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1. PURPOSE

To provi de gui dance and a standard procedure for conducting data audits
of reproductive/devel opnental toxicology studies to be submtted to the
Envi ronnental Protection Agency (EPA), under 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 conducting
reproductive/ devel opnmental toxicology data audits to ensure that applicable
study records are fully reflected in the final report. The scope of this SOP
entails verification of the data integrity and reconstruction of the study.
Adherence to this SOP will al so ensure proper docunentation and presentation
of the audit observations.

3. OUTLI NE OF PROCEDURES

Pre-audit Preparation
Conduct of the Data Audit
I Facility Wal k-through

4. REFERENCES

4.1 EPA OPPTS Test Cuidelines Series 870: Health Effects, U S.
Envi ronnmental Protection Agency, Ofice of Prevention, Pesticides
and Toxi c Substances (OPPTS), Washington, D.C
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AUDI T PROCEDURES

5.1 PRE-AUDI T PREPARATI ON

The study final report is supposed to be a true reflection of the
original study records. This fact needs to be verified during the audit.
A copy of the final report submtted to the EPA w Il be reviewed by the
auditor to beconme famliar with the study design and scope of

experinmentation. The accuracy of the calculations will be checked and
any deviations from the study protocol, or other contractua
requirenents will be noted.

A sanple of itens/docunents to be reviewed is given in Attachnent
1. A mechanism will be set up to keep track of the materials to be
coll ected for supporting the audit observations.

5.2 CONDUCT OF THE DATA AUDI T

5.2.1 General Procedure

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

The | aboratory procedures will be reviewed to assess their
adherence to the G.P standards as necessary. The facility staff
w Il be provided adequate tinme to respond, and the nane and title
of the specific individual responding as well as the response given
for each question raised wll 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. GP-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 ated
experinental data, as well as |abeling, preservation, and storage
of specinens. Adherence to the study performance requirenents
specified in the protocol and conpliance with the applicable SOPS
and G.Ps w |l also be checked. Special attention will be paid to
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i nci dent reports, correspondence, and work perforned by
subcontractors and consultants, if any. Watch for the consistency
in record keeping practices. Look for altered data, omtted data,
or manufactured data. During the course of the audit if any kind of
suspi cion about the integrity of data arises, gather all relevant
supportive evidences to justify the wvalidity of your audit
observations. For reproductive/devel opnental toxicol ogy studies,
it is essential to record and keep track of the sequence of events
to derive a neaningful conclusion. The followng itens are
significant conponents of these studies:

S correspondence and phone communication relating to the
conduct of the study and the protocol,

S the dates of dosing, mating, and delivery,
S the gestation index,
S the nunber of offsprings per litter,

S the viability and condition of the offspring and not her at
various intervals,

S the lactation index,

S the physical, visceral, and skel etal abnormalities observed
in the pups delivered naturally or through Cesarian
sect i oni ng,

S the fertility index of the F, and F, generations, and

S the weight gain or |oss patterns.

Subsequent verification of this information requires adequate
identification, preservation, and dates of collection of the

data and specinens. The followng general items wll be
audi t ed:

1 Study protocol including nodifications and anendnents.
The protocol will be checked to ensure that it contains al

the essential infornmation contained in 40 CFR 160. 120.
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1 Test substance - The source, identification, receipt,
storage, distribution, tracking, preparation in accordance
with the study requirenents, disposal of the surplus test
substance, and the rel ated correspondence between t he sponsor
and facility staff will be revi ened.

1 Test system - The information pertaining to animnal
supplier, shipping receipt, quarantine, release to the study,
i dentification, body weight, random zation to vari ous groups,
housi ng, ani mal husbandry and care procedures, dose
preparations, dosage admnistration, clinical observations,
sanple collection, serology, noribundity, nortality, and
di sposition will be revi ewed.

1 The adequacy of the procedures for health and safety,
feeding, watering, maintaining the environnental conditions,
sanitation, pest and biohazard control, and the quality
control steps, where applicable, will be determ ned.

I Data recording and analysis - The original raw data for
test start and conpletion dates, legibility, entries in
indelible ink, corrections, omssions, and conpletion of
record book pages will be reviewed. The presence of adequate
positive and/or negative control data as well as vehicle

control data in accordance wth study requirenments wll be
checked. Statistical and/or mathematical cal culations will be
verified. Al itenms nmerit particular attention when

pre-printed work sheets are used by the technical staff.

I Standard operating procedures - Al studies specific SOPs
(e.g., animal mating, determ nation of the of fspring survival
index etc.) wll be evaluated for adequate content, review,
and distribution as well as to their adherence during the
conduct of the studies to be audited. SOPs will be verified
for each procedure or paraneter. Docunentation of regular
review and appropriate nodifications and QA approval wll be
exam ned. Study initiation dates, and dates of SOP revisions
for the audited studies will be checked and conpared wth
i npl enentation dates contained in the raw data. Failure to
mai ntain SOPs is citeable under 40 CFR 160.81 and failure to
foll ow | aboratory SOPs without docunentation in the raw data
is citeable under 40 CFR 160.81(a).
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CGeneral ly,

' Final report - The final report will be conpared agai nst
the study records to validate the information presented
(it ncluding calculations) and to confirmthe study initiation
and conpl etion dates, study nmethods, results and concl usi ons,
and protocol deviations and/or amendnents. It will be verified
t hat any unusual circunstances or results, along with their
i npact on the study out cone, have been adequately expl ained in
the final report including the inplenentation of corrective
measures, if any. The signed and dated QA statenent, G.P
conpliance statenent, and the study director's dated signature
will be checked and their failure is citeable under 40 CFR
160. 35, 160.12, and 160. 185 respectively.

the auditor should pay close attention to the foll ow ng:
a. Renoving the animals fromthe study wi thout justification,
b. Replacing mssing or accidentally killed animals,

c. Changing the random zation of the animls wthout
legitimate reason or expl anati on,

d. Continuing the experinent in spite of a noticed m x-up
between the test systenms or test chem cal applications,

e. Excessive nortality w thout proper docunentation |eaving
insufficient nunber of aninmals to draw a valid concl usi on of
study results,

f. Gap in the data trail or mssing a study record or
docunent

g. Using off-the-range preparation to dose the test systens
wi t hout proper docunentation of the deviation or action taken,

h. Erasure nmarks, white-out or crossed out data nasking the
original entries with or without superinposed dat a,

i. Any change in the witing style or in the ink color of the
data recorded during the sane day by the sane individual my
suggest del ayed entry or fraudul ent data,
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j. Any break in the nunbering systemof the pages or a sign of
possi bl e repl acenent of the original data page(s).

St udy personnel should be interviewed to reconstruct the conduct of
the study and to determne the significance of the above
observation(s).

5.3 FACLITY WALK- THROUGH

The wal k-t hrough shoul d be used as a tool for reconstruction of the
studies being audited. Areas for special attention should include:

I Space, equipnent, and test material repositories To ensure
adequacy for proper conduct of the reproduction/devel opnental
t oxi col ogy study, the applicable equipment and facilities wll be
i nspected for test substance/reagent receipt, |abeling, weighing,
preparation, accountability, storage, and disposal; proper data
col l ection: and health and safety provisions. Appl i cabl e
cal i bration, nmaintenance, and inspection records will be revi ewed
for equipnment such as lamnar flow and chem cal hoods, ovens,
freezers, water baths, refrigerators, autoclaves, m croscopes,
wat er purifiers (stills, de-ionizers), pHneters, ultracentrifuges,
and bal ances.

/sl 06/01/99
Revi ewed by: Robert Cypher Dat e
Compl i ance O ficer/ Toxi col ogi st

/sl 06/01/99
Approved by: Francisca E. Liem Dat e
Chi ef, Laboratory Data Integrity Branch

/sl 06/ 09/ 99
Approved by: Rick Col bert Dat e
Director, Agriculture and Ecosystem Divi sion

U.S. Environnental Protection Agency

O fice of Enforcenent and Conpliance Assurance

O fice of Conpliance
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ATTACHVENT 1
Li st of records to be reviewed during the audit of t he
reproducti ve/ devel opnent al toxicol ogy study records:
| TEM # RECORDS CHECKED COVMENTS
YES NO
1 Study protocol, anendnents, and devi ations
2 The applicabl e SOPs
3 Ani mal receipt (species, strain, sex,
nurmber and date receipt)
4 Housi ng of the animals
5 Ani mal room sanitation
6 Cage and rack sanitation
7 Cage rotation
8 Animal identification
9 Ani mal room environnental conditions (air
changes, tenmperature, relative humdity,
and phot o- peri od)
10 Feed receipts and storage conditions
11 Vermin control
12 Test chemical information records
13 Dose cal cul ati on and preparation records
14 Body wei ght records
15 Dosi ng records
16 Mating and delivery records
17 Gestation index records
18 Litter records
19 Clinical observation records of the
mot hers and of f springs
20 Lactation index records
21 Fertility records
22 Morbidity and nortality records
23 Ser ol ogy records
24 Correspondence Files
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