M-

CHEMICAL MANUFACTURERS ASSTCIATION

June 2, 1992
Dear Vinyl Chloride Research Coordinator Members:

The following items are enclosed to aid you in your discussion at
the June 5, 1992 conference call:

1) Agenda for the conference call;

2) Publication entitled, "An Industry-Wide Epidemiologic Study
of Vinyl Chloride Workers, 1942-1982" by Otto Wong et al;

3) A October 21, 1991 letter to Roy Gottesman from R. Hinderer
expressing concerns on the Wong et al publication;

4) A November 8, 1991 letter to Roy Gottesman from J.
Drumwright expressing concerns on the Wong et al
publication;

5) Publication entitled, "Critical Review of Cancer
Epidemiology in Petroleum Industry Employees, With a
Quantitative Meta-Analysis by Cancer Site,";

6) A copy of the CMA Guidelines for Good Epidemiology Practices
for Occupational and Environmental Epidemiologic Research;

7)  Selected pages from the October 1991 ATSDR Draft Update of
the Toxicological Profile for Vinyl Chloride; o

8) A copy of the ATSDR Procedure for Conducting Voluntary
Research; and,

9) March 4, 1992, EPA RM 1 Meeting Summary for Screening Level
Testing of TRI Chemicals,

CMA will initiate the call at 1:00 p.m. EDT. Dr. Otto Wong will
be included on the call at 1:45 p.m. EDT. Items 2,3, and 4 probably
were sent to you earlier; however, they are included again for your
ready reference. Discussion of Dr. Wong's publication on vinyl
chloride will be the major topic of discussion on June 5. Dr. Wong has
sent me his publication entitled, "Critical Review of Cancer
Epidemiology in Petroleum Industry Employees," (Item 5) to see if the
CMA Vinyl Chloride Panel may want to publish a similar article.

Item 6 is enclosed for your information only.
Item 7 is selected pages from the October, 1991 Draft

Toxicological Profile Update for Vinyl Chloride. The comment period on
the draft profile was extended to March 2, 1992. Vinyl chloride is
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Vinyl Chloride Research Coordinators
June 2, 1992
Page 2

number 4 on a list of 38 high priority chemicals identified by ATSDR
for filling data gaps. The identified data gaps for vinyl chloride are
included in the enclosed selected pages. ATSDR plans to publish
revised data gaps for vinyl chloride in June, 1992, based on comments
received.

Item 8 is the procedure for conducting a voluntary research
program under ATSDR and is being sent to you for your information.

Item 9 is EPA's intention to list vinyl chloride on its high
production/release chemical 1list and identifies several data gaps for
vinyl chloride. My cursory review of the data gaps identified by
Clemment Associates in the support document attached to the EPA
document indicates that these data gaps are incorrect. The Panel
members may want to work with EPA now so that the new document reflects
correct data gaps or may want to wait until EPA publishes the new
document.

We will discuss above items on our conference call on June 5. If
there is sufficient interest on the part of the Vinyl Chloride Research
Coordinators to pursue the above items further, we may consider a
meeting in Washington, D.C., to discuss the industry's plan of action
in more detail.

I am looking forward to speaking with you on June 5. If you have
any questions concerning the call, please call me at (202) 887-1192.

Sincerely,

Yoo Bod_

Hasmukh C. Shah, Ph.D.
Manager, Vinyl Chloride Panel = ™

Enclosures
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pursuant to the applicable tariff, Board of Governors of the Federal Reserve  voting shares of First Bank of the
notwithstanding demand for payment. - System. February 3, 1062 Villages, Lady Laks. Florida.

This proceeding has been assigned to  fenaifer |. johason, D. Federal Reserve Bank of Chicago
Administrative Law Judge Charles E. Associate Secretary of the Boord. (David 8. Epstein. Vice President) 230
Morgan (“Presiding Officer”). Hearing in  (FR Doc. 92-2086 Filed 2-8-82: 8:45 am| South LaSalle Street, Chicago, Illinois
this matter, if any is held. shall BILLIG CODE S39-0v-F 60690:
commence within the time limitations 1, Fairmount Banking Company.
prescribed in 48 CFR 502.61. The hearing Fairmount, Indiana; to become a bank
shall include oral testimony and cross- U.S.B. Holding Co., inc., st al; holding company by acquiring 100
examination in the discretion of the Formations of; Acquisitions by; and percent of the voting shares of The
:’lr;enq:;s tﬁf:i&er only upon proper ] Mergers of Bank Holding Fairmount State Bank, Fairmount,

owi ere are genuine issues o ,
material fact that (':mngte be resolved on han. companies listed in this notice {ndiana.
the basis of sworn statements, ve applied for the Board's approval 3 Board :fbcomvo.nm, ors of the Federal Reserve
affidavits, depo.itionl. or other under section 3 of 'h! B.nk Holdlna ystem. Fe 3192

Company Act (12 US.C. 1842} and § jeanifer |. johneon,
documents or that the nature of the y ; .
225.14 of the Board's Regulation Y (12 Associate Secretary of the Board.
matter in issue is such that an oral
hearing and cross-examination are CFR 225.14) to become a bank holding {FR Doc. §2-2987 Filed 2-8-82: 8:45 am|
company or to acquire a bank or bank BILLING CODE S10-01-¢

necessary {or the development of an
adequate record. Pursuant to the further
terms of 46 CFR 502.81, the initial
decision of the Presiding Officer in this
proceeding shall be issued by February
3, 1993, and the final decision of the
Commission shall be issued by June 3,
1993.

Joseph C. Polking,

Secretary.

[FR Doc. $2-2066 Filed 2-8-02; 8:45 am]
LLING CODE STH-01-0

FEDERAL RESERVE SYSTEM

Carios Ssiman, ot al; Change in Bank
Control Notics; Acquisition of Shares
of Banks ot Bank Holding Companies

The notificant listed below has
applied under the Change in Bank
Control Act (12 U.S.C. 1817(j)} and §
225.41 of the Board's Regulation Y (12
CFR 225.41) to acquite a bankor bank
holding company. Tha factors that are
considered in acting on notices are set
forth in paragraph 7 of the Act (12 U.S.C.
1817(j)(7)).

The notice is available for immediate
inspection at the Federal Reserve Bank
indicated. Once the notice has been
accepted for processing, it will also be
avgilable for inspection at the offices of
the Board of Govemors. Interested
persons may express their views in
writing to the Reserve Bank indicated
for the notice or to the offices of the
Board of Governors. Comments must be
received not later than March 3, 1962,

A. Federal Reserve Bank of Atlanta
(Robert E Heck. Vice President) 104
Marietta Street, NW., Atlants. Georgia
30303:

1. Carlos Salman. Miami, Florida: to
acquire an additional 11.30 percent of
the voting shares of Terrabank Holding
Corporation, Miami. Florida, for a total
of 20.57 percent. and thereby indirectly
acquire Terrabank, N.A., Miami, Florida.

holding company. The factors thatare .

considered in ecting on the applications ,
are set forth in section 3(c) of the Act (12
U.S.C. 1842(c)).

Each application is available for
immediate inspection at the Federal
Reserve Bank indicated. Once the
application has been accepted for
processing, it will also be available for
inspection at the offices of the Board of
Governors. Interested persons may
express their views in writing to the
Reserve Bank or to the offices of the
Board of Governors. Any comment on
an application that requests & hearing
must include a statement of why a
written presentation would not suffice in
lisu of & hearing, identifying specifically
any questions of fact that are in dispute
and summarizing the evidence that
would be presented at a hearing.

Unless otherwise noted. comments
regarding each of these applications
must be received not later than March 3,

1082,

A. Federal Reserve Bank of New York
(William L. Rutledge, Vice President) 33
Liberty Street, New York. New York

10045:

1. US.B. Holding Company, Inc..
Nanuet, New York: to acquire 28 percent
of the voting shares of New Milford
Bank and Trust Company. inc., New
Milford, Connecticut.

B, Foderal Ressrve Bank of Richmood
{Lloyd W. Bostian, jr.. Senior Vice
President) 701 East Byrd Street,
Richmond, Virginia 23281:

1. F & M National Corporation,
Winchester, Virginia; to acquire 100
percent of the voting shares of Farmers
& Merchants Bank of Keyser. Keyser,
West Virginia,

C. Federal Reserve Bank of Atlanta
{Robert E. Heck, Vica President) 104
Marietta Street, N.W., Atlanta, Georgia
30303:

1. Villages Bancotporation, Inc., Lady
Lake. Florida; to become a bank holding
company by acquiring 100 percent of the

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Agency for Toxic Substances and
Disease Registry -

[ATSDR-47]
Procedure for Conducting Voluntary
Ressarch

AQENCY: Agency for Toxic Substances
and Disease Registry (ATSDR), Public
Health Service (PHS), Department of
Health and Human Services (HHS).

ACTION: Notice.

SUMMARY: This notice announces the
procedure for volunteering to conduct
research as part of the ATSDR
Substance-Specific Applied Research
Program authorized by the
Comprehensive Environmental
Response. Compensation:-and Liability
Act (CERCLA), as amended. The
voluntary research will be conducted by
the private sector to fill priority data
needs for hazardous substances that are
the subjects of the ATSDR Toxicological
Profiles. To date, the priority data needs
for 38 hazardous substances have been
identified and announced by ATSDR in
the Federal Register (58 FR 52178) on
October 17, 1991, As part of this
procedure for conducting voluntary
research, the Agency has developed a
model agreement, Memorandum of
Understanding (MOU), that will be
signed by ATSDR and the interested
private sector organization(s)
(hereinafter referred to as the Company,
although multiple companies or a
consortium may be signatories to a
single MOU) prior to the initiation of the
voluntary research. The public is invited
to comment on thia procedure for
conducting voluntary research, and the
model MOU.

R&S150037
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oavEs: The ATSDR considers this fill priority data needs, and (3) the finai research report will be available
voluntary research effort to be of ‘names of Companies that have for public inspection at the location and
significant importance to the cantinuing  volunteered to fill specific priority data  times indicsted in the Aponesses

needs. section of this notice.

development of the Substance-Specific
Applied Research Program. Therefore.
public comments concerning this
Federal Register notice will be accepted
throughout the Agency's involvement
with voluntary research.

ADDRESSES: Commen's on this notice
shouid bear the docket control number
ATSDR-4~ and should be submitted to
the Division of Toxicology. Research
Implementation Branch. Agency for
Toxic Substances and Disease Registry.
Mailstop E-29. 1600 Clifton Road NE.,
Atlanta. Georgia 30333, Requests for a
copy of the model Memorandum of
Understanding should be addressed
similarly.

Comments on this natice will be
available for public inspection at the
Agency for Toxic Substsnces and
Disease Registry, Building 33. Executive
Park Drive, Atlanta, Georgia (not a
mailing address]. from 8 a.m. until 4:30
p.m.. Monday through Friday. except for
legal hoiidays.

FOR FURTHER INFORMATION CONTACT:
The Division of Toxicology. Research
Implementation Branch, Agercy for
Toxic Substances and Disease Registry,
Mailstop E-29, 1600 Clifton Road NE.,
Atlanta, Georgia 30333, Telephone: 404~
639-8015 or FTS 236-6018.
SUPPLEMENTARY INFORMATION:

Background

The Comprehensive Environmental
Response, Compensation, and Liability
Act (CERCLA) (42 U.5.C. 9604(i)), as
amended by the Superfund Amendments
and Reauthorization Act (SARA) (Pub.
L. 99-499). requires that ATSDR: (1)
Develop jointly with the Environmental
Protection Agency (EPA) a list of
hazardous substances found at National
Priorities List (NPL) sites, (in order of
priority), (2] prepare Toxicological
Profiles of these substances. and (3)
assure the initiation of a research
program to fill identified data needs
associa‘ed with the substances.

The identification of the priority data
needs for 38 priority hazardous
substances was described in the Federsl
Register (October 17, 1091, 58 FR 52178),
public comments were invited, and
Companies were invited to volunteer to
conduct research to fill specific priority
data needs during the public comment
period for that notice. Puture Federsl
Register notices will announce (1) the
final list of priority data needs for the 38
hazardous substances after public
comments on these priority data needs
have been sddressed, (2) a second call
for valuntariam to conduct research to

The major purpose of this ATSDR
Applied Research Program is to
supplement the substance-specific
informational needs of the public and
scieritific community: end to supply
necessary information for conducting
comprehensive public health
assessments for popuiations living in the
vicinity of hazardous waste sites. This
program will also provide data that can
be generalized to other substances or
areas of science, including risk
assessments of chemicals, thus creating
a scientific base for filling a broader
range of data needs.

Procedurs for Conducting Voluatary
Research

CERCLA. as amended in section
104(i)(5)(D). states that it is the sense of
Congress that the costs for conducting
this research program be borne by the
manufacturers end processors of the
hazardous substances under the Toxic
Substances Control Act {TSCA) and
registrants under the Federal
Insecticide, Fungicide, and Rodenticide
Act (FIFRA), or by cost recovery from
responsible parties under CERCLA. To
effectuate this statutory intent, the
ATSDR has developed a plan whereby
portions of this CERCLA Substance-
Specific Applied Research Program will
be conducted via regulatory
mechanisms (TSCA/FIFRA), private
sector voluntarism, and through the
direct use of CERCLA funds.

ATSDR intends to enter into voluntary
research projects in ways that lead only
to high quality scientific work. This
necessitates peer review of study
protocols and results consistent with
CERCLA section 104(i)(13). CERCLA
requires the peer review panel to consist
of three to seven peer reviewers who (a)
are selected by the Administrator of
ATSDR. (b) are disinterested scientific
experts, (c) have a reputation for
scientific objectivity, and (d) who lack
institutional ties with any person
involved in the conduct of the study or
research under review.

The ATSDR is aware of concerns
within some segments of the public
regarding voluntary research conducted
by Companies with vested (nterests in
the research, To this end. the Agency
encourages the public to comment on
ATSDR's procedure for conducting
voluntary research in this notice.
Additionally, for each research project
conducted voluntarily, the MOU (signed
by ATSDR and the interested
Company). the ATSDR approved study
plan. peer reviewers' comments. and the

The ATSDR encourages Companies to
volunteer to conduct research on
priority data needs that were announced
in the Federal Register notice
“[dent.fication of Priority Data Needs
for 38 Priority Hazardous Substances™
(October 17, 1991, 56 FR 52178) and on
priority data needs to be subsequently
announced by the Agency. Interested
Compacies are asked to submit concept
proposalis (1-2 pages, not detailed

-protocols) during the October 17, 1991-

January 15, 1992 public comment period
for the above-mentioned notice. and for
subsequent Federal Register notices.
The concept proposal should include (1)
the name of the interested Company, (2)
the specific priority data need(s) to be
filled. (3) a summary of the Company's
experience in conducting research
similar to that in the concept proposal,
and (4) a statement about the laboratory
and other resource capabilities for
conducting the proposad research.
Interested Companies may submit
concept proposals that address
substance-specific data needs or. where
apprcpriate, concept proposals for
research that will provide information
relevant to classes of chemical
substances or which may be generalized
to other areas of acience,

A tri-agency review committee
comprised of scientists from ATSDR. the
National Toxicology Program (NTP), and
the EPA will review these concept
proposals, The commitiee, chaired by
the Director of the Division of
Toxicology, ATSDR, is charged with
coordinating and assuring the— - -
appropriste evaluation of research
conducted to fill priority data needs of
ATSDR's priority hazardous substances
relevant to the objectives of CERCLA,
as amended. The principal
responsibilities of the committee are to
{1) provide a forum to discuss
substance-specific research activities
being carried out via TSCA/FIFRA.
private sector voluntarism, or CERCLA
funds, (2) coordinate knowledge of
research activities to avoid duplication
of research being conducted in other
programs and under other authorities,
and (3) maintain a scheduled forum that
provides an overall review of the
ATSDR Superfund Applied Research
Program, Based on the review
committee’s recommendations. ATSDR
will determine which, and how, specific
voluntary research projects will be
pursued with volunteering Companies.
In instances where volunteered research
initiatives are considered by the tri-
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agency committee to be more
appropriate {for EPA response. EPA may
negotiate directly with the interested
Company.

If ATSDR decides to pursue a specific
voluntary research project submitted in
a concept proposal by a Company, the
Agency will enter into a MOU with the
interested Company. or where
appropriate, a single MOU will be
entered into with multiple Companies.
ATSDR recognizes that two or thore
companies or a consortium of interested
firms may elect to enter into
collaborative efforts in pursuing one or
more concept proposals. Following the
signing of the MOU and prior to the
initiation of the research, the interested
Company will negotiate with ATSDR to
agree upon an approved study plan
including testing protocols. The content
of the MQU is described below.

(1) Identification of the party or
parties comprising the Company which
enters into the MOU—-this section
consists of the name and address of
each party responsible for the conduct
of the research.

{2} Identification of the substance(s)
subject to research requirements under
the MOU—this section consists of the
name and Chemical Abstract Service
(CAS) Number of the chemical
substance(s) that is the subject of the
MOU. The chemical substance(s) to be
tested shall be as pure as reasonably
can be attained. Alternate language will
be substituted when the subject of the
research is a human population. as in
epidemiolagic studies.

(3) Identification of the effects or
characteristics for which research is to
be conducted--in this section. the health
effects. environmental fate or other
characteristics for which research is to
be conducted under the MOU shall be
listed.

(4) Schedule for submission of study
plans. initiation of research and
submission of interim and final
reports—the Company shall submit to
ATSDR a study plan for each test six
weeks after signing the MOU. The study
plan shall include test protocols and a
schedule with reasonable timetable and
deadlines for initiation and completion
of each test and submission of interim
and final reports. The test protocols will
be reviewed by an ATSDR-appointed
peer review panel. If ATSDR
disapproves the study plan, it will
inform the Company of the deficiencies
of the plan. The Company may request
reconsideration of the study plan,
resubmit a modified study plan, or elect
to terminate the MOU with no further
obligation of either party under the
MOU. In the event that the Company
resubmits a modified study plan and

ATSDR disapproves it. the Agency may

' elect to terminate the MOU.

The starting date of the research
project may be negotiated depending on
the type of research being conducted,
However. as a general guideline, the
research effort shall be initiated within
eight weeks of the approval of the study
plan and attendant test protocols.
Written notification of the starting date
of the test will be submitted to ATSDR
by the Company. The completion date of
the study will be established from the
approved study plan. Interim progress
reports shall be submitted to ATSDR
within six months after the initiation of
testing and thereafter within six months
after submission of each previous
interim report. The final report on the
results of testing shall be submitted to
ATSDR no more than 20 weeks
following the end of the study. ATSDR
acceptance of the final report will be
contingent upon approval by ATSDR
following the peer reviewers'
recommendations. consistent with
CERCLA section 104(i)(13) peer review
requirements. All results of research
conducted pursuant to the MOU and all
supporting data associated with the
research report will be provided to
ATSDR and made available by the
Agency to the public as part of its
implementation of sections 104(i) (3) and
{5) of CERCLA. Final reports will not be
lcc:gted if the deta is designated
Confidential Business Information (CBI)
or otherwise restricted from public
disclosure.

(5) Modifications of study plans.
guidelines, and schedules—if a
Company intends to modify a study
plan, protocol. or schedule that was
approved by ATSDR. it must notify
ATSDR in writing of the proposed
modifications and reasons therefor. If
ATSDR ﬂﬂwﬂ of the modifications,
the time schedule established for
completion of the tests shall be re-
negotiated and appended to the existing
MOU. If ATSDR disapproves the
Company's request and the Company
does not accept ATSDR's decision to
disapprove the modified study pian, the
Company may terminate the MOU.

(8) Observance of Good Laboratory
Practices—all research agreed to in the
MOU shall be conducted in accordance
with the Good Laboratory Practice
(GLP) standards codified in 40 CFR 792,
to the extent that such GLP standards
apply. Should tha Company's Good
Epidemiology Practices be relevant to a
research project. those Practices should
be Aﬂixeg to the study protocol

{7) Inspections—the Company shall
ensure that an authorized employee of
ATSDR is permitted, at reasonable
times and in a reasonable manner, to (i)

inspect any research or testing facility
that is conducting research pursuant to
the MOU. and (ii) inspect {and in the
case of records, copy) any records and
specimens required to be maintained in
connection with research performed
pursuant to the MOU.

{8) Submission and publication of
data—all data and reports submitted to
ATSDR pursuant to the MOU shall be
sent to ATSDR, in duplicate. at the
address indicated in the ADDRESSES
section. Acceptance of the final report is
contingent upon approval by ATSDR
following the peer reviewers’
recommendations. consistent with
CERCLA peer review requirements. The
Company maintains all rights to
publication of data and results. however
all results of research conducted
pursuant to the MOU and all supporting
data associated with the final research
report will be provided to ATSDR and
made available by the Agency to the
public as part of its implementation of
Section 104(i)(5) of CERCLA. The final
report will not be accepted by ATSDR if
the data is designated Confidential
Business Information (CBl) or is
otherwise restricted from public
disclosure.

(9) Payments of costs and expenses—
each company shall agree to pay all
costs, direct and indirect, associated
with the research programs and which
are not considered part of ATSDR's
administrative costs.

(10) Events constituting a breach of
the MOU—Failure by the Company to:

(a) Submit a study plan that receives
ATSDR's approval following the peer
reviewers, recommendations:

{b) Initiate any test agreed to in the
MOU by the date established pursuant
to the MOU: -

(c) Adhere to GLP standards.
established test procedures or accepted
practices of good science to the extent
that these standards and practices
apply: _ .

{d) Submit any interim report required
under the MOU by the date established
pursuant to the MOU: or

{e) Submit any final report that
receives ATSDR's approval following
peer review conducted by the Agency.
shall constitute a breach of the MOU. In
the event of a breach, ATSDR will not
impose any claim to damages. but at the
Agency's discretion may terminate the
MOU.

(11) Termination—since the MOU is
entered into voluntarily by ATSDR and
the Company. termination by ATSDR is
not considered reviewable agency
action pursuant to the Administrative
Procedure Act or any other applicable
Federal law, and there will be no appeal
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procesa beyond that set out in the MOU.
The Company may elect to terminate the
MOU at any time.

(12) Statutory compliance-—consistent
with section 104(i)(12) of CERCLA. as
amended (42 U.S.C. 9612), nothing in the
MOU shall be construed to delay or
otherwise affect or impair the authority
of the President. the Administrator of
ATSDR or the Administrator of EPA to
exercise any of their authority under
any other provision of law, including
TSCA and FIFRA. or the response and
abatement authorities of CERCLA.

The resuits of the research conducted
via this ATSDR Substance-Specific
Applied Research Program will be used
for public health assessment purposes
and to reassess ATSDR's substance-
specific priority data needs. It is the
intention of the Agency, at this time, to
re-evaluate the priority data needs for
the listed hazardous substances every
three years.

Dated: February 3. 1992,

Walter R. Dowdle,

Acting Administrator, Agency for Toxic
Substances and Disease Registry.

[FR Doc. 82-2978 Filed 2-6-02; 8:45 am|
BULING COOE 418070

Alcohol, Drug Abuss, and Mental
Health Administration

Suspension Lifted; Laborstory Again
Meets Minimum Standards To Engage
in Urine Drug Testing for Federal
Agencies

AQENCY: National Institute on Drug
Abuse. HHS.

ACTION: Notice.

SUMMARY: The Department of Health
and Human Services notifies Federal
Agencies of the laboratories currently
certified to meet standards of Subpart C
of Mandatory Guidelines for Federal
Workplace Drug Testing Programs (53
FR 11986) dated April 11. 1088. The
following laboratory's certification to
engage in urine drug testing for Federal
Agencies was suspended on October 15,
1991 (56 FR 54582, October 22, 1991) and
was reinstated effective February 4,
1982,

HealthCare/Preferred Laboratories. 24451
Telegraph Road, Southfield. MI 48034, 800-
225-9414 (outside MI), 800-328-4142 [inside
Mi).

FOR FURTHER INFORMATION CONTACT:
Mona W. Brown. Press Officer. National
Institute on Drug Abuse, room 10-A-39,

5800 Fishers Lane, Rockville, Maryland
20857; Telephone (301 )-443-8248.

"Richard A. Millstein,

Acting Director, National Instituts on Drug
Abuse.

{FR Doc. 92-3085 Filed 2-8-62: 8:45 am|
LLMNG CODE ¢90-30-0

National institute of Mental Health;
Meetings

Pursuant to Public Law 92-483, notice
is hereby given of the meetings of the
advisory committees of the National
Institute of Mental Health for February/
March 1992

The initial review groups will be
performing review of applications for
Federal assistance; therefore, portions of
these meetings will be closed to the
public as determined by the
Administrator. ADAMHA. in
accordance with $ U.S.C. 552b(c)(8) and
5 US.C. app. 210(d).

Summaries of the meetings and
rosters of committee members may be
obtained from: Ms. Joanna L. Kieffer.
NIMH Committee Management Officer.
Alcohol, Drug Abuse. and Mental Health
Administration, Parklawn Building,
room 9108, S800 Fishers Lane,
Rockville, MD 20857 (Telephone: 301~
o —

ubstantive program information msy
be obtained from the contacts whose
names. room numbers, and telephone
numbers are listed below.

Committee Name: Mentsl Health Small
Business Research Review
Committes,

Meeting Dote: March 2-3, 1992,

Place: Washington Marriott, 1221 22nd
Street. NW, Washington. DC 20037.

Open: March 2, 9-10:30 a.m.

Closed: Otherwise. -

Contact: Gloria Levin. room 9C-14,
Parklawn Building, Telephone (301)
443-1367.

Committee Name: Treatment
Assessment Review Committee,

Meeting Date: March 2-3, 1992,

Place: Embassy Suites, 4300 Military
Road. NW, Washington, DC 20015,

Open: March 2. 8:30-9:30 a.m.

Cloged: Otherwise.

Contact: Barbara Campbell. room 9C-02,
Parklawn Building, Telephone (301)
4434008,

Committee Name: Child
Psychopathology and Treatment
Review Committes.

Meeting Date: March 9-11. 1992,

" Place: Holiday Inn Chevy Chase, 5520

Wisconsin Avenue, Chevy Chase, MD
20815,

Open: March 9, 9-10 a.m.

Closed: Otherwise.

Contact: Doris Lee Robb, room 9C-15,
Parklawn Building. Telephone (301)
443-8470,

Committee Name: Behavioral, Clinical,
and Psychosocial Subcommittee of the
Mental Health AIDS and Immunology
Review Committee,

Meeting Date: March 11-12, 1992.

Place: Holiday Inn Chevy Chase, 5520
Wisconsin Avenue, Chevy Chase. MD
20815.

Open: March 11. 8:30-9:30 a.m.

Closed: Otherwise.

Contact: Regina M. Thomas, room §#C-
18, Parklawn Building, Tetephone

-+ (301) 443-8470,

Committes Name: Psychobiological,
Biological. and Neuroscience
Subcommittes of the Mental Health
AIDS and Immunology Review
Committee.

Meeting Date: March 11-12, 1992,

Place: Holiday inn Chevy Chase, 5520
Wisconsin Avenue, Chevy Chase, MD
20815. -

Open: March 11, 8:30-9:30 a.m. ‘

Closed: Otherwise.

Contact: Rehana A. Chowdhury, toom
9C-1S, Parklawn Building. Telephone
{301) 443-8470.

Committes Name: Clinical -
Subcommittee, Mental Health Special
Project Review Committee.

Meeting Date: February 28, 1992,

Place: Holiday Inn Crowne Plaza. 66

Hale Avenue, White Plains, NY 10601.

Open: February 28, 8:30-9 a.m.

Closed: Otherwise.

Contact: Gewn Artis, room 8-C18.
Parklawn Building, Telephone (301)
443-3944.

Dated: February 4. 12,

Peggy W. Cockrill, -

Committee Management Officer. Alcohol.

Drug Abuse, and Mental Health

Administration.

[FR Doc. 91-3024 Filed 2-8-02: 8:45 am|

SILLING CODE 4100-30-2

Centers for Disease Control

National Committes on Vital and
Health Statistics (NCVHS)
Subcommities on State and
Community Heaith Statistics:
Canceilation of Meeting

This notice announces the
cancellation of a previously announced

meeting.

Federal Register Citation of Previous
Announcement: 57 FR 3059, January 27,
1092,

Previously Announced times and
Dates: 1 p.m.—5 p.m., February 20, 1992.
a.m.~5 p.m., February 21, 1992.
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BFGoodrich

The 8FGoodnch Company

3925 Embassy Parkway
Akion, Ohio 44313-1799

October 21, 1991

Dr. Roy T. Gottesman

Vinyl Institute

Wayne Interchange Plaza II
155 Route 46 West

Wayne, NI 07470

Dear Roy:

In response to your request, you should note that there are
two main problems with the study by Wong et al. 1991, entitl d
"An Industry-wide Epidemiology Study of Vinyl Chloride
Workers, 1942-1982". First, the authors use the 7th rather
than the 9th revision of the International Classification of
Disease. The effect here is to lump all brain cancers
together. Secondly, the authors leave the question of whether
there is a relationship between VCM and brain cancer hanging
without providing some logical comments and assessments.

While they reference Doll's earlier review paper in the
introduction, they fail to mention what is important from that
paper. Specifically, they fail to note that for brain cancer,
and in fact all cancers except liver, there is no consistency
‘across studies which is an important consideration in -
assessing causal relationships in epidemiology studies.
Furthermore, the effect of other potential biasing/confounding
factors (eg. other exposures) are not addressed.

Wnen I obtained a copy of this publication, I quickly realized
that this was the work that was sponsored by the CMA VCM
Panel. Unfortunately, the authors failed to send a draft to
the Panel for review prior to publication. When I discussed
this with Dr. Shah at CMA, he indicated that CMA would notify
them that they have violated their contract.

The next step will be for the whole Panel to consider what
corrective actions are necessary and/or appropriate.
Hopefully, the authors will be agreeable to add some
clarifying comments in a letter to the editor.
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Dr. Gottesman
October 21, 1991

Page 2

At present, I view this as a CMA project. However, I will
keep you posted as things progress.

Best regards,
THE BFGOODRICH COMPANY

A e
Robert X. Hinderer,Ph.D.
Manager, Health and Toxicology

Environment, Health and
Safety Management Systens

1021~4/3p

Dr. Drumwright
Dr. Shah - CMA

cc:
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fuy T
Vista Chemical Company 900 Threadneedie Houston, Texas 77224

Post Offica Box 19029 On. ST I A

November 8, 1991

JR. Drumwright, M.D.
Manager-Medical

Roy T. Gottesman

Vinyl Institute

Wayne Interchange Plaza II
155 Route 46 West
Wayne, N.J. 07470

Dear Roy:

Bob Hinderer and I have discussed the Wong et al 1991 study entitled
"An Industry-wide Epidemiology Study of Vinyl Chloride Workers,
1942-1982".

1 first heard about the updated report while attending the Denver meeting
of the VCSA. The BNA report had addressed some of Wong's
conclusions as they were reported in the American Journal of Industrial
Medicine.

My comments essentially agree with those already presented to you by
Bob Hinderer. Namely, the use of the ICD-7 classification lumps all
brain and other CNS cancers together; death certificate data without
adequate histopathological diagnosis/review and assumptions established -
without specific cause/effect, consistency in latency period, etc.

Bob's recognition that the authors had apparently failed to have the CMA
Panel review the report prior to publication by Wong led to his
discussing this with Dr. Shah. It is my understanding that CMA will be
addressing this with Dr. Wong.

In any event, the study has been published and we must be cognizant of
this when new litigation appears. Hopefully, clarification by Wong et al
will receive adequate publication as well,

£r00S1SBH




I plan to keep in contact with Bob and will keep you posted as well on
any events dealing with this issue.

Sincerely,

G-

. Drumwright. M.D.. FACOM

/
JRD/sjl

cc: JRD Vi File
T. Grumbles
R. K. Hinderer, PhD
Mgr. Health & Tox.
B.F. Goodrich Co.
3925 Embassy Pkwy.
Akron, Ohio 44313-1799
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Guidelines for Good Epidemiology
Practices for Occupational and
Environmental Epidemiologic Research

Th Chemical Manufacturers Association's Epidemiology Task Group

The Guidelines for Good Epidemiology Practices (GEPs) for
Occupational and Environmental Epidemiologic Rasearch ad-
dress the conduct of studies generally undertaken to answer
questions about human health in relationship to the work piace
or the environmens. The GEPs propose minitnum practices and
procedures that should be considersd to help ensure the quality
and integrity of data used in epidemiclogic research and to
provide adequate documentation of the research methods. The
GEPs address the process of copducting individual epidemio-
logic studies and do aot prescribe apecific research methods.

The Guidelinas for Good Epidemiology Practices propose
minimum practices and procedures in the following areas:

Organization and Personnel
Facilities, Resource Commitment, and Contractors
Protocol
Review and Approval
Study Conduct
Communication
VII. Archiving
VIII. Qualiity Assurance

S<3Br.

Duriag the development of the Guidelines for Good Epidemioclogy
Practices, the following ressarchars were members of CMA's Epide-
miology Task Group: William J. Bailey. MPH, Chevron Corporstion;
Claudia Berner, BS, Exxon Biomedics] Sciences, Inc; Jumes J. Collina,
PhD, Mothsanto Compeny; Ralph R. Cook. MD, MPH. The Dow Chem-
feal Company: Barbars J. Divine. PhD, Taxaco Inc; Harry Eschenbach.
M8, Grace Speciaity Chemicals Company; William E. Paysrweather,
PhD, MPH. E. 1. du Pont de Nemours and Co. Inc, (Chairman,
Epidemiology Task Group); Lorruine Lucas, PhD, American Cysaamid
Company; M. Gerald Ott, PhD, BASF Corporstion; Gerhard K. Rasbe,
Dr PH. MS, Mob{l Corporation: Robert Schnatter, PhD, Exxon Blomad-
lcal Sciences, Inc; Sandra Selenskas, PAD, Unjon Carbide Chemionls &
Plastics Company Inc; M. Jane Teta, Dr PH. Unioa Carbide Chemionls
& Plastics Company Inc: William Thar, MD, Exxon Blomedion! Bci-
snces, [nc: Sandra L. Tirey, MS. Chemical Manufacturers Association.

Addresas correspondence to Dr William E. Fayerweather, B I da
Font de Nemours and Co. N-11510-HR, 1007 Market Street. Wilming-
ton, DE 196808,

0008.1738/91 /33159123 1803.00/0
Copyright ¢ by Atsencan College of Occupational Madiciae

Although the Guidelines for Good Epidemiology Practices
will not guarantee good spidemiology. they do provide s usefy!
framework for snsuring that all research issues are adequately
addressed. This framework is proposed as a first step in
improving epidemiclogic research practices through adher-
ence to sound scientific ressarch principles.

Appandioss provide an overview of standard operating pro-
cedures, & glossary of terms used in the Guidelines. and
suggested references on oocupational epidemiology methods.

pidemiologic studies provide unique, valuable infor-

mation about the relationship between human heaith
and exposure to substances in the environment and the
workplace, While the contributions of toxicology and
epidemiology are complementary, there is general
agreement that reliable human evidence (epidemiologic
studfes) should take precedencs over animal data (tox-
icological studies) in public policy and regulatory deci-
sion making. However, because of the nonexperimental
nature of occupational and environmental epidemiologic
studies, scientific controversy often surrounds the inter-
pretation and significance of epidemiologic study re-
suits. In addition, controversy frequently concerns the
quality of the data used. the appropriateness of the
study design, and the process used to conduct the study.
The nonexperimental nature of the spidemiologic stud-
fes cannot be changed, but the value of such research
can be improved. The Guidelines for Good Epidemiology
Practices addrees those izsuss—data quality, study de-
sign, and study conduct---that are under the control of

the investigator.

Goals for the Guidelines for Good Epidemiology Practices

The Guidelines for Good Epidemiology Practices
(GEPs) addresa the conduct of studies generally under-
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taken to answer questions about human health in reia-
tionship to the workpiace or the environment. The GEPs
propose minimum practices and procedures that should
be considered to help ensure the quality and integrity
of data used in epidemiologic research and to provide
adequate documentation of the research methods. The
GEPs address the process of conducting individual epi-
demiologic studies and do not prescribe specific ressarch
methods.

Although Guidelines for Good Epidemiology Practices
will not guarantee good epidemiology, they will provide
s framework within which these issues might be ad-
dressed. The Guidelines have the following goals:

1. To provide a framework to assist researchers in
adhering to good epidemiologic research princi-
ples.

. To promote sound epidemiologic research by en-
couraging quality data collection and analysis.

. To facilitate the continued development of im-
proved epidemiologic research methodology.

. To provide a {ramework for evaluating epidemio-
logic studies.

. To improve the acceptance of studies that use
sound scientific methods.

. To improve the utility of epidemiologic studies in
the formulation of public policy.

. To improve public confldence in epidemiology as a
scientific discipline.

. To facilitats the conservation of technical re-
sources by promoting careful study design and
planning of study conduct.

A number of other organizations have also become
interested in developing or applying guidelines to epi-
demiologic research.'® The Office of Management and
Budget (OMB) published “Guidelines for Federal Sta-
tistical Activitiea™ In which they defined “statistics™ as
the quantitative results of a survey or study collected
for the purposes of reporting population charsacteris-
tics.! The Environmental Protection Agency (EPA) re-
cently modified both the Federal Insecticide, Fungicide,
and Rodenticide Act (FIFRA) and the Toxic Substances
Control Act (TSCA) good laboratory practice standards
(GLPs) to specifically include epidemiology.** In re-
sponse to comments, EPA states that “all studies, in-
cluding epidemiologic studies . .. [should] be performed
under GLP standards. EPA recognizes that in such
studies data used may not have been generated in
conformance with ... GLP standards. However, it is

EPA's position that the study itself can be conducted
and submitted to EPA in accordance with the GLP
standards.”

The GLPs are directed primarily at experimental
laboratory research, often involving the use of animals
or cell culture systems. The GLPs address issues that
confront researchers conducting experimental toxico-
logical research. The Guidelines for Good Epidemiology
Practices wers developed in part to provide an alter-
native to the GLPs that would appropriately address
the issues confronted by epidemiology researchers con-
ducting nonexperimental studies.

Scope and Apphication

The Guidelines for Good Epidemiology Practices can
be applied to all types of occupational and environmental
epidemiologic research. Epidemiologic studies often
evolve through a number of stages that might include
proposals, feasibility studies, and measurement instru-
ment validation studies that precede the development of
a protocol. The GEPs should encompass all activities
that begin with protocol development. ’

Clearly, large complex studies will benefit from the
careful planning and thorough documentation implicit
in these guidelines. Adherence to the spirit of the guide-
lines will be beneficial for those sctivities preceding
protocol development as well as more informal investi-
gations such as health hazard assessments/evaluations
or smal] cluster investigations. Even in circumstances
of immediate public health concern, the guidelines will
provide a useful framework to ensure that all research
issues are adequately addressed.

Further Development of the Guidelines for GEPs

The current document is a first step in developing a
framework for improving epidemiologic research prac-
ticea through adherence to sound scientific research
principles. The guidelines smphasize data quality and
integrity and adequate documentation of research meth-
ods. These guidelines should evolve based on the expe-
riences gained through their application to studies.

A Special Note to Readers: As an aid to readers, a
glossary of terms is provided in Appendix 2. These
definitions reflect the use of the terms in this document.
In an effort to be concise and clear, some sections of the
guidelines for GEPs include examples and/or further
explanation of the {ssue. Examples or elaborative text
appear in {talics.
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Guidelines for Good Epidemiology Practices for Occupational and
Environmental Epidemiologic Research

L Organization and Personnel
A. Organizational Structure

The organization or individual conducting the re-
search shall be fully responsible for the operation and
psrformance of the research. The organization shall be
a legal entity with a governing body that sets policy and
that is fully responsible for the administrative sspects
of the organization and its related ressarch activities.

The reiationship. roles. and responsibilities of the
organizations and/or individuals sponsoring or conduct-
ing the study should be carefully defined in writing.

For example, this should include delineating the roles
and responsibilities to be assymed by the study spon-
sor and the contractor(s) in communicating various
aspects of the study as well as data ownership, ar-
chiving, ete.

B. Personne!

Personnel engaged in epidemiologic research and re-
lated activities shall have the education, training, and/
or experience necessary to competently perform the
assigned functions. The organization shall maintain a
current summary of training and experience of these
personnel. A job description for each individual engaged
in or supervising activities shall be maintained and
updated periodically.

Il. Facilities, Resource Commitment, and Contractors
A. Faciities

Adequate physical facilities shall be provided to ali
those engaged in epidemiologic ressarch and reiated
activities. Sufficient resources, og, office space, relevant
squipment. and office/professional supplies, shall be
available to ensure timely completion of all studies.
Suitable storage facilities shall be available to maintain
research materials in & safe and secure environment.

B. Resource Commitment

Sufficient commitment shall be made at the beginning
of each study to ensure its timely and proper completion
(s0e section III(L): Protocol).

C. Contractors

For the purposes of ensuring and documenting the
contractor's conformance with the Guidelines for Good
Epidemiology Practices, it is recommended that the

study sponsor have the right during the course of the
study, and for a reasonable period following completion
of the study. to inspect the contractor's facilities, in-
cluding equipment. technical records, and records re-
Iating to the work conducted under the sponsor's con-
tract.

Hi. Protocol

Each study shall have a written protocol. This proto-
col must be approved before the study begins (see section
IV: Review and Approval).

The protocol should include the following:

A. A descriptive title.

B. The names, titles, degrees. addresses. and affili-
ations of the study director, principal investiga-
tor. and all co-investigators,

C. The name(s) and address(es) of the sponsor(s).
. An abstract of the protocol.

E. The proposed study tasks and milestones, includ-
ing study approval data (date protocol signed by
all signatories). study start date (first date that
the protocol is implemented). pariodic progress
review dates, and completion date.

F. A statement of research objectives. specific aims,
and rationale,

The statement should identify the immediate
purpose of the investigation. For example, it
might also indicate whether the study will be
oxploratory data analysis. hypothesis testing.
or a combination of both as well as whether the
proposed study will address previously unan-
swered questions, will attempt to corroborate
or confirm previous findings, or will be routine
epidemiologic surveillance.

G. A critical review of the relevant literature to
evaluate applicable findings.

For example, the literature review should en-
compass animal and human experiments, clini-
cal studies, vital statistics, and previous epi-
demjologic studies. The literature review
should be of sufficient depth to identify poten-
tial oonfounders and effect modiflers and to
determine areas where new knowledge is
needed. )

H. A description of the research methods, including:
1. The overall research design and strategy and
reasons for choosing the proposed study de-
sign.
For example, case-control. cohort, cross-sec-
tional, nested case-control. or other hybrid
designs.

=)
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2. The data sources for exposure, health statuas,
and risk factors. .
For example. questionnaires, biological
measurements, expoaure/ work history rec-
ord reviews, or exposure/disease registries.
3. Clear definitions of health outcomes, exposure,
and other measured risk factors as well as
selection criteria, as appropriate, for exposed
and nonexposed persons, morbidity or mortal-
ity cases, and referent groups.
4. Projected study size and, if appropriats, statis-
tical power.
5. The methods to be used in assembling the study
data.
This should include a description of, or ref-
erence to, methods used to control, measure,
or reduce various forms of error—eg, bias
due to selection. misciassification, (nter-
viewer, or confounding-—and its impact on
the study. Pretesting procedures for re-
search instruments and any manuals and
formal training to be provided to interview-
ors, abstractors, coders, or dats entry per-
sonnel should be described or referenced.
6. Procedures for handling the data in the analy-
sis.
This should Include a description of proce-
dures for defining or categoriring exposure
and health outcome variables for purposes
of analysis. It should also include provisions
for assessing dose-response relationships
sod treatment of potentially confounding
and effect modifying variables.
7. Methods for data analysis.
This should include procedures to control, if
possible, sources of bias and their influence
on results and a description of planned com-
parisons apd methods for analyzing and pre-
senting results.
8. Major limitations of the study design, data
sources, and analytic methods,
9. Criteria for interpreting the resuits.
This should include a brief discussion of the
characteristics of the proposed study design,
including limitations, that will influenoce the
discussjon of the reaults. It also should state
criteris for assessing blological plausibility,
internal and external consistency of the find-
ings, and causal inference. The statistical
tests to be applied to the data and prooe-
dures for obtaining point astimates and oon-
fidence intervaly of measures of oocurrenoce
or association should also be described.

I. A description of plans for protecting human sub-
jocts.

This should include information about whether

study subjects will be piaced at risk as a result

of the study, under what circumstances i{n-

formed consent will be required, agd provisions
for maigtaining confldentiality of information
on study subjects.
(See section IV: Raview and Approval; section V:
Study Conduct; section VI: Communication: and sec-
tion VII: Archiving.)

J. A description of, or reference to, quaiity assur-
ance and quality control procedures for all phases
of the study. As appropriate. include certification
and/or qualifications of any supporting labora-
tory or research groups (see section VIII: Quality
Assurance).

K. A description of plans for disseminating snd com-
municating study results (see section VI: Com-
munijcation).

L. Resources required to conduct the study.
Describe, for example, time, personnsl, and
equipment required to oconduct the study, in-
cluding & brief description of the role of sach of
the personnel assigned to the research project.

M. The bibliographic references.

N. Addends, as appropriate.
For example, correspondence, collaborative
agreements, institutional approvals, and sam-
ples of the [nformed consent forms, question-
naires, and representative samples of other doc-
uments to be used in the study.

0. A dated protocol review and approval sign-off
sheet for the study director, principal investiga-
tor, co-investigators, and all reviewars (see sec-
tion IV: Review and Approval).

P. Dated amendments o the protocol.

IV. Review and Approval

Review of study protocols and final reports should
encompass all aspects of a study outlined in the Guide-
lines for Good Epidemiology Practices (sse section III:
Protocol and section V(D): Study Conduct). All reviews
should be conducted in a timely fashion. It may be
sppropriate to involve worker or community represent-
atives in the planning and review of the protocol and
study results.

A Scientific Revi

The study protocol shall receive appropriate scientific
review by qualified person(s) who are not part of the
investigative team to ensure that the study is designed
to address the objectives of the research and that the
protocol is written according to Guidelines for Good
Epidemiology Practices. The nature and circumstances
of this review shall be documented (see section III:
Protoool).

The scientific aspects of the completed study shall
receive appropriate technical review to ensure that the
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abstract, summary, and conclusions are supported by
the underlying data, methods, and analyses (see section

v: Study Conduct).

B. Ethical Review

The ethical aspects of each study protocol shall be
reviewed by an institutional review board or other
comparable review procedure.

This review should consider:

1. Obligations to research subjects.
For example. protecting tha welfare of study
subjects; the need for, and coatent of., commu-
nications and informed consent; protecting pri-
vacy; and maintaining confldentiality.

2. Obligations to society.
For example, avoiding conflicts of interest;
avoiding partiality: disseminating the study's
findings: data sharing; and pursuing responsi-
bilities with due diligence.

3. Obligations to funders and employers.
For example, specifying obligations in contrac-
tual form of how research is to be conductad and
bow it may involve ethical, technical, adminis-
trative, or legal responsibilities; preseating
methods and alternatives; and protecting privi-
leged information.

4. Obligations to colleagues.
For example, promoting and preserving public
confldence in epidemiologic research while not
over- or underestimating the methods or resuits
of epidemioclogic inquiry; reporting methods and
resuits; and disseminating the study's findings.

C. Adminstrative Review

The adminijstrative aspects of the study protocol shall
receive appropriate review and written approval by
sponsors, contractors, and associated third parties to
snsure that sufficient resources are available to com-
plete the study in a timely and proper fashion.

Reports shall include a statement that the study was
completed in accordance with the protoocol, inciuding
sany approved modifications to the protocol, and in sc-
cordance with the GEPs. Any deviations from the GEPs
shall be explained and documented (see section VII:
Quality Assurance).

V. Study Conduct

While the study director shall be responsible for the
overall research program, the principal investigator
shal] be responsible for the individual research project,
including the day-to-day conduct of the study, interpre-
tation of the study data, and preparation of a flnal
report. These responsibilities extend to all aspects of

the study including periodic reporting of study progress
as well as quality assurance. In some situations. the
study director and the principal investigator may be the
SAIe Person.

To ensure the proper conduct of the study, personnel
shal] adhere to sound ressarch principles and practices
established according to the protocol.

A protocol must be approved before the study begins,
The study shall be conducted in accordance with the
protocol; all deviations from the protocol shall be prop-
erly documented and authorized by the principal inves-
tigator.

If & decision is made not to completa & research
project, the reasons for that decision shall be put in
writing. dated. and signed by the responsible party. fe,
the individual who makes the decision to terminate the
study.

A. Protection of Human Subjects

Procedures for protecting human subjects shall be
followed (see section ITI(I): Protocol and section IV(B):
Review and Approval). Confidential information about
study subjects shall be protected using established pro-
cedures.

If stipulated by the study protocol and/or required by
an institutional review board. each study subject shall
be informed about the purpose of the study and any
risks associated with participating in the study. Written
consent, if required, shall be obtained from each study
subject before he/she participates in the study.

Written consent shall include at a minimum:

1. Purpose of the research or study.

2. Name(s). address(es). and phone number(s) of
personnel available to answer questions about the
research and the rights of study subjects.

3. Expected duration of subject's participation.™

. Eligibility requirements for study participation.

8. Possible benefits to the study subject or others of
study results.

8. Statement on the voluntary nature of participation
in the study and the right of the study subject to
discontinue participation at any time.

7. Statement of confldentiality of records identifying
the study subject. including reasonable exceptions
to absolute oonfldentiality, eg, sharing of infor-
mation with the study subject’s personal physician
or as required by court order.

8. Description of any foreseeable risks or discomforts
to the study subject. :

9. Statement of availability of resuits.

[

B. Data Collection and Verification

All data collected for the study should be recorded
directly, accurately, promptly, and legibly. The individ-
ual(s) responsible for the integrity of the data. comput-
erized and hard copy. shall be identified.
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All procedures used to verify and promots the quality
and integrity of the data shaill be outlined in writing
(see section VIII: Quality Assurance). An historical file
of these procedures shall be maintained, including all
revisions and the dates of such revisions. Any changes
in data entries shall be documented.

'C. Analysis

All data management and statistical analysis pro-
grams and packages used in the analyses should be
documented. All dated versions used in research shall
be kept with accompanying documentation (see section
VII: Archiving).

D. Study Report

Completed studies shall be summarized in s final
report that accurately and completely presents the
study objectives. methods, results, and the principal
investigator's interpretation of the findings.

The final report shall include at a minimum:

1. A descriptive title.
2. An abstract.

3. Purpose (objectives) of the research as stated in
the protocol.

4. The names. titles, degrees, addresses and affilia-
tions of the study director, principal investigator,
and all co-investigstors.

5. Name(s) and address(es) of sponsor(s).

6. Dates on which the study was initiated and com-
pleted.

7. Introduction with background, purpose, and spe-
- cific aims of the study.
8. A description of the research methods. including:
a. the selection of study subjecta and controis,
b. the data collection methods used,

¢. the transformations, calcuistions, or opera-
tions on the data, and

d. statistical methods used in data analyses.

9. A description of circumstances that may have
affected the quality or integrity of the data (see
section VIII: Quality Assuranoe).

10. A summary and analyses of the data.
Inciude sufficient tables, graphs, and illustra-
tions to present the pertinent data and to re-
floct the analyves performed.
11. A statement of the conclusions drawn from the
analyses of the data.
12. A discussion of the implication of study resuits.

Cite prior research in support of and (n contrast
to present findings. Discuss possible biases and
limitations in present research.

13. References.

14. A statement describing the location where all
source data and the fiasl repart are stored. (see
section VIII: Archiving).

15. A dated study report review sign-off sheet for the
study director, principal investigator, co-investi-
gators, and reviewers and/or auditors (sse sec-
tion IV: Review and Approval and section VIII:
Quality Assurance).

Vi. Communication

Each organization shall predetermine procedures un-
der which communications of the intent. conduct. re-
sulta, and interpretations of an epidemiologic study will
oocur, including what function individuals associated
with the ressarch must fulfill. Thess individuals should
inciude the principal investigator, study director, and/
or the sponsor. This procedure may be documented in
the form of a company standard operating procedure,
in the study protoool. or through coatractual agree-
ment.

Government agencies shall be informed of study re-
sults in & manner that complies with applicable regula-
tory requirements.

Scientific peers shall be informed of study resuits by
publication in the scientific literature or pressntations
at scientific conferences, workshops, or symposia, to the
extent possible.

All study subjects shall be informed of the study
results and any interpretation of the study findings and
conclusions, to the extent possible. Study subjects may
be informed {n person, through meetings, video tapes,
letters. newslettars, summary reports, or other appro-
priate communication. Information about study results
shall be provided in language appropriats for the audi-
enoe.

VL. Archiving

There aball be physically sscure archives { r the
orderly storage and expedient retrieval of all study
related material. An index shall be prepared to identify
the archived contenta, to identify their location, and to
identify by name and location any materials that by
their general nature are not retained im th atudy
archive.

Aocess to the archives shall be controlled and limited
to suthorized personnel only. Special procedures may
be necessary to ensure that access to confidential infor-
mation {s limited and that the oonfidentiality of infor-
mation about study subjects is protectsd (see section
M(I): Protoool).

At a minimum, the study archive should contain, or
refer to, the following:

A. Study protoocol and copies of all approved modifi-
cations.

B. A final report of the study.

1226 Guidelines for Good Epidemiology Practices/The CMA Epidemiology Task Group

020051 8%




C. All source data and, where feasible. specimens. A
printed sample of the master computer data file(s)
with reference to the location of the machine
readable master.

If the data inciude any employee medical rec-
ords subject to the Access to Employee Medical
Records Regulation (29 CFR 1910.20). the rec-
ords shall be retajned according to the provi-
sions of this rule.

D. Documentation adequate to identify and locate all
computer programs and statistical procedures
used, including version numbers where appropri-
ate (see section V(C): Study Conduct).

E. Copies of computer printouts, inciuding relevant
execution code, that form the basis of any tables,
graphs, discussions, or interpretations in the final
report. Any manually developed calculations shal}
be documented on a work sheet and similarly
retained.

F. Correspondence pertaining to the study, standard
operating procedures. informed consent releases,
copies of all relevant representative material, cop-
ies of signed institutional review board and other
external reviewer reports, and copies of all quality
assurance reporta and audits.

Include. for example, questionpaires, name,
make and model numbers of relevant measure-
ment jnstruments, calibration information aad
procedures.

@. Original documents for the following ressarch ma-
terials shall be inciuded in the archives:

1. Laboratory/resesrch notebooks.
2. Coder modification notebooks.

3. Signed and dated copies of the research
protocol and final report.

Vill. Quality Assurance

Written procedures shall be established to ensure the
quality of the data used in a study (see section III(J):
Protocol and section V: Study Conduct). These proce-
dures shall address data collection and completeness,
coding and computer input, storage and retrieval, and
data validation and analysis. Any deviations from the
GEPs shall be explained and documented in the final
report (see section IV(C): Review and Approval).

An individual who is not part of the investigative
team should be assigned ss a study quality assurance
suditor. This individual shall, no less than snnually,
review study compliance with the written quality assur-
ance procedures. The study quality assurance auditor
shall prepare a written summary of the audit. The
principal investigator should respond in writing to the
sudit report, including any remedial sctions taken.

Quality assurance activities shall address the preced-
ing ssctions of these guidelines as well as monitor con-
formance with established standard operating proce-

dures (SOPs) (see Appendix 1: Standard Operating
Procedures).
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Appendix 1
Standard Operating Procedures

The Guidelines for Good Epidemiology Practices ad-
dress the conduct of epidemiologic studies rather than
the management of epidemiologic research programs.
Many of the suggested guideline requirements can be
fulfilled by reference to standard operating procedures
for the research program.

Standard operating procedures (SOPs) are written.
detailed descriptions of routine procedures involved in
performing epidemiologic studies. Reproducibility. ac-
curacy, and validity are ensured when SOPs are de-
signed to clearly reflect each facility’s research proce-
dures. It should be the responsibility of a designated
individual to develop and continuously review and up-
date SOPs pertaining to his area of responsibility. Sig-
natures of approval from the department's managing
personnel or appropriate designees should be obtained
for all new and updated versions. Significant changes in
established SOPs should be maintained, including all
revisions and the dates of such revisions. The manuai of
SOPs should be readily available to all research and
administrative personnel.

Standard operating procedures should inciude:

1. A statement of the purpose of the standard
operating procedure.

2. A detailed description of the procedure,

. The person responsible or the training level

required to perform the procedure.

The date of issue (effective date).

The iasue number/revision number.

. Signature of preparer.

. Authorizing/reviewing signature of manage-
ment. .

Examples of ressarch program activities for which
SOPs could be established include:

1. Procedures for collecting raw data.

2. Procedures for validating the completeness of
the study population.

8. Procedures for coding death certificates.

4. Procedures for assessing error rates in data
abstraction and coding.

[
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5. Security procedures for ensuring the integrity
of the raw data and computer records.

6. Procedures for archive management.

7. Procedures for standard industrial hygiene sam-
pling and analytic methods.

8. Procedures for scientific review,

9. Required composition of scientific review boards.

10. Procedures for data analysis.

11. Frocedures for communications.

Appendix 2

Glossary of Terms Used in the Guidelines for Good Epidemioiogy
Practices

The definitions below reflect the use of thess terms in
the Guidelines for Good Epidemioiogy Practices. These
terms may have additional or different meanings in
another context.

Descriptive Studies—a description of the population

under study and the occurrence of disease or disease-

related phenomens in populations. The Iatter may be

presented aas incidence or prevalence rates according to

basic group characteristics such as age, sex, race, and/
r geographic area.’

Epidemiologic Surveillance—periodic scrutiny of a de-
fined population using epidemiologic techniques to de-
tect changes and trends in the distribution of morbidity,
mortality, or disease risk factors within that population.

Exploratory Data Analysis—analysis of a data set with-
out & predetermined hypothesis, sometimes referred to
as & descriptive study. This can be done with or without
tests for statistical significance. Exploratory data
apalysis can be used to generate hypotheses, to suggest
the most appropriate analytical techniques, to set prior-
ities for future research. and to help focus subsequent
analyses. A study may be a hybrid design and combine
both exploratory data analysis and tests of the null
hypothesis.

Hypotheseis Testing Study—an analytic study that,
through the use of tests of statistical significance, seoks
to refuts specific predetermined null hypotheses; the
process of answering & specific a priori question or
group of questions. A study may be a hybrid design and
combine both exploratory data analysis and tests of the
null hypothesis.

Legsal Entity—legal existence. An entity, other than a
natural person, who has sufficient existence in legal
contemplation that it can function legally, be sued or
sue, and make decisions through agents as in the law of
corporations.

Null Hypothesis—the study question stated in a null
fashion so that it can be tested for statistical sigmifi-
cance, eg, tested to detarmine whether the resuits might
occur by chance alone.’

Principal Investigator—the research investigator who
has direct responaibility for the initistion, conduct.
anslysis, and interpretation of a specific study or inves-
tigation.

Quality Assurance-—the overall program that ensures
conformance to established performance standards. The
quality assurance process sncompassss all aspects of the
research operation from the protocol to the final report.
Scientific Review——critical evaluation of a scientific
study or {nvestigation at any stage of development by
peers of the principal investigator.

Standard Opersting Procedure (SOP)—any standard
method or procesa for conducting or accomplishing a
routine research procedure not unique to a specific
study.

Study—epidemiologic research relating to the distri-
bution and determinants of health-related outcomes in
specified populations and the application of this research
to control of health problems.

Study Director—the research director, manager. or
administrator who i{s responsible for managing the re-
search program and who provides oversight of studies
or investigations conducted within the ressarch pro-

gram.
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