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1. PURPOSE

To provi de gui dance and standard procedure for conducti ng pat hol ogy data
and specinmen audits of acute, subchronic, and chronic toxicology and
carcinogenicity studies submtted to the Environnmental Protection Agency
(EPA) under conpliance of the GLP Standards (40 CFR Part 160 [FI FRA] and 40
CFR Part 792 [TSCA]).

2. SCOPE

This standard operating procedure (SOP) will be used when conducti ng
pat hol ogy data and specinen audits to ensure that applicable study records
are fully reflected in the final report submtted to the EPA. The scope of
this SOP entails verification of the data integrity and reconstruction of the
study. Adherence to this SOP wll also ensure proper docunentation and
presentation of the audit observations.

3. OUTLI NE OF PROCEDURES

1 Pre- Audit Preparation
! Conduct of the Data Audit

1 Facility Wal k- Thr ough

4. REFERENCES

4.1 EPA OPPTS Test GQuidelines Series 870: Health Effects Test
GQuidelines, US. Environnental Protection Agency, Ofice of
Prevention, Pesticides and Toxic Substances (OPPTS), Wshi ngton,
D. C

4.2 Standard Eval uation Procedures, Hazard Eval uati on D vi si on, OPP,
Washi ngt on, DC
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AUDI T PROCEDURES
5.1 PRE- AUDI T PREPARATI ON
The protocol and the final report submtted to EPA wll be

reviewed. The accuracy of the calculations for the incidence of
neopl asti ¢ and non-neopl astic |l esions will be checked and any devi ati ons
fromthe study protocol will be noted. The final report is supposed to
be a true reflection of the original study records. This fact needs to
be verified during the audit. A checklist (Attachnment 1) may be prepared
showi ng the data and specinmens to be reviewed during the audit based
upon the type, nature, duration, and conplexity of the study. A nunber

of animals, paraneters, and data points wll be selected for
| ongi tudi nal evaluation and/or verification of the raw data. Any
guestions arising fromthe review of the final report wll be pursued
during the audit. A mechanism will be set up to keep track of the

materials to be collected for supporting the audit observations.

5.2 CONDUCT OF THE DATA AUDI T

5.2.1 General Procedure

The docunentation and records pertaining to the study will be
revi ewed.

The | aboratory procedures will be reviewed to assess adherence
to the GLP standards as necessary. Any audit observations will be
di scussed with the Lead Inspector before discussing wth the
facility staff nenber(s) responsible for the particular itens
under scrutiny. The facility staff will be provided adequate tine
to respond, and the nane and title of the specific individua
responding as well as the response given for each question raised
wi |l be recorded.

To support the audit observations, all necessary evidence w ||
be col |l ected, docunented, and coll ated according to the guidelines
in SOP No. GLP-S-02.

5.2.2 Dat a and Records Audit

The auditor wll check the study records for their
conpl et eness, accuracy, and consistency in the raw and cal cul at ed
experinmental data, as well as | abeling, preservation and storage of
speci nens. Adherence to the study performance requirenents
specified in the protocol and conpliance with the applicabl e SOPs
and G.Ps wi |l be checked. Watch for consistency in recording. Look
for altered data, omtted data, or manufactured data. Collect al
evi dences to support your observations in the audit report. For
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pat hol ogi cal eval uati on of toxicol ogy and carci nogenicity studies,
it is essential to record and keep track of the sequence of events
in order to derive a neani ngful conclusion, for exanple:

- The correlation of the necropsy observations with the
clinical observations as well as the m cr oscopi c
di agnoses is essential for assessnent of the data trai
and accountability of the tissues, especially the target
or gans,

- Wet tissue evaluation during the audit wll be conducted
under an exhaust hood to prevent formalin inhalation In
addition, the auditor will wear the proper safety attire,

- Particular attention will be paid to the identifiers,
untri mred potential | esions, preservation of the tissues,
and the presence of residual tissues. The untrimed
potential Ilesions wll be described and recorded
consistently as audit observations. If it is necessary to
examne the hidden part of the lesion, the study
pat hol ogi st or ot her appropriate pathol ogy enpl oyee wi ||
be requested to open it,

- Simlarly, block and slide nmatching di screpancies will be
recorded. It will be a standing policy that the auditor

wi |l never have nore than one container of wet tissues
open at any given tine to avoid any possible m x-up of
tissues. The auditor wll describe the untrimed
potential lesion(s), if any, but will not cut or open the
tissues,

- The slides wll be grossly examned for inventory,
cleanliness, |labeling, ©properly sectioning of the

tissues, artifacts, preservation, and matching with the
properly | abel ed and preserved tissue bl ocks,

- Hi stologically, the slides will be exam ned for quality
of the staining; presence of |esions observed during
post nortem adequacy of the tissue conponents and their
t hi ckness; presence of extraneous material, debris, or
ai r bubbl es; and verification of the study pathologist's
di agnoses and term nol ogy used for the |esions.

The follow ng general items will be audited:

- St udy protocol including nodifications and anendnents -
The protocol will be checked to ensure that it contains
all essential elenents applicable to a particular study
(e.g., Dosed feed, gavage, skin pain, necropsy and
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hi st ol ogy techni ques, etc.). Failure to have a protocol
is citable under 40 CFR 160. 120,

Special attention should be paid to incident reports,
correspondence, phone conversations, and work perforned
by subcontractors or consultants, if any,

Equi prent operation - Pertinent SOPs and the calibration
and maintenance records for the equipnent: weighing
bal ance used for organ weights, euthanasia apparatus,
m crotone, tissue processing unit maintenance of water
bath and tissue enbedding station tenperatures, etc.
used to conduct the study will be revi ewed,

Data recording and analysis - The original raw data w ||
be reviewed for test start and conpletion dates,
legibility, entries in indelible ink, corrections,
om ssi ons, and conpl etion of records i ncl udi ng eval uati on
of recut or rewet cut tissues. Ten percent of any
statistical and/or mathematical cal cul ati ons, or nore as
tinme allows or if the error rate is high, wll be
verified. Al itens nerit particular attention when
preprinted work sheets are used by the technical staff,

St andard operating procedures - Al study specific SOPs

(e.g., infusion of lungs, flash freezing in liquid
nitrogen, serial sectioning, organ weights clinical
pat hol ogy evaluations, etc.) wll be evaluated for

adequat e content, review, and distribution as well as for
their conpliance during the conduct of the studies to be
audited. It will be verified if SOPs exist for each
function or paraneter and are reviewed annually for
nodi fication. QA approvals initiation dates, and dates of
revision, particularly for SOPs that were introduced
during the conduct of the studies being audited, will be
checked. In these cases, the applicable archived SOPs
covering the entire duration of the studies wll be
requested and the records evaluated. Failure to maintain
SOPs is citabl e under 40 CFR 160. 81 and failure to foll ow
| aboratory SOPs without docunentation in the rawdata is
citabl e under 40 CFR 160.81(a),

Final report - The final report will be conpared with the
study records to validate the information presented
(itncluding calculations) and to confirm the study
initiation and conpletion dates, study nmethods, results
and conclusions, and any protocol deviations and/or
anendnents. It wll be verified that any unusua
circunstances or results along with their inpact on the
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study out cone have been adequately expl ained in the final
report including the inplenentation of corrective
nmeasures, if any. The signed and dated QA statenent, G.P
conpliance statenment, and the study director's dated
signature will be checked and their failure is citable
under FIFRA codes §8160.35, 8160.12, and §8160.185
respectively.

CGenerally the auditor should pay particular attention to the

fol |l ow ng:

a. The vol une of tissue taken fromeach organ desi gnated for
hi st opat hol ogi ¢ eval uati on nust be the sanme in all study
groups (I ncreased volunes of tissues in certain animals
groups may produce fal se positives/negatives),

b. Gaps in the data trail or mssing a study record or
docunent ,

C. Erasure marks, white-out or crossed-out data masking the
original entries with or w thout data,

d. Any change in the witing style or in the ink color of
the data collected during the sane day may suggest
del ayed entry or fraudul ent data,

e. Any break in the nunbering systemof the pages or a sign

of possible replacenent of the original data pages,.

5.3 FACLITY WALK- THROUCGH

At the time of necropsy, the necropsy technicians need to have the
clinical observations available for each aninmal. Simlarly, the histology
staff and study pat hol ogi st need to have t he necropsy observations avail abl e.

The facility inspection should include a review of the followng itens:

Space, equipnent, processing, evaluation, and storage of
ti ssues. To ensure adequacy for proper conduct of the study,
t he applicabl e equi prrent wi Il be i nspected for availability of
specinen jars, necropsy tools, preservatives and norma
sal i ne.

The facilities wll be observed for appropriate tissue
col l ection, preservation, eval uati on, | abel |1 ng,
accountability, storage, and disposal space. The applicable
cali bration, maintenance, and inspection records wll be

reviewed for equipnent such as tissue processors, hoods,
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freezers, water baths, refrigerators, scales, mcroscopes,
water purifiers (stills, de-ionizers), stainers, etc. It
necropsies are scheduled during the audit period, it is
advi sabl e to observe the entire necropsy procedure. Simlarly,
ti ssue sectioning should be evaluated in the histology |ab
i ncludi ng functioning of the tissue processor and m crotone.

1 The collection and processing of the protocol specified
tissues will be verified for the on-going study. Al so,
expiration dates on various reagents will be checked.

1 The archives will be inspected for proper preservation and

archiving the wet tissues, blocks,

/s/

/s/

/s/
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Approved by: Rick Col bert Dat e
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O fice of Enforcenent and Conpliance Assurance
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Attachnment 1

List of records to be reviewed during the audit of Pathol ogy study records.

| TEM RECORDS CHECKED COVMENTS
NUVBER
YES NO
1 Study protocol, anendnments and devi ations
2 The applicabl e SOPs
3 Final and interimreports
4 Ani mal identification
5 Target organ |i st
6 Cinical observation records
7 Morbidity and nortality records
8 I nci dent reports
9 Ani mal term nation and unschedul ed death
records
10 Necr opsy records
11 Resi dual wet tissue inventory records
12 Ti ssue bl ock and slide inventory records
13 M croscopi ¢ pat hol ogy records
14 Statistical analysis

15 Correspondence file
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