5) - Keep dates indicating when management and the

study director were notified of inspection findings?

(6) Determine that no deviations were made without

proper authorization and documentation?

{c)

Are the responsibilities and procedures, records, and
indexing methods recorded in writing?

(d)

Were these procedures avaslable for review?

SUBPART C — FACILITIES

YES

NO |N/A| - REMARKS

5160.41

General

Is the facility’s physical layout appropriate to the study?

Is there an appropriate degree of separation between/among
testing facilities to ensure an appropnate study environment?

§160.43

Testing system care facilities

Do the test system care facilities have:

(a)

Sufflcxent number of animal rooms for proper separation
of species and projects?

(1)  Are plants or agquatic animals housed in separate

chambers or aquaria?

{2)  Are aquatic toxicity tests isolated for individual

projects?

(b)

Sufficient number of areas to ensure isolation of studies
involving biochazardous substances, including voiatile
substances, aerosols, radioactive materials, and

infectious agents?

{e)

Separate, isolated areas provided for the diagnosis,
tremtment, and control of laboratory test system
diseasas?

(d)

Proper provisions for handling the collection and disposal
of contaminated water, soil, other spent materials, or
animal waste handled in order to minimize vermin
infestation, odors, disease hazards, and environmental
contamination?

(el

Provisions to regulate envifonmental conditions (e.g.,
temperature, humidity, photoperiod) as specified in the

protocol?

0

_FIFRA GLP INSPECTION CHECKLIST

Compliance Review
Revised 3 93



Laboratory:

Comments (Please refer to subpart, section, or page numbers):

Insp.

Init.: Date:

EPA

©

12

FIFRA GLP INSPECTION CHECKLIST
Data Audit Review
Revised 993



Insp.
Laboratory: Init,! ————— . Date:
FORM | — GLP COMPLIANCE REVIEW (Continued) :

SUBPART C — FACIUTIES YES| NO | N/A REMARKS

§160.43  (f) For marine organisms: is there an adequate supply of
clean seawater as specified in the protocol?

{g) For fresh water organisms: Is there an adequate supply
of clean water as specified in the protocol?

{h) For plants: is there an adequate supply of soil as
specified in the protocol?

§160.45 Test system supply facilities

Dd the test system supply facilities have:

(a) Storage areas for feed nutrients, soils, and bedding
separate from arsas where the test systems are located
and protected against infestation and contamination?

- Appropriate means for preservation of perishable
supplies?

{b) The following piant facxlmes, as specmed in the
protocol?

(1)  Facilities for holding, cultunng, and rnamtammg alga
and aquatic plants?

{2) Facilities for plant growth (e.g., greenhouses,
growth chambers, light banks, and fields)?

(c) Agquatic animal test facilities, including aquaria, holding
tanks, ponds, and ancillary equipment, as specified in
the protocol?

§160.47 Facilities for handling test, control, and reference substances]

Are separate areas for handling test, control, and reference
substances provided, including: ’

(a) To prevent contamination or mixups:

(1)  Separate arsas for receipt and storage of
substances?

(2) Separate areas for mixing substances with a carrier?

{31 Separate storage areas for mixtures?

- Are these areas separate from those housing the
test systems?

§160.49 Laboratory operation areas

Is separate laboratory space provided to perform routine and
specialized procedures as required by studies?

§160.51 Specifnen and data storage facilities

Is space provided for archives?

Is access to the archives limited?

EPA o FIFRA GLP INSPECTION CHECKLIST
: Compliance Review
13 Revisaed 9.93
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Laboratory:

FORM | — GLP. COMPUANCE REVIEW (Contmued)

insp.
lnit.:

Date:

 SUBPART D

— EQUIPMENT

YES

N/A

REMARKS

§160.61

Equipment design

Is equipment used in the generation of data and faciiity
environmental control of appropriate design and adequate
capacity to function according to protocol requirements?

Is the equipment in a suitable location for opaeration,
inspection, cleaning, and maintenance?

§160.63

Maintenance and calibration of equipment

{a} Was equipment adequately inspected, maintained, and

calibrated/standardized as required?

{b) Do the SOPs adequately address the methods, materials,

and schedules to be used in the routine inspection,
cleaning, maintenancs, testing, and calibration/

standardization of equipment, including action taken in

case of a malfunction?

Is a specific contact person responsible for the
performance of each operation?

(c) Are written records maintained of all inspection,

maintenance, testing, and/or calibrating/standardization

operations?

- Do these records describs whether the maintenancs
operations were routine and followed the SOPs?

- Are written records kept of ail non-routine repairs
performed as a resuit of failure or malfunction?

- Do the non-routine records document the nature of theﬂ
defect, how and when the defect was discovered, and

the remedial action taken in response?

- Are the records signed or initialled and dated by the
person making the entries?

SUBPART E —

TESTING FACILITIES OPERATIONS

YES

NO

N/A

REMARKS

§160.81

Standard Operating Procedures .
{a) Are written SOPs available and adequate?

- Are deviations from the SOP adequately documented

in the raw data?

- Are significant changes properly authorized in wntmg

by management?

(b) Are written SOPs availabie for the following:
(1) - Test system area preparation?

(2) - Test system care?

15
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Insp.

Laboratory: init.: Date:
FORM | — GLP COMPLIANCE REVIEW (Continued)
SUBPART E — TESTING FACILITIES OPERATIONS YES| NO | N/A REMARKS

§160.81(a) (3)

Receipt, ID, storage, handling, mixing, and method
of sampling of the test, control, and reference
substances?

(4) Test system obsarvations?
(5}  Laboratory or other tests?
(6)  Handling of test systems found moribund or dead?
{7)  Necropsy of tast systems or postmortem
. examination of test systems?
{8) Collection and ID of specimens?
{9) Histopatholbgy?
(10) Data handling, storage, and retrieval?
{11) Maintenance and calibration of equipment?
{12) Transfer, proper placement, and ID ot test systems? '

{c) Are the latest revisions of relevant SOPs available to
each work area?

{d) Is a historical file of SOPs and dates of revisions
maintained?

§160.83 Reagents and solutions

Are all reagents and solutions labeled to indicate identity,
concentration, storage requirements, and expiration date?

- Are all materials within expiration date?

§160.90 Animal and other test system care

{a} Are SOPs available tor housing, feeding, handlmg, and
care of test systems?

(b) Are newly received test systems isolated, and their
heaith status and appropriateness evaluated?

- Are these evaluations performed with acceptable
veterinary or scientific methods?

{c) At the initiation of the study, were test systems free of
disease for the study?

- I, during the study, a disease or condition developed,

were test systems isolated?

- Wers test systems treated for the condition in such a

manner that treatment did not interfere with the
study?

- Were the diagnosis, authorization of treatment,

description of treatment, and dates of treatment
documented in the raw data?

17
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Laborateory:

FORM | — GLP COMPLIANCE REVIEW (Connnued)

Insp.
Init.:

Date:

SUBPART E

— TESTING FACILITIES OPERATIONS

YES

NO | N/A

REMARKS

§160.90

{d) Were tast systems needing to be removed from their
housing units adequately identified (e.g., tattoo, color
codse, ear tag, ear punch, etc.)?

- Were test system housing units adequately identified?

(e} Were different species housed in separate rooms as
necessary?

- Wera test systems of the same species used for
different studies housed in separate rooms?

- If the species were not housed in separate rooms, was

adequate differentiation by space and ldentlfncatnon
made? -

{1}  Were plants, invertebrate animals, and aquatic
vertebrate animaisg used in muitispecies tests, if

housed in the same room, segregated to avoid mix-

up or cross contamination?

(f} Were cages, racks, pens, enclosures, aquaria, holding
tanks, ponds, growth chambers, and other holding,
rearing, and breeding areas, and accessory equipment
cleaned and sanitized at appropriate intervals?

lg) Were feed, soil, and watef analyzed periodically for
contaminants?

- Was documentation maintained for.these analyses?

(h} Was the bedding used of a type that would not interfere

with the conduct of the study?

- Was the bedding changed as often as necessary?

(i} If any pest control materials were used, was their use
documented?

- Waere pest control materials used that would not
interfers with the study?

(i} Were tast systems acclimated to the environmental
conditions of the test?

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES

§160.105

Test, control, and reference substance characterization

(a) Have the substances been characterized?

Test

Control

Reference]| Documentation

- |dentity

Strength

.- Purity

~.- Stability

- Unitormity

19
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Insp.
Laboratory: lnit.: _ Date:
FORM | — GLP COMPLIANCE REVIEW (Continued)

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES YES| NO | N/A REMARKS
§160.105 - Were methods of synthesis, fabrication, or derivation

of the test, control, or reference substance

documented?

- Was the location of documentation specified?

{b) Waere the solubility and/or stability ot the substancs
determined before the experiment start date?

{c) Did each storage container for a test, control, or
reference substance include the following information:

- name, chemical abstracts service number (CAS) or
code number? :

- batch number?

- expiration date, if any?

- stoface conditions, if appropriate?

- Were storage containers assigned to a particular test
_substance for the duration of the study?

(d) For studies of more than 4 weeks experimental duration,
were reserve samples from each batch of test, control,
and reference substances retained for the period of time
provided in §160,195?

- Whers are reserve samples archived?

{8} Was the stability of the substance under the storage
conditiong at the test site known for all studies?

§160.107 Test, control, and reference substance handling
' (a) Did an SOP covering handling of substances exist?

{b) Were the substances stored according to the SOP?

{c) Was distribution made so as to preclude the passibility
of contamination, deterioration, or damage?

(d) Was proper 1D ot substances maintained throughout the
distribution procass?

(e} Was documentation maintained, including date and
quantity of each receipt and distribution?

§160.113 Mixtures of substances with carriers

la) Was appropriate analytical testing performed for each
test, control, or reference substance:

{1) To determine uniformity?

- To determine, periodically, the concentration of
the test, control, or reference substance in the
mixture?

{2} To determine solubility‘ in the mixture, if necessary?

- Was solubility testing done before the
experimental start date?

SEPA | o | . FIFRA GLP INSPECTION CHECKLIST
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Insp.

Léboratorv: - Init.: Date:
FORM | — GLP COMPLIANCE REVIEW (Continued)

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES YES| NO | N/A REMARKS

§160.113 {3) To determine the stability in the mixture before the
experimental start date or according.to the SOP?

{b) Was the expiration date shown on the mixture container
if necessary?

(c) Was assurancs made that the vehicle did not mterfere
with the integrity of the test? '

SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY - | YES| NO | N/A REMARKS
§160.120 Protocol

{d) Does the study have an approved written protocol
indicating objectives and all methods?

- Does the protocol contain at least the following:
{1} A descriptive title and statement of purpose?

{2) Identification of the test, control, and reference
substance by name, CAS number, or code number?

(3)7 Name and address of both sponsor and testing
facility?

(4) Proposed experimental start and termination dates?

(5) Justification for seiection of the test system?

(6} Where applicable, the number, body weight, range,
sex, source of supply, species, strain, substrain, and
. age of the test system?

{(7)  Procedure for identification of the test system?

(8) Description of the experimental design, including
methods for the controi of bias?

{9)- A description and/or identification ot the:

- diet used in the study?

- solvents, emulsifiers and/or other materials used
10 solubilize or suspend the test, controi, or
reference substance before mixing with the

carrier? .
- Specifications for acceptable levels of
contaminants?
-3 | 'FIFRA GLP INSPECTION CHECKLIST
v?A Compliance Review
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Date: e

o
[
p -

24

FIFRA GLP INSPECTION CHECKLIST
Data Audit Review
Revised 9/93



Insp.
Laboratory: i : nit.: ——___  Date! ————
FORM | — GLP COMPLIANCE REVIEW (Continued)

" SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS
§160.120(a) {10} . Route of administration and reason for its choice?

(11) Dosage level in appropriate units and method and
frequency of administration?

(12) Type and frequency of tests, analyses, and
measurements to be made?

(13} The records to be maintained?”

(14)  The date of approval of the protocoi by the
sponsor?

- The dated signature of the study director?

(15) A statement of the proposed statistical method to
be used?

{e) Are all changes or revisions and reasons:-

- documented?

- .signed by the study director?

- dated?

- maintained with the protocoi?
§160.130 Conduct of a study

(a} Was the study conducted in accordance with the
protocol?

(b) Waere the test systems monitored in conformity with the
protocoi?

{c) Are specimens identified by:
- test system? '

- study?

- nature of collection?

- date of collection?

-. I3 the specimen information either on the container or.
accompanying the specimen described in a manner
that preciudas error?

(d) It-applicable, are gross necropsy observations available
to the pathologist for the histopathological exam?

(e} Were ail data recorded promptly and legibly in ink?

- Were all data entries (non-automated) signed (or
initialed) and dated on the day of entry?

a . S FIFRA GLP INSPECTION CHECKLIST
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Insp.

Laboratory: : Init.: Date:
FORM | — GLP COMPLIANCE REVIEW (Continued)
SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS

§160.30(F)

- Were changes in entrias made so as not to obscure
the original entry?

- Woere reasons given for changes?

-« Were changes identified and dated?

- For automated data, was the individual responsible for
direct data input identified at the time of data input?

§160.135 Physical and chemical characterizations studies

. {a)

Were all provisions of the GLP standards applied to
physical and chemical characterization studies designed
to determine stability, solubility, octanol water partition
coefficient, volatility, and persistencs of test, control, or
reference substances?

§160.190

Storage and retrieval of records and data

(b}

Do archives exist for orderiy storage and expedient
retrieval of all raw data, documentation, protocols,
specimens, and interim and final reports?

- Are the conditions of the storage area appropriate to
minimize deterioration in accordance with the time
period of their retention and the nature of the
documents or specimens?

{e)

Is an individual responsible for the archives?

(d)

Is it specified that only authorized personnel have acces
to the archives?

(e)

Is the materiai retained in the archives indexed for rapid
retrieval?

o
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Laboratory:

© insp.

Init.:

PART lit — GLP DATA AUDIT REVIEW

Date:

FORM il - DATA AUDIT REVIEW

' Please complete this form for each data audit selected.

Study selected for review:

Test substance:
Study title:
Lab 1D No.:

Sponsor {(name and address):

Study director:
Study ini'tiation‘ date:
Study completion date:

Aspect of the study audited:

SUBPART A — GENERAL PROVISIONS

YES

NO | N/A| REMARKS

§160.10  Applicability to study performed under grant and contract -
Was the Iaboratory. contractor, or grantee informed that.
their services must be conducted in compiiance with 40
A CFR Part 1607
§160.12 Compliancs statement

{a)} Was a compliance statement signed by the applicant?
the sponsor? '
the study director?

(b) Was the compliancé statement compieted and
submitted with the study report?

(¢) Did the compliance statement include any statement of
differences from the GLP regulations?

29.
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Laboratory:

insp.

FORM Il — DATA AUDIT REVIEW (Continued)

init.:

Date:

SUBPART B — ORGANIZATION & PERSONNEL

YES

NO | N/A REMARKS

'§160.29

{a)

" Personnel

Were training, education, and experience adequate?

(b}

Were training and experience records available?

{c)

Was the number of personnel adequate?

 §160.31

Testing facility management

{a)

Was a study director designated prior to study initiatiqn?

(b)

Was the study director replaced dunng the course of the
study?

If so, was this done promptly?

(c)

Was a quality assurance unit in place?

(d)

Are personnel, resources, facilities, equipment,
materials, and methodologies available for inspection?

{e)

Were deviations in the study communicated to the study
director and corrective actions taken and documented?

$160.33

Study directoc

Did the study director have adequate education, training, and

axperience?

Did the study director understand that his/her responsibilities
included the following assurances:

(a)

The protocol, including any change, was approved and
followed?

(b)

All experimental data were accurately recorded and
verified?

{c)

Unforeseen circumstances were noted and corrective
action taken and documented?

{d)

Test systems were as specified in the protocol?

{e)

All GLPs were foliowed?

{f)

All required data was transferred to the archives?

§160.35

{a)

- Quality Assurancs Unit

Was a separate and independent QAU in place at tha
time of the study?
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insp.

Laboratory: : i init.: Date:
FORM il — DATA AUDIT REVIEW (Continued)
SUBPART B — ORGANIZATION & PERSONNEL YES| NO | N/A REMARKS
§160.35 {b) Did the QAU:
{1). Maintain a compiete copy of the master schedule
~ indexed by test substance? (The required elements
include the test substancs, test system, nature of
study, date initiated, current status, identity of
sponsor, name of study director.)
{2) Maintain copies of protocols?
{3} Perform periodié QA inspections and maintain proper
records of each inspection?
{4) Periodically submit to management and study
director written status reports on each study, noting
any problems and corrective actions taken? -
(5) Keep dates indicating when management and the .
study director were notified of inspection findings? :
(6) Determine that no deviations were made without o
* proper authorization and documentation? - —
(c) Are the responsibilities and procedures, records, and ~
indexing methods recorded in writing? :
{d) Were these procedures available for review?
SUBPART C — FACILITIES YES| NO | N/A REMARKS
§160.51 ° Specimen and data storage facilities
Is space provided for archives?
Is access to the archives limited?
.SUBPART D — EQUIPMENT YES| NO | N/A REMARKS

§160.61 Equipment design

Was the equipment used .in the generation of data and
facility environmental control appropriately designed and of
adequate capacity to function according to protocol
requirements? .

§160.63 Maintenance and calibration of equipment

{a) Was equipment adeduateiy inspected, maintained, and
calibrated/standardized as required?

(b) Did the SOPs adequately address the methods,
materiais, and schedules to be used in routine
inspection, cleaning, maintenance, testing, and

‘calibration/standardization of equipment, including action

taken in case of a maifunction?

{c) Were written records maintained of all inspection,
maintenance, testing, and/or calibrating/standardization
operations? )
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Laboratory:

FORM Il — DATA AUDIT REVIEW (Continued)

Insp.
Init.:

——————————

Date:

_SUBPART D — EQUIPMENT

YES

NO

N/A|

REMARKS

§160.63(c) .

Did these records describe whether the maintenance
operations were routine and foillowed the SOPs?

Were written records kept of all non-routine repairs
performed as a result of failure or malfunction?

Did the non-routine records document the nature of -
the defect, how and when the defect was discovered,
and the remedial action taken in response?

Were the records signed or initialled and dated by the
person making the antries?

SUBPART E — TESTING FACILITIES OPERATIONS

YES

NO

N/A

REMARKS

§160.81 Standard Operating Procadures

{a) Were written SOPs in place during the study adequate
and available for review?

-"Are deviations from the SOP adequately documented
in the raw data?

- Waers all significant changes properly authorized in
writing by management?

{b) Were written SOPs available for tho'following:

(1)

Test system area preparation?

(2) Test system cara?

{3) Receipt, ID, storage, handling, mixing, and method
of sampling of the test, control, and reference
_substances?

~ (4) Test system observations?

(S). Laboratory or other tests? » ‘ .

(6) Handling of test systems found moribund or dead?

{7} Necropsy of test systems or postmortem

: examination of test systems? -

(8) Collection and ID of specimens?

{9) Histopathology?
. {10} Data handling, storage, and retrievai?

{11) . Maintenance and calibration of equipment?

(12) Transter, proper placement, and ID of test systems?
{c) Isa historical file of SOPs and dates of revisions

maintained?
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Insb.

~Laboratory: init.: Date:
FORM il — DATA AUDIT REVIEW (Continued)
YES| NO | N/A REMARKS

SUBPART E — TESTING FACILITIES OPERATIONS

§160.83 Reagents and soiutions
Are records for reagents and solutions available that would
indicate identity, concentration, storage requirements, and
expiration date?
Animal and other test system care

5160.90

(a)

Were SOPs for housing, feeding, handling, and care of
test systems available?

(b)

‘At the initiation of the study, were test systems free of
disease and appropriate for the study?

- If test systems deveioped a disease.or condition during
the study, wers test systems isolated?’

- Waere tast systems treated for the condition in such a
manner that treatment did not interfere with the
study?

- Were the diagnosis, authorization of treatment,
description of treatment, and dates of treatment
documented in the raw data?

(c)

Waere test systems needing to be removed from their
housing units adequately identified (e.g., tattoo, color.
code, sar tag, ear punch, etc.)?

- Were test system housing units adequately identified?

(d)

Were different species housed in separate rooms as
necessary?

- Were test systems of the same species, used for
ditferent studies, housed in separate rooms?

- If the species were not housed in separate rooms, was
adequate differentiation by space and identification
made?

(1)  Were plants, invertebrate animals, and agquatic

vertebrate animais used in muitispecies tests, if
housed in the same room, segregated to avoid mix-
up or cross contamination?

le)

Are records available indicating whether cages, racks,

pens, enclosures, aquaria, holding tanks, ponds, growth |

chambers, and other holding, rearing, and breeding
areas, and accessory equipment were cleaned and
sanitized at appropriate intervals?

{f

Were feed, soil, and water analyzed periodically for.
contaminants?

- Was documentation maintained for these analyses?

(gl

Was the bedding used of a type that would not interfere
with the conduct of the study?

- Was the 'bedding changed as often as necessary?

SEPA
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Laboratory: -
FORM Il — DATA AUDIT REVIEW (Continued)

insp.
Init..

Date:

SUBPART E — TESTING FACILITIES OPERATIONS

YES

REMARKS

§160.90 {h) If any pest control materials were used, was their use
documented?

NO | N/A

- Were pest control materials used that would not
interfere with the study?

(i) Were test systems acclimated to.the environmental
conditions of the test? )

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES

§160.105 Test, control, and reference substance characterization

{a) Waere the substances characterized?

Test

- Identity

Control | Reference| Documentation

- Strength

- Purity

- Stability

Uniformity

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES

YES

REMARKS

§160.105(a) - Were mathods of synthesis, fabrication, or derivation

of the test, control, or reference substance
documented and the location specified?

- Was the locafion of documentation specified?

{b) Wers the solubility and/or stability of the test substance

determined befors the experiment start date?

{c) Did each storage container for a test, control, or
reference substance inciude the following information

- name, chemical abstracts service number (CAS]) or
code number? :

- batch number?

- expiration dats, if any?

- storage conditions, if appropriate?

- Waers storage containers assigned to a particular test

substance for the duration of the study?

(d) For studies of more than 4 weeks experimental durati

were reserve samples from each batch of test, control,
and reference substances retained for the period of time

provided in §160.195?

on,

" - Where are reserve sampies archived?

(e} Was the stability of the substance under the storage -

conditions at the test site known for all studies?
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. Insp.
Laboratory: Init.:

Date:
FORM Il — DATA AUDIT REVIEW (Continued)
SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES YES| NO [ N/A} - REMARKS

§160.107 Test, control, and reference substancs handling
(a) Did an SOP covering handling of substances exist?
{b) Were the substances stored according to the SOP?

{c) Was distribution made so as to preclude the possibility
of contamination, deterioration, or damage?

{d) Was proper ID of substances maintained throughout the
distribution process?

(e} Was documentation maintained, inciuding date and
quantity of each receipt and distribution?

§160.113 Mixtures of substances with carriers

{a) Was appropriate analytical testing performed for each
test, control, or reference substance:

(1 To determine uniformitW

- To determine, periodically, the concentration of
the taest, control, or reference substance in the
mixture?

(2) To determine solubility in the mixture, if necessary?

- Was solubility testing done before the
experimental start date?

{3) To determine the stability in the mixture before the
experimental start date or according to the SOP?

(b} Was the expiration date shown on the mixturs container,
if necessary? v

{c) Was assurance made that the vehicle did not interfere
-with the integrity of the test?

SUBPART G — PROTOCOL FOR-AND CONDUCT OF A STUDY YES| NO | N/A REMARKS
§160.120 Protocol

(d) Did the study have an approved written protocol
indicating objectives and all methods?

- Did each protocol contain at least the following:"
(1) A descriptive title and statement of purpose?

(2} Identification of the test, control, and reference
: substance by name, CAS number, or code number?

(3) Name and address of both spansor and testing
facility? . ' '

- ‘ : FIFRA GLP INSPECTION CHECKLIST
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Laboratory: . ‘ Init.: Date:
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insp.

Laboratory: Init.: Date:
FORM Il — DATA AUDIT REVIEW (Continued} -
SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES

NO | N/A REMARKS

§160.120(a) (4)

Proposed experimental start and termination dates?

{5) .- Justification for selection of the test §ystem?
{6}  Where applicable, the number, body weight, range,
sex, source of supply, species, strain, substrain, and

age of the test system? e

(7) . Procedure for identification of the test system?

{8) Description of the experimental design, including
methods for the control of bias?

{9) A description and/or identification of the:

- diet used in the study? ;

- solvents, emulsifiers and/or other materials used tq
solubilize or suspend the test, control, or referenc’:e*
substance before mixing with the carrier?

- specifications for acceptable levels of
contaminants?

{10) Route of adrninistratidn and reason for its choice?

{11) Dosagae level in appropriats units and method and
frequency of administration? -

(12)  Type and frequency of tests, analyses, and
measurements to be made?

{(13) The records to be maintained?

(14) The date of approval of the protocol by the
sponsor? '
- The dated signature of the study director?

{15) A statement of the proposed statistical method to |-

be used?

(e) Were ail changes or revisions and reasons:

- documented?

- signed by the study director?

- dated?

- maintained with the protocol?

§160.130 Conduct of a study

(a)} Was the study conducted in accordance with the
protocoi? : '
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Init.: Date:
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Insp.

SUBPART J — RECORDS AND REPORTS

Laboratory: - Init.: Date:
FORM If — DATA AUDIT REVIEW (Continued) ,
SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS
' §160.130 (b} Were the test systems monitored in conformuty with the
protocol?
(c) Waere the specimens identified by:
- test system?
- study?
- nature of collection?
- date of collection?
- Was the specimen information either on the container
or accompanying the specimen descnbed in a manner
that precludes error? .
“{d) If applicable, were the gross necropsy observations
available to the pathologxst for the histopathological
exam?
(e) Were ail data recorded promptly and legibly in ink?
- Were all data entries (non-automated) signed (or
initialed) and dated on the day of entry?
- - Were changes in entries made so as not to obscure thﬁ
original entry?
- Wers reasons given for changes?
- Were changes identified and dated?
- For automated data, was the individual responsible for
direct data input identified at the time of data input?
§160.135 Physical and chemical characterizations studies
(a) Were all provisions of the GLP standards applied to
physical and chemical characterization studies designed:
to determine stability, solubility, octanol water partition
coefficient, volatility, and persistence of test, control, or
reference substances? . .
YES| NO | N/A REMARKS

- §160.185 Reporting of study results

(@),

Was a final report prepared to contain at least the
following?

(1) .Name and address of the facility performing the

study?

- the dates on which the study was initiated,
completed, terminated, or discontinued?

FIFRA GLP INSPECTION CHECKLIST

Data Audit Review
Revised 9/93



Insp.

Laboratory: lnit.: Date:

Comments (Please refer to subpart, section, or page numbers):

as - FIFRA GLP INSPECTION CHECKLIST
WEPA ' Data Audit Review

45 Revisad 0107



Insp.

Laboratory: Init.: Date! ——
FORM Il — DATA AUDIT REVIEW (Continued)
SUBPART J — RECORDS AND REPORTS YES| NO | N/A REMARKS

§160.185(a) {(2)

The objectives and procedures as stated in the
approved protocol?

(3)

The statistical methods employed?

(4)

The test, control, and reference substance identified
by name, CAS number or code numbey, strength
purity, and compaosition?

(5)

Stability and, it needed, solubility, of the substances
under conditions of administration?

(6)

A description of the methods used?

{(7)

A description of the test system used?

- Where applicable, the number of animals used,
sex, body weight range, source of supply, species,
strain and substrain, age, and procedures used for
ID?

(8}

A description of the dosage, dosaae' regimen, route

of administration, and duration?

(9)

A description of all of the circumstances that may

(10)

have affected the quality or mtegnty of the data?
The name of the study director? '

- The names of other scientists, professionals, and
supervisory personnel?

(1)

A description of the transformations, caliculations, or
operations performed on the data?

- A summary and analysis of the data?

- A statement of conclusions drawn from the data?

{12)

Signed and dated reports of each of the individual
scientists or other professionals involved in the
study, including sach person who conducted an
analysis or evaluation of data or specimens? '

- 113)

The locations where all specimens, raw data, and
the final report are to be stored?

(14)

A QAU statement prepared and signed as specified
in §160.35(bK7)?

(b) Was the final report signed and dated by the study
director?

{c) Were corrections or additions to the final report in the
form of an amendment by the study director?
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Insp.

Laboratory: Init.: Date:
FORM Il — DATA AUDIT REVIEW {Continued)
SUBPART J — RECORDS AND REPORTS YES| NO | N/A REMARKS

§160.185(c)

- Were the ainendments clearly identified with:
- reasons for change?

- date?

- signature of person responsibie?

(d)

Is a copy of the final report with amendments
maintained by the sponsor and the test facility?

$160.190

Storage and retrieval of records and data

{a)

Where are the raw data for the study archived in
compliance with this section?

(b)

Were all raw data, documentation, records, protocols,
specimens, and final reports retained which were
generated as a result of a study?

- Waere all correspondence and other documents relating
to interpretation and evaluation of data, other than
those contained in the final report, retained?

{e)

Are archives provided for orderly storage and expedient
retrieval of all raw data, documentation, protocols,
specimens, and interim and final reports?

- Are the conditions of the storage area appropriate to
minimize deterioration in accordance with the time
period of their retention and the nature of the
documents or specimens? :

(d)

Is an individual responsible for the archives?

{e)

Is it specified that only authorized personne! have acces#
to the archives? '

{f)

Is the material retained in the archives indexed for rapid
retrieval?

§160.195 Retention of records
{1}  Does the sponsor hold a research or marketing

permit for the test substance?

If Yes, are the data retained?

{2) Has the sponsor applied for, but not received, a

research or marketing permit?

It Yes, were the data retained for at least five years?

(3) If the answer to (a) or (b) above is No, were the data|

retained for at least two years?

(d)

Are wet specimens, samples of test, control, or
reference substances, and specially prepared material
that are relatively fragile and differ markedly in stability
and quality during storage retained only as long as the

quality of the preparation affords evaluation?

'§
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Laboratory:

. FORM il — DATA AUDIT REVIEW (Continued)

Insp.
init.:

Date:

SUBPART J — RECORDS AND REPORTS

YES

NO | N/A

REMARKS

§160.195

(el

Were the master schedule sheet, copies of protocols, -
and records of quality assurance inspections, as required
by 160.35(c), maintained by the QAU as an easily-
accessible system of records for the period of time
specified in questions 1 or 2 of this section?

(f)

Were provisions in place to retain summaries of training,
experience, and job descriptions, required to be
maintained by 160.29(b), as well as all other testing
facility employment records for the length of time
specified in questions 1 or 2 of this section?

(9)

Were provisions in place to retain records and reports of
the maintenance, calibration, and inspection of
equipment, as required by 160.63(b) and (¢}, for the
length of time specified in questions 1 or 2 of this
section?

(h)

Were provisions in place to retain records required by
this part either as original records or as true copies such
as photocopies, microfilm, microfiche, or other accurate
reproductions of the original records?

'§169.2(k) 40 CFR 169 Books and Records

- Does the sponsor currently hold a research or

marketing permit for the test substance?

If Yes, were the grigina] raw data for this study
retained? :

If Yes, where are raw data retained?
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
GLP COMPLIANCE INSPECTION CHECKLIST

PART | — GENERAL

GLP FACILITY INSPECTION

Name: Data:

Address: insp. No.

City: State: - Zip;
Contact Person:

Phone No.:

. FACILITY INFQRMATION:
Is this facility:
. a sponsor lab?

a contractor lab? —
a management company?

What types of studies are conducted here (i.e., toxicology, chemical analysis, field)

PREINSPECTION REVIEW: (Obtained from Regional Office Files)

Date(s) of Previous EPA Inspection(s):

Previous Findings:

. EA§ON FOR INSPEQ ON: The purpose of this inspection is to determme if the fac.lxty is in comphance with the
requirements of TSCA, codified in 40 CFR Part 792.

O Randomly Selected Neutral Inspection

O Selected for Cause
O Referral fromy

O Other: (Specity)

TSCA GLP INSPECTICN CHECKLIS:
Genersl Infcrmanon
Revised 3:/93
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Laboratory: . init.! e Date:

Comments (Please refer to subpart, saction, of page numbers):
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Insp.

Laboratory: Init.: Date:
OPENING CONFERENCE

PRELIMINARY INFORMATION

1. Laboratory personnel present and interviewed:
Namae: Title:
Name: Title:
Name: ’ Title:
Name: Title:
Name: Title:

2. EPA inspector accompanied:
Name: ’ Agency:
Name: : Agency:

.3, Credentials presented to:

4. “Notice of Inspection® signed by 'laboratory official and copy provided to official? O Yes O No

5. Was a GLP Compliance Review conducted? . O Yes g No
If so, complets Form |I. h

6. Was a data audit (or audits) conducted? O Yes O No
"~ If so, complete Form Il for each study audited.
List of studies audited:

CLOSING CONFERENCE (to be completed at conciusion of the inspection)

A. Date: Time: . — Where conducted:

Facility Representative(s) Present: . ‘ _

Name: ' Titlé: ‘

Name: . Title:

Name: i Title:
n : . S A
v A . ' TSCA o INSPEGC::'EO:;I (I:ft:lt.l Mt en

3 Revitsesy ¢« 1)



. Insp.
Laboratory: : Init.: e—e— o Data:

Comments (Pleasa refer to subpart, section, or page numbers):
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. Insp.
Laboratory: init.:

Date!

CLOSING CONFERENCE (to be completed at conclusion of the inspection)
B. Were facility officials provided copies of:_

O Receipt for Samples and Documents O inspection Confidentiality Notice
O Updated Regulations/Guidances : O Declaration of Confidential Business Information
C. Were any documents, records, etc. requested from the facility? O vyes Q no .

(I yes, include the list of information requested, and when it is due to be sent)

D. Does the inspector need to conduct any further follow-up activities? O vyes Q no
(It yes, please attach an explanation of what must be done, and a projected scheduie for the completion of all
follow-up activities.)

Inspector’s Sidnature- ‘ Date of Signature:
NOTES: : ' .

- ?A | TSCA GLP INSPECTION CHECKL.
i General informauon
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_ Insp.
Laboratory: . : Init.:

Date:

PART Il — GLP COMPUANCE REVIEW CHECKLIST

FORM | — GLP COMPUANCE REVIEW

Were any ongoing studies available? Please complete this form for each ongoing study selected.
Study selected for reyiew:

Test substance:

Study title:

Lab ID No.:

Sponsor (name and address):

Study director:

Study initiation date:

Proposed completion date:

GENERAL INSTRUCTIONSANFORMATION

1. For any *No" answars, provide explanation.

2. Remarks can be continued in the "Comments” section on the back of each page.
3. Place a line through any item missing. For example, °...name/sigRratuse...

SUBPART A — GENERAL PROVISIONS ‘1 YES| NO | N/A REMARKS
§792.10 Applicability to studies performed under grants and contra-:t#

Has laboratory, contractor, or grantee been informed that
their services must be conducted in compliance with 40 CFR
Part 7927

SUBPART B — ORGANIZATION & PERSONNEL YES| NO | N/A REMARKS

§792.29 Personnel _
(a) Ara training, education, and experience adequate?

{b) Are training and experience records available? ‘

(c) Is the number of personnel adequate?

{d) Are personnel health and sanitation precautions being
followed?

(e} Is appropriate clothing 'available and worn as needed?

{f) . Are any personnei ill to the extent that they have an
adverse effect on the study?

- If so, are they excluded from direct contact with test
systems and substances?

o - TSCA GLP INSPECTION CHECKLIST
WEPA : Compliance Review
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Insp.

Laboratory: Init.: Date:

FORM | — GLP COMPUANCE REVIEW (Continued)

SUBPART B — ORGANIZATION & PERSONNEL YES| NO | N/A ' REMARKS
§792.31 Testing facility management

{a) Was a study director designated for ongoing study prior
to study initiation?

{b) Has the study director been replaced?

If so, was this done promptly?

¢} Isa qualify assurance unit in place?

{d}) Are personnel, resources, facilities, equipment,
materials, and methodologies available as scheduled?

(e} Do personnei ciearly understand the functions they are
to perform?

() Have deviations in the study been communicated to the
study director, and have corrective actions been taken
and documented?

§792.33

Study director

Does the study director have adequate education, training,
and experience?

Is s/he familiar with all aspects of the study?

Does the study director understand that his/her
responsibilities include the following assurances:

{a) The protocol, including any change, is approved and
followed?

(b) All experimental data are accurately recorded and
verified?

{c} Unforeseen circumstances have been noted and
corrective actions taken and documented?

{d) Test systems are as specified in the protocoi?

{e) All GLPs are followed?

(f) All data, as required, were transferred to the archives?

§792.35

Quality Assurance Unit

{a) Was a séparate and independent QAU in place aAt the
time. of the study?

{b) Did.the QAU:

(1)  Maintain a complete copy of the master schedule
indexed by test substance? (The required elements
include the test substance, test system, nature of
study, date initiated, current status, identity of
sponsor, name of study director.)

{2) Maintain copies of protocols?

TSCA GLP INSPECTION CHECKLIST
Compliance Review
Revised 9/93
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Laboratory:

Insp.

FORM | — GLP COMPLIANCE REVIEW (Continued)

Init.:

Date:

SUBPART 8 — ORGANIZATION & PERSONNEL

YES

NO

N/A

REMARKS

§792.35(b)

{3) Perform periodic QA inspections and maintain proper

records of each inspection?

- What aspects of the ongoing study have been
inspected to this point? When?

(4}  Periodically submit to management and sfudy

director written status reports on each study, noting
. any problems and corrective actions taken?

{S) Keep dates indicating when management and the

study ditector were notified of inspection findings?

(6) Determine that no deviations were made without

proper authorization and documentation?

. {c)

Are the responsibilities and procedures, records, and
indexing methods recorded in writing?

(d)

Were these procedures available for review?

SUBPART C — FACIUTIES

YES

N/A

REMARKS

§792.41

General

Is the facility’s physical layout appropriate to the study?

Is there an appropriate degree of separation between/among
testing facilities to ensure an appropriate study environment?

§792.43

Testing system care facilities

Do the test system care facilities have:

{a)

Sufficient number of animal rooms for proper separatlon
of species and projects?

{1}  Are plants or agquatic animals housed in separate

chambers or aquaria?

{2)  Are aquatic toxicity tests isolated for individual

projects?

(b}

Sutficient number of areas to ensure isolation of studies
involving biohazardous substances, including volatile
substances, aerosols, radioactive materials, and
infectious agents?.

{c)

Separate,; isolated areas provided for the diagnosis,
treatment, and control of Iaboratory test system
diseases?

{d)

Proper provisions for handling the collection and disposal
of contaminated water, soil, other spent materials, or
animal ‘waste handled in order to minimize vermin
infestation, odors, disease hazards, ang environmental
contamination?

(e

Provisions to regulats environmental conditions (e.g.,

temperature, humidity, photopenod) as specified in the
protocoi? . .

w
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Insp.

Laboratory: ‘ Init.:
FORM | — GLP COMPUANCE REVIEW (Continued)

Date:

SUBPART C — FACILITIES YES| NO | N/A REMARKS

§792.43 () Eor marine organismsg: is there an adequate supply of
clean seawater as specified in the protocol?

~{9) Eor fresh water organisms: Is there an adequate supply
of clean water as specified in the protocol?

{h) Eor plgn;;, is there an adequate supply of soil as
specified in the protocol?

§792.45 Test system supply facﬂmes

Do the test system supply facilities have:

(a) Storage areas for feed nutrients, soils, and bedding
separate from areas where the test systems are located
and protected against infestation and contamination?

- Appropriate means for preservation of penshable
supplies?

(b) The tollowing plant facilities, as specitied in the
protocol?

(1)  Facilities for holding, culturing, and maintaining algaT
and aquatic plants?

(2)  Facilitias for plant grawth (e.g., greenhouses,
growth chambers, light banks, and fields)?

(¢} Aquatic animal test facilities, including aquaria, holding
tanks, ponds, and anciilary equipment, as specified in
the protocol?

§792.47 Facilities for handling test, control, and reference subsfancq

Are separate areas for handling test, control, and reference
substances provided, including: -

{a} To prevent contamination or mixups:

(1)  Separate arsas for receipt and storage of
substances?

{2) Separate areas for mixing substances with a carrier?

{3)  Separate storage areas for mixtures?

- Are these areas separats from those housing the
- test systems?

§792.49 Labmy operation areas

Is separate laboratory space provided to perform routine and
specialized procedurss as required by. studies?

§792.51 Specimen and data storage facilities

Is space provided for archives?

Is access to the archives limited?

a o - TSCA GLP INSPECTION CHECKLIST
EPA o

‘ Compliance Review
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Laboratory:

FORM:| — GLP COMPUANCE REV'EW {Continued)

Insp.
lnit.:

Date:

SUBPART D — EQUIPMENT

YES

NO

N/A

REMARKS .

§792.61

Equipment 4d&eign

Is equipment used in the generation of data and facility
environmental control of appropriate design and adequate
capacity to function according to protocol requirements?

Is the squipment in a suitable location for operation,
inspection, clsaning, and maintenance?

§792.63

Maintenance and calibration of equipment .

{a) Was equipment adequately inspected, maintained, and
calibrated/standardized as required?

(b} Do the SOPs adequately address the methods, materials,

and schedules to be used in the routine inspection,
cleaning, maintenances, testing, and calibration/
standardization of equipment, including action taken in
case of a malfunction?

Is a specific contact person responsible for the
performance of sach operation? :

{c) Are written records manﬁtained of all inspection,

maintenance, testing, and/or cahbratmg/standardnzatxon

operations?

- Do these records describe whether the maintenance
operations were routine and followed the SOPs?

- Are written records kept of ail non-routine repairs
performed as a result of failure or maifunction?

- Do the non-routine records document the nature of the{
defect, how and when the defect was discovered, and

the remedial action taken in response?

"« Are the records signed or initialled and daied by the
person making the entries?

SUBPART E — TESTING FACILITIES OPERATIONS

YES

NO

N/A

REMARKS

§792.81

Standard Operating Procedures
{a) Are written SOPs available and adequate?

- Are deviations from the SOP adequately documented
in the raw data?

- Are significant changes properly authorized in writing

by management?

(b) Are written SOPs available for the following:
{1) ' Test system area preparation?

{2) Test system care?

15

TSCA GLP INSPECTION CHECX1iST

Compliance Hevew
qul\cqi LR



Insp. )
Laboratory: _ Init.: ——————  Date:

Comments (Pleass refer to subpart, section, or page numbers):

£ Py TSCA GLP INSPECTION CHECKLIST
Em Data Audit Review
15 . . Revised 9.93



Insp.

Laboratory: Init.: ' Date:
FORM | — GLP COMPUANCE REVIEW (Continued)
SUBPART E — TESTING FACILITIES OPERATIONS YES{ NO | N/A REMARKS

§792.81(a (3)

Receipt, ID, storage, handling, mixing, and method
of sampling of the test, control, and reference ’
substances?

(4) Test system observations?

{5}  Laboratory or other tests?

{6} Handling of test systems found moribund or dead?

{7)  Necropsy of test systems or postmortem
examination of test systems?

{8) Collection and ID of specimens?

{9) Histopathology?

{10) Data handling, storage, and retrieval?

(11) Maintenance and calibration of equipment?

(12) Transfer, proper placement, and ID of test systems?

{c) Ares the latest revisions of relavant SOPs availabie to
each work area?

(d) Is

a historical file of SOPs and dates of revisions

maintained?

§792.83 Reagents and solutions

Are all reagents and solutions labeled to indicate identity,
concentration, storage requirements, and expiration date?

- Are all materials within expiration date?

§792.90  Animal and other test system care

(a} Are SOPs available for housing, feeding, handling, and
care.of test systems?

{b) Are newly received test systems isolated, and their
heaith status and appropriateness evaluated?

Are these svaluations performed with acceptable
veterinary or scientific methods?

(c) At the initiation of the study, were test systems {ree of
disease for the study?

It, during the study, a disease or condition developed,
wers test systems isolated? . .

- Were test systems treated for the condition in such a

manner that treatment did not interfere with the
study?

Were the diagnosis, authorization of treatment,
description of treatment, and dates of treatment
documented in the raw data?

17
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Comments {Please refer to subpart, section, or page numbers):

Insp.
Init.:

Date:
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Insp.

Laboratory: Init.: Date:
FORM | — GLP COMPLIANCE REVIEW {Continued)
SUBPART E — TESTING FACILITIES OPERATIONS YES

NO | N/A REMARKS

§792.90

{d) Waere test systems needing to be reamoved from their '

housing units adequately identified (e.g., tattoo, color
¢ode, ear tag, ear punch, etc.)?

- .WOfQ test system housing units adequately identified?

{e) Were differant spacies housed in separate rooms as
necessary?

- Were test systems of the same species used for
" different studies housed in separate rooms?

- |t the species were not housed in separate rooms, was

adequate differentiation by space and identification
made?

(1) Were plants, invertebrate animals, and aquatic
vertebrate animals used in multispecies tests, if

- housed in the same room, segregated to avoid mix-

up or cross contamination?

(f) Were cages, racks, pens, enclosures, aquaria, holding
tanks, ponds, growth chambers, and other holding,
rearing, and breeding areas, and accessory equipment
cleaned and sanitized at appropriate intervais?

(g) Were feed, soil, and water analyzed periodically for
contaminants?

- Was documentation maintained for these analyses?

(h) Was the bedding used of a type that wouid not interfere

with the conduct of the study?

- Was the beddmg changed as often as necessary?

(i) If.any pest control materials wers used, was their use

documented?

- Were pest control materiais used that wouid not
interferes with the study?

(i Were test systems acclimated to the environmentai
conditions of the test?

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES

§792.105

Test, control, and reference substance characterization

{a) Have the substances been characterized?

Test

Control | Referance

Documentation

- ldentity

Strength

" - Purity

Stability

Uniformity
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Insp.
Laboratory: Init.:
FORM | ~ GLP COMPLIANCE REVIEW (Continued)

Date:

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES YES| NO | N/A REMARKS

§792.105 - Were methods of synthesis, fabrication, or derivation
of the test, control, or reference substance
documented?

- Was the location of documentation specified?

(b} Were the solubility and/or stability of the substance
determined before the experiment start date?

{c) Did each storage container for a test, control, or
reference substance include the foilowing information:

- narﬁe, chemical abstracts service number {CAS) or
code number?

- batch number?

- expiration date, if any?

- storage conditiom‘:, it appropriate?

- Were storage containers assigned to a particular test
- substance for the duration of the study?

{d) For studies of more than 4 weeks experimental duration,
were reserve sampies from each batch of test, control,
and reference substances retained for.the period of time
provided in §792.1957?

- Where are reserve samples archived?

{e) Was the stability of the substance under the storage
conditions at the test site known for all studies?

§792.107 Test, control, and referencs substance handling
{a) Did an SOP covering handling of substances exist?
{b} Were the substances stored according to the SOP?

{c) Was distribution made so as to preciude the poss:buhty
of contamination, deterioration, or damage?

{d) Was proper ID of substances maintained throuqhout the
distribution process?

{e)} Was documentation maintained, including date and
quantity of each receipt and distribution?

§792.113 Mixtures of substances with carriers

(a) Was appropriate analytical testing performed for each
test, control, or reference substance:

{1) - To determine uniformity?

- To determine, periodically, the concenfratnon of
the test, control, or reference substance in the
mixture?

{2) To determine solubility in the mixture, if necessary?

- Was solubility testing done before the
experimental start date?

0 - ' : TSCA GLP INSPECTION CHECKLUI>,
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Insp.
Laboratory: Init.
FORM | — GLP COMPLIANCE REVIEW {Continued)

Date! —

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES YES| NO | N/A REMARKS

§792.113 {3) To determine the stability in the mixture before the
experimental start date or according to the SOP?

{b) Was the expiration date shown on the mixture container
if necessary?

{¢) Was assurance made that the vehicle did not intertere
with the integrity of the test?

SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS

'§792.120 Protocol

_{d) Does the study have an approved written protocol
indicating objectives and all methods?

- Does the protocol contain at least the following:
(1) A descriptive title and statement of purpose?

(2) Identification of the test, control, and reference
substance by name, CAS number, or code number?

(3) Name and address of both sponsor and testing
facility?

(4) Proposed experimentai start and termination dates?

{8) Justification for selection of the test system?

(6) Where applicable, the number, body weight, range,
sex, source of supply, species, strain, substram and
age of the tast system?

(7)  Procedure for identification of the test system?

{8) Description of the experimental design, including
methods for the control of bias?

{9) A description and/or identification of the:.

- diet used in the study?

- soivents, emulsifiers and/or other materials used
to solubilize or suspend ths test, control, or
referencs substancs befora mixing wzth the

carrier?
- Specifications for acceptable levels of
contaminants?
a ~ " “TSCA GLP INSPECTION CHECKLIST
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Insp.

Laboratory: init.: Date:
FORM | — GLP COMPLIANCE REVIEW (Continued)
SUBPART G — PﬁOTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS

§792.120(a) (10)

Route ot administration and reason for its choice?

{11)

Dosage ievel in appropriate units and method and

frequency of administration?

{12) Type and frequency of tests, analyses, and

measurements to be made?

(13) The records to be maintained?

{14) The date of approval of the protocol by the

sponsor?

- The dated signature of the study director?

(15)

be used?

A statement of the proposed statistical method to

{e)

Are all changes or revisions and reasons:

- dowmented?

- signed by the study director?

- dated?

maintained with the protocol?

§792.130

Conduct of a study

{a)

Was the study conducted in accordance with- the
protocol?

(b} Were the test systems monitored in conformity with the
protocol?

(e} Are specimens identified by:
- test system?
- study?
- nature of collection?
- date of collection?
- |s the specimen information either on the container or

©  accompanying the specimen descnbed in a manner
that preciudes error?

{d} If applicable, ars gross necropsy observations available
to the pathologist for the histopathological exam?
Were all data recorded promptly and legibly in ink?

{e)

- Were all data entries (non-automated) signed (or -

initialed) and dated on the day of entry?

25

TSCA GLP INSPECTION CHECKi ., T
Compliance Review
' Rewvised 1 13


https://Re~,s.ed

Laboratory:

Comments {Please refer to subpart, section, or page numbers):

Insp.

init.! e———— Date:

26

TSCA GLP INSPECTION CHECKLIST
Data Audit Review
Revised 9.83



Insp.
Laboratory: lnit.: —————_  Date:
FORM | — GLP COMPLIANCE REVIEW (Continued)

SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS
§792.30(F)

Were changes in entries made 50 as not to obscure
the original entry?

- Were reasons Qiven for changes?

- Were changes identified and dated?

For automated data, was the individual responsibie for
direct data input identified at the time of data input?

§792.135 Physical and chemical characterizations studies

(a) Were all provisions of the GLP standards applied to
physical and chemical characterization studies designed
to determine stability, solubility, octanol .water partition
coetficient, volatility, and persistence of test, control, or
reference substances?

§792.190 Storage and retrieval of records and data

(b} Do archives exist for orderly storage and expedient
retrieval of all raw data, documentation, protocols,
specimens, and interim and final reports?

- Are the conditions of the storage area appropriate to
minimize deterioration in accordance with the time
period of their ratention and the nature of the
documents or specimens?

(¢} Is an individual responsible for the archives?

'(d) Is it specified that only authorized personnel have acces.
to the archives?

(e} 1s the material retained in the archives indexed for rapid
retrigval?

A | : TSCA GLP INSPECTION CHECKLIST
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Laboratory:

Commem: (Pleass refer to subpart, section, or page numbers):

Insp.

Init.: —eee— Date:
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Laboratory:

PART Il — GLP DATA AUDIT REVIEW

Insp.
Init.:

Date:

4FORM Il — DATA AUDIT REVIEW

Please complete this form for gach data audit’selected.

Study selected for review:

Test substance:
Study title:
Lab ID No.:

" Sponsor (name -and address):

Study director:
Study initiation date:
Study completion dats:

Aspect of the study audited:

SUBPART A — GENERAL PROVISIONS

YES

NO | N/A REMARKS

©§792.10 Applicability to study performed under grant and contract
-Was the laboratory, contractor, or grantee informed that
their services must be conducted in compliance with 40
. CFR Part 7927 .
§792.12 Compliancs statement

(a) Was a compliance statement signed by the'applicant?
. the sponsor?
the study director?

(b) Was the compliance statement completed and

submitted with the study report?

(c) Did the compiiance statement include any statement of

differencas from the GLP reguiations?

o
|
>
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Insp.

Laboratory: init.: Date: @ —
FORM il — DATA AUDIT REVIEW (Continued)
SUBPART B — ORGANIZATION & PERSONNEL YES| NO | N/A REMARKS
§792.29 Personnel
(a) Were training, education, and experienca adequate?
{b} Waere training and experienca records available?
. (c) Was the number of personnel adequate?
§792.31 Testing facility management
{a) Was a study director designated prior to study. initiation?
{b) Was the study director repiaced during the course of the
" study? .
If so, was this done promptly?
{c} Was a quality assurancs unit in placa?
(d) Ara personnel, rasources, facilities, equipment,
materials, and methodologies available for inspection?
{e) Were deviations in the study communicated to the study
director and corrective actions taken and documented?
§792.33 Study director
Did the study director have adequate education, training, and
experiencs?
Did the study director. understand that his/her responsibilities
inciuded the following assurances:
{al The protocol, inciuding any change, was approved and
followed?
{b} AIll experimental data were accurately recorded and
verified?
{c} Unforeseen circumstances were noted and corrective
action takan and documented?
{d) Test systems wers as spe-ified in the protocol? |
(e} All GLPs were foliowed?
(f) All required data was transferred to the archives?
§782.25  Cuality Assurancs Unit
(al Was a separata and incegendent CAU in placa at the
time of the study?
2 TSCA CGLP INSPECTICN CHECKLIST
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. ) Insp.
Laboratory: i Init.! —__ Date:
FORM Il — DATA AUDIT REVIEW (Continued)

SUBPART B — OHGANIZATION‘& PERSONNEL YES| NO | N/A REMARKS
§792.35 (b} Did the QAU:

(1)  Maintain a complets copy of the master schedule
indexed by test substance? (The required elements
include the test substance, test system, natura of
study, date initiated, current status, identity of
sponsor, name of study director.)

(2) Maintain copiss of protocois?

(3) Perform pericdic QA inspections and maintain proper
records of each inspection? .

(4)  Periodically submit to management and: study '
. director written status reports on each study, noting -
any problems and corrective actions taken?

(5) Keep dates indicating when management and the
study director were notified of inspection tindings?:

(6) Determine that no deviations were made without
proper authorization and documentation?

{c}) Are tha responsibilities and procadures, records, and
indexing mathods recorded in writing?:

{d} Waere these procedures available for review?
SUBPART C — FACILITIES : YES| NO | N/A REMARKS

1792.51 Specimen and data storage facilities
Is space provided for archives?

Is access to the archives limited?
SUBPART D — EdUlPMEN:I' {YSS] NO | N/A REMARKS
§792.61. . Equipment design

Was the equipment used in the generation of data and
facility environmental control appropriately designed and of

. adequate capacity to function according to protocol
requirements?

§7392.83 Maintenancs and calibration of equipment

(al Was equipment adequately inspeczed, maintained, and
calibrated/standardized as required?

(Rl Did the SOPs acequately address the methocs,
materials, and schedules to be used in routine
inspection, cleaning, maintenance, testing, and
caiibration/standardization ot equipment, including action
taken in case of a3 malfuncton?

(e} Were writtan recards maintained of all inscectieon,
. maintepancs, testing, and/or calibrating/stancarcization ) ‘
operations? ) . .
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Insp.
Laboratory: : Init.! ———— . Date:
FORM Il — DATA AUDIT REVIEW (Continued) |

SUBPART D — EQUIPMENT YES| NO { NVA REMARKS

§792.63(c) - Did these records describe whether the maintenance
operations wers routine and followed the SOPs?

- Were written records kept of ali non-routine repairs
performed as a result of failure or malfunction?

- Did‘ the non-routine records document the nature of
the defect, how and when the defect was discovered,
and the remediai action taken in response?

- Were the records signed or initialled and dated by the
person making the entries?

SUBPART E — TESTING FACILITIES OPERATIONS YES| NO | N/A REMARKS

§792.81 Standard Operating Procedures

(a) Were written SOPs in place during the study adequate
and available for review?

< Are deviations from the SOP adequately documented
in the raw data?

- Waere all significant changes properly authorized in
writing by management?

(b) Were written SOPs available for the following:
(1)° Test system area preparation?

(2) Test system care?

(3) Receipt, ID, storage, handling, mixing, and method
of sampling of the test, control, and reference
substances?

{4) Taest system observations?

{S) Laboratory or other tests?

{6) Handling of test systems found moribund or dead?

(7} Necropsy of test systems or postmortem -
examination of test systems?

{8) Collection and ID of specimens?

{9) Histopathology?

{10} Data handling, storage, and retrieval?

(11) Maintenance and calibration of equipment?

{12) Transter, proper placement, and ID of test systems?

{c) Is a historical file of SOPs and dates of revisions
maintained? ’

o A TSCA GLP INSPECTICN (11 (X
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Insp.

Laboratory: . Init.: Date:
FORM Il — DATA AUDIT REVIEW (Continued)
SUBPART E — TESTING FACILITIES OPERATIONS YES| NO | N/A REMARKS

§792.83 Reagents and solutions
Are records for reagents and solutions avallablé that would
-indicate identity, concentration, storage requirements, and
expiration date?

§792.30 Animal and other test system care

(a} Were SOPs for housing, feeding, handling, and care of v

test systems available?

{b} At the initiation of the study, were test systems tree of
disease and appropriate for the study?

- If test systems developed a disease or condition during
the study, were test systems isolated?

- Were test systems treated for the condition in such a
manner that treatment did not interfere with the
study?

- Were the diagnosis, authorization of treatment,
description of treatment, and dates of treatment
documented in the raw data?

{c) Were test systems needing to be removed from their
housing units adequately identified (e.g., tattoo, color
code, ear tag, ear punch, etc.)?

- Were test system housing units adequately identified?

{d) Were different species housed in separats rooms as
necessary?

- Were test systems of the same species, used for
different studies, housed in separate rooms?

- If the sbecies were not housed in separate rooms, was
adequate ditfersntiation by space and identification
- made?

{1)  Were plants, invertebrate animals, and aquatic
vertebrate animals used in multispecies tests, if
housed in the same room, segregated to avoid mix-
up or cross contamination?

(e) Are records available indicating whether cages, racks,
pens, enclosures, aquaria, hoilding tanks, ponds, growth
chambers, and other holding, rearing, and breeding
areas, and accessory equipment were cleaned and
sanftized at appropriate intervals?

{f) Were feed, soil, and water analyzed penodically for
contaminants?

- Was documentation maintained for these analyses?

{g) Was the bedding used of a type that would not interfere
with the conduct of the study?

- Was the beddiho changed as ofien as necessary? .
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Laboratory: -
FORM Il — DATA AUDIT REVIEW (Continued)-

insp.

Init.:

Date:

SUBPART E — TESTING FACILITIES OPERATIONS

YES

NO | N/A

" REMARKS

§792.90

{h} it any pest control materiails were used, was their use
documented?

Were pest control materials used that would not
interfere with the study?

{i)

Wers test systems acclimated to the environmental
conditions of the test?

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES

'§792.105

Test, control, and referencs substance characterization

(a) Were the substances characterized? Test

Control | Reference| Documentation

- ldentity

Strength

- Purity

- 'Stability

Uniformity

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES

YES

NO | N/A

REMARKS

§792.105(a)

Were methods of synthaesis, fabrication, or derivation
of the test, control, or reference substance
documented and the location specified?

Was the location of documentation specified?

(b) Were the solubility and/or stability of the test substance
determined before the experiment start date?

(c)

Did each storage container for a test, control, or
reference substance include the following information:

. name, chemical abstracts service number (CAS) or

code number?

batch number?

expiration date, if any?

storage conditions, if appropriate? '

Wers storage containers assigned to a particular test
substance for the duration of the study?

(d)

For studies of more than 4 weeks experimental duration,
were reserve samples from each batch of test, control,
and referencs substances retained for the period of time
provided in §792.195?

Where are reserve samples archived? '

{e)

Was the stability of the substance under the storage

conditions at the test site known for all studjes?

B

EPA
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. Insp.
Laboratory: lnit.:
FORM Il — DATA AUDIT REVIEW (Connnued)

Date: o

SUBPART F — TEST, CONTROL, AND REFERENCE SUBSTANCES YES| NO | NVA REMARKS
§792.107 Test, control, and reference substance handling
(a} Did an SOP covering handling of substances exist?

{b) Were the substances stored according to the SOP?

{¢) Was distribution made so as to preciude the possibility
ot contamination, deterioration, or damage? .

~ (d) Was proper ID of substances maintained throughout the
: distribution process?

{e) Was documentation maintained, including date and
quantity of each receipt and dnstnbunon?

5792,1 13 Mixtures of substances with carriers

(a) Was appropriate analytical testing performed for each
test, control, or referencs substance:

{1} -To determine uniformity? - -

~ To determine, pariodically, the cancentration of
the tast, control, or reference substance in the
© mixture? ) ‘

{2} To determine solubility in the mixture, if necessary?

- Was solubnhty testing done before the
experimental start date?

(3} To determine the stability in the mixture before the
experimental start date or according to the SOP?

— {b) Was the expiration dats shown on the mixture container,

if necessary?
o {c) Was assurance made that the vehicle did not interfere
. with the integrity of the test?
-.SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS

§792.120 Protocol

{d} Did the study have an approved written protocol
indicating objectives and all methods?

- Did each protocol contain at least the following:
{1) A descriptive titls and statement of purpose?

(2) Identification of the test, control, and reference
substancs by nams, CAS number, or code number?

(3) Name and address of both sponsor and testing
- tacility? .

0 ma TSCA GLP INSPECTION CHECKLIST
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Insp.

Laboratory: nit.: Date:
FORM Il — DATA AUDIT REVIEW (Continued)
SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO | N/A REMARKS

§792.120(a) (4)

Proposed experimental start and termination dates?

{8}  Justification for selection of the test system?

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

{7)  Procedure for identification of the test system?

{8) Description of the experimental design, including
methods for the controi of bias?

(9) A description and/or identification of the:

- diet used in the study?

- solvents, emulsifiers and/or other materials used td
solubilize or suspend the test, control, or referenc%
substance before mixing with the carrier?

- specifications for acceptable levels of -
contaminants? ' _

{10}  Routs of administration and reason for its choice?

(11) Dosage level in appropriate units and method and
frequency of administration?

{12) Type and frequency of tests, analyses, and
measurements to be made?

(13) The records to be maintained?

{14)  The date of approval of the protocol by the
sponsor?
- The dated signature of the study director? -

{15) A statement of the proposed statistical method to

be used?

(el Were all changes or revisions and reasons:

documented?

signed by the studeiractor?

dated?

maintained with the protocol?

§792.130 Conduct of a study
. (a) Was the study conducted in accordance with the

pr

otocol?
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Insp.
Laboratory: A init,: ————— . Date:
FORM Il — DATA AUDIT REVIEW {Continued)

SUBPART G — PROTOCOL FOR AND CONDUCT OF A STUDY YES| NO [ N/A REMARKS
§792.130 (b} Were the test systems monitored in conformity with the
protocol?

{c) Were the specimens identified by:
- test system?

- study?

- nature of collection?

- date of collection?

- Was the specimen information sither on the container
or accompanying the specimen described in @ manner
that preciudes error?

{d} If applicable, were the gross necropsy observations
available to the pathologist for the histopathological
exam? :

{e) Were ail data recorded promptly and legibly in ink?

- Were all data entries {non-automated) signed (or
initialed) and dated on the day of entry?

- Were changes in entries made $o as not to obscure th
original entry?

- Were reasons given for changes?

- Were changes identified and dated?

- For automated data, was the individual responsible for
direct data input identified at the time of data input?

§792.135 Physical and chemical characterizations studies

(a) Wers all provisions of the GLP standards applied to
physical and chemical characterization studies designed
to determine stability, solubility, octanol water partition
coefficient, volatility, and persistence of test, control, or
referencs substances?

SUBPART J — RECORDS AND REPORTS : YES| NO | N/A REMARKS
§792.185 Reporting of study results '

{a) Was a final report prepared to contain at least the
following?

{1) Name and address of the facility performing the
study? '

- the dates on which the study was initiated,
completed, terminated, or discontinued?

SEP o | 'TSCA GLP INSPECTION CHECKL (ST
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Insp.

Laboratory: Init.: — Date:
FORM Il — DATA AUDIT REVIEW (Continued)
SUBPART J — RECORDS AND REPORTS YES| NO | N/A REMARKS

§792.185(a) (2)

The objectives and procedures as stated in the
approved protocoi?

(3)

The statistical methods employed?

(4)

The test, control, and reference substance identified
by name, CAS number or code number, strength,
purity, and compaosition?

{5)

Stability and, if needed, solubility, of the substances
under conditions of administration?

(6)

A description of the methods used?

{7)

A description of the test system used?

- Where applicable, the number of animals or other J
test systems used, sex, body weight range, sourc
of supply, species, strain and substrain, age, and

(8) -

procedures used for 1D?

A description of the dosage, dosage regimen, route
of administration, and duration?

(9)

A description of all of the circumstances that may
have affected the quality or integrity of the data?

(10)

The name of the study director?

- The names of other scientists, professionals, and
supervisory personnel?

(11)

A description of the transformations, calculations, or
operations performed on the data?

- A summary and analysis of the data?

- A statement of conclusions drawn from the data?

o {12)

Signed and dated reports of each of the individual
scientists or other professionals involved in the
study, including each person who conducted an
analysis or evaluation of data or specimens?

(13)

The locations where all specimens, raw data, and
the final report are to be stored?

(14)

A QAU statement prepared and signéd as specified
in §792.35(b)(7)?

{b) Was the final report signed and dated by the study
director?

{¢) Were corrections or additions to the final report in the

form of an amendment by.the study director? -
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Laboratory: Init.: Date:
FORM Il — DATA AUDIT REVIEW (Com:mued)
'SUBPART J — RECORDS AND REPORTS YES| NO | N/A

REMARKS

§792.185(c)

- Were the amendments ciearly identified with:
- reasons for change?

- date?

- signature of person responsible?

{d)

Is a copy of the final report with amendments
maintained by the sponsor and the test facility?

'§792.190 Storage and retrieval of records and data

. (a)

Where are the raw data for the study archived in
compliance with this section?

bl

Were all raw data, documentation, records, protocols,
specimens, and final reports retained which were
generated as a resuit of a study?

- Were ail correspondence and other documents rélating
to interpretation and evaluation of data, other than
those contained in the final report, retained? )

{c) Are archives provided for orderly storage and expedient
retrieval of all raw data, documentation, protocols,
specimens, and interim and final reports?

- Are the conditions of the storage area appropriate to
minimize detarioration in accordance with the time
period of their retention angd the nature of the
documents or specimens?

{d) Is an individual responsible for the archives?

(e) Isit specified that only authonzed personnel have acces&

to the archives?

(f)

Is the material retained in the archuves indexed for rapid
retrieval?

§792.195 Retention of records

(b)

(1) Were records retained for at least ten years

following the effective date of an apphcable final
test ruie?

(2) Did the sponsor negotiate a testing agreement?

- If Yes, were the data retained for at least ten years
following the publication date of the acceptance of
the negotiated agreement?

{3) In the case of testing submitted. under TSCA Section

5, wers records retained for at least five years

following submission to EPA?
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Laboratory: Init.:
FORM R — DATA AUDIT REVIEW [Continued)

Date! ce—

SUBPART J — RECORDS AND REPORTS YES| NO | N/A REMARKS

§792.135 (d) Are wet specimeng, samples of test, control, or
v reference substances, and specially prepared material
-’ that are reiatively fragile and differ markediy in stability
and quality during storage retained only as long as the °
quality of the preparation affords evaluation?

{8) Were the master schedule sheet, copies of protocols,
and records of quality assurance inspections, as required
by 792.35(c}, maintained by the QAU as an easily-
accessible system of records for the period of time
specified in questions 1 or 2 of this section?

(f} Were provisions in placs to retain summaries of training,
experience, and job descriptions, required to be :
maintained by 792.29(b), as well as all other testing
tacility employment records for the length of time
specified in questions 1 or 2 of this section?

(g} Were provisions in place to retain records and reports of
the maintenance, calibration, and inspection of
equipment, as required by 792.63(b) and (c), for the
length of time specified in questions 1 or 2 of this
section?

{h) Were provisions in place to retain records required by
this part either as original records or as true copies such
as photocopies, microfilm, microfiche, or other accurate
reproductions of the original records?
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