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1. PURPOSE

This Standard Operating Procedure (SOP) has been devel oped to provide
gui dance in auditing Human Patch Studies submtted to EPA regul ated by the
Federal Insecticide, Fungicide, and Rodenticide Act (FlIFRA).

2. SCOPE

This SOP should be used when auditing studies that tries to determ ne
what type of reaction (induced contact dernal sensitization) of a test
subst ance when applied to the human skin.

3. OUTLI NE OF PROCEDURES

Gener al
Conduct of the Audit

4. REFERENCES
4.1 40 CFR 8 160 Federal Insecticide, Fungicide and Rodentici de Act

(FI FRA) Good Laboratory Practice Standards; Final Rule, August 17,
1989.

4.2 40 CFR 8 169 Federal Insecticide, Fungicide and Rodentici de Act
( FIl FRA) Books and Records of Pesticide Production and Distribution;
August 15, 1980.

4.3 Title 7, United States Code, Federal Insecticide, Fungicide and
Rodenti ci de Act as amended.

4.4 (Good Laboratory Practice Standards | nspection Manual , EPA 723-B-93-
001, Septenmber 1993 and EPA 723-K-96-001, My 1996.

4.5 Determning Conpliance of Audited Studies with G.P Standards
Requi renents, LD B SOP-C-02.

4.6 Evidence Requirenents for Docunenti ng GLP St andards and St udy Audi t
Defi ci encies, LD B SOP-S-02.
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SPECI FI C PROCEDURES

5.1 General

This procedure outlines the significant details that should be
reviewed during an audit of a Human Patch Test Study.

If the EPA's Ofice of Pesticide Prograns (OPP) accepts a study
submtted for registration and LDl B schedul es that study and facility
for an inspection, the Inspector should reviewthe conpliance statenent
in the final report prior to the study audit to determ ne:

| f the conpliance statenment states that the study was conducted in
accordance with the GP regulations, then a conplete G.P inspection
shoul d t ake pl ace.

| f the conpliance statenent states that the study was not conducted
in accordance with the G.P regulations, then a Books and Records
i nspection should be conducted under 40 CFR 169.2 (k), (Reference 4.2).

I f the conpliance statenent states that the study was conducted in

conpliance wwth the Good Cinical Practices (GCP) regul ati ons, a Books
and Records inspection should be conducted.

NOTE: The GCP reqgulations fall under the Food and Drug
Adm nistration’s (FDA) area of responsibility.

5.2 CONDUCT COF THE AUDI T

|f the inspection is to be conducted under the Books and Records
regul ations the Inspector should al so conduct an “in the spirit” of GLP
inspection to the facility and study. The purpose of the audit is to
ensure that the final report is supported by raw data.

In addition to normal auditing procedures, the following itens
shoul d be reviewed if they are avail abl e:

. The test substance characterization, receipt, storage,
security, distribution, accountability, and disposition.
Archives, storage, security, indexing, and retrieval of data.
Correspondence and Tel ephone Logs.

Medi cal Hi story and Adverse Reaction Forns.

Confidential Product (test substance) Disclosure forns.

| ndustrial Review Board (1 RB) Approvals and Correspondence.
Equi prent (bal ance, pH neter, etc.) Logs and Records.

Training records, (qualifications, cal cul ati ons, t est
subst ance preparation, dosi ng, gradi ng of
conditions/reactions, etc.).

. SOPs and/ or net hods.

. Study records (dosing, grading, site map of application,

sponsor code, etc.).
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. Final Report - verify EPA copy against the facility copy and
that the final report is an accurate reflection of the work

per f or med.

* NOTE: The Infornmed Consent Formis a very inportant docunent for
the review. This docunent usually describes in general what the
test subject (patient) wll be subjected to. [According to FIFRA
Section 12(a),(2)(P), Unlawful Acts (Reference 4.3), “to use any
pesticide in tests on human bei ngs unl ess such human beings (i) are
fully informed of the nature and purposes of the test and of any
physical and nental health consequences which are reasonably
foreseeable therefrom and (ii) freely volunteer to participate in
the test”.]

Thi s docunent may identify the brand name or chem cal nane or code
of the test substance to be used, but nbst give a very generic
description like “cosnetic or topical lotion or creani. EPA s nmain
concernin this type of study is when the test substance |ike a sun
screen is conbined with a pesticide, then applied to the human
skin.

When verifying the final report and its results and concl usions
agai nst the study data, the inspector should check to nmake sure all of
the results and concl usi ons are presented. Mst hunan patch studi es are
conducted using several or nore test substances from several different
sponsors on the same patient, at the sanme tinme. There may be anywhere
fromfour to fourteen different test substances placed on the patients
back or armareas. The facility will only report the results for a given
sponsor and their test substance(s).

Anot her area of concern is because of placing several different
test substances in close together on the patient, there is a chance of
contam nation (cross-reactivity) of one test substance w th another
This is sonetines referred to as “angry back syndrone”.
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