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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Agency tor Toxic Substances and
Disease Registry

{ATSDR-81]

Revised Procedures For Congucting
Voluntary Research

AGENCY: Agency for Taxic Substances
and Disease Remistry (ATSDR), Public
Health Service {(PHS), Depariment of
Heaith and Human Services (HHS).

ACTION: Notice.

suMMAaRY: This notice announces the
revised procedures {or volunteenng to
conduct research as part of the ATSDR
Substance-Specific Applied Research
Program authonzed by the
Comprehensive Environmental
Response. Compensauon, and Liabuity
Act (CERCLA or Superfund], as
amended. The pracedures for conducting
voiuntary research were utiaily
announced in the Federal Register on
February 7, 1992 (57 FR 4758). The pubiic
was invited to comment on the
procedures and the attendant
Memorandum of Understanding (MQOU).
The voiuntary research will be
conducted by the private sector to fil
priority data needs for hazardous
substances that are the subjects of the
ATSDR toxicological profiles. This
notice describes the revised procedures.

oATES: The ATSDR considers this
voiuntary research effort to be of
significant importance to the continuing
development of the Substance-Speaiic
Applied Research Program. Therefore,
public comments concerning this
Faderal Register notice will be accepted
throughout the Agency's involvement
with voluntary research.

ADDReSSES: Comments on this notice
shouid bear the dacket control number
ATSDR-61 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
capy of the model Memotrandum of
Understanding should be addressed
aumilarly.

Comments on this natice will be
availabie for public inspection at the
Agency for Toxic Substances and
Disease Registry, Building 4. Suite 2400,
Executive Park Drive. Atlanta. Georgia
{not a mailing address), from 8 a.m. until
4:30 p.m.. Monday through Friday.
except for legai hoiidays.

FOR FURTHER INFORMATION CONTACT:
Dr. William Cibulas. Division of
Taxicology, Researcn Implementaton
Sranch. Agency for Toxic Substances
and Disease Registry, Matlstop E~29.
1600 Clifton Road NE., Atlanta. Ceorgia
30333, teiepnone +04-839-53086.

SUPPLEMENTARY INFORMATION:
Background

The Comprehensive Eavironmental
Raspoase. Compensation. and Liability
Act of 1980 (CER(CLA), as amended by
the Superfund Amendments and
Reauthonzauon Act of 1986 (SARA) {42
U.5.C. 5604(i)), requres that ATSDR: (1)
Develop jowntly with the Environmental
Protecnon Agency (EPA) a list of
hazardous substances {ound at National
Priorities List (NPL) sites (in order of
prionty), (2] prepare toxicological
profiles of these substances, and (3)
assure the inttiation of a research
program to fill idenufied data needs
associated with the substances.

The dentification of the priority data
needs for 38 prionty hazardous
substances was described in the Federal
Register (56 FR 52178, October 17, 1991},
public comments were invited. and
companies were requested to volunteer
to conduct research to fill specific
priority data needs during the public
comment penod for that notice. The
Federal Register notice, "Announcement
of Final Prionty Data Needs for 38
Priority Hazardous Substances”, which
includes a second call for private sector
volunttansm. is being published in this
issue of the Federal Register. Future
Federal Register notices will announce
the names of companies that have
volunteered to fill specific prionty data
needs.

The major purpose of this ATSDR
Substance-Specific Applied Research
Program is to suppiement the substance-
specific information needs of the public
and scientfic communty, and to supply
necessary information for conducting
comprehensive public health
assessments for populations 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.

Procedure for Conducting Voluntary
Research

CERCLA. as amended in section
104(1)(5}{D). states that it is the sense of
Congress that the costs for conducting
this research program he hone by the

manufacturers and processors of the
hazardous suostances under the Toxic
Substances Control Act [TSCA) and
~egistrants under the Federal
Insecucide. Fungicide, and Rodenticide
Act (FIFRA). ar oy cost recovery f-om
responsible parties under CERCLA.
Furthermare, sect:on 104(1){5}{C) states
that in developing and umpiementng the
research program. the Admirustrator of
ATSOR and the Admunustrator of EPA
shall coordinate such program with the
National Toxicology Program (NTP) and
with programs of toxjcological testing
established under TSCA and FIFRA. To
achieve this coormnanon, ATSDR
established the Triagency Superfund
Applied Research Comnmuttee (TASARC)
as a forum for ATSDR, EPA. and NTP to
discuss and coordinate use of potenual
mechamsms for developing and
implementing this CERCLA Substance-
Specific Applied Research Program.
Meetings of the TASARC are not open
to the public. The first meeting of
TASARC was held on April 20. 1992, to
inform the Committee on the Agency's
progress in impiemenung the Substance-
Specific Appiied Research Program. and
to seek the Committee's tnput tn
planning for the Agency's public meeting
on voluntary research held on April 29,
1992,

The ATSDR encourages private sector
organizations to conduct voluntary
research to fill specific priority data
needs identified in the Agency's
Substance-Specific Applied Research
Program. Toward that end, the
procedures for conducting voluntary
research, and the attendant
VMemorandum of Understanding, were
developed by ATSDR and announced in
the Federal Register on February 7, 1992
(57 FR 4758). The Agency is aware of
concerns within some segments of the
public regarding voluntary research
conducted by companies with vested
interests in the research. Therefare, the
Agency sncouraged the public to
comment on ATSDR's procedure for
conducting voluntary research.
Additionally. for each research project
conducted voiuntarily. the MOU (signed
by ATSDR and the interested company).
the ATSDR approved study plan. peer
reviewer's comments. and the final
research report and supporting data will
be availabie for public inspection at the
location and times indicated in the
ADDRESSES section of this notice.

ATSDR intends to enter into voluntary
research projects in ways that lead only
to high quality scientific work. This
riecessitates peer review of study
protocols and resuits consistent with
CERCLA section 104(i)(13). CERCLA
requires the peer review panel o constst
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>f three to seven peer reviewers who (a)
are selected by the Admunistrator of
ATSDR. (b) are disinterested scientfic
experts. (c) have a reputaton for
scientific apjectivty, and (d) lack
.asttutional ties with any person
.avolved in the conauct of the study or
research under review.

The ATSDR held a public meeting on
Aoprnil 29. 1992, to discuss the proposed
crocedures {or voluntary research.
Comments were recerved from industry
groups. environmental groups and
Federal agencies. As a resuit of
discussions at these two meetings and
other public cemments recetved by the
Agency. ATSDR has revised the
voiuntary research procedures. The
major revisions and clarificaton of the
arccedures are described below.

ATSDR now believes that prior to
negotiation of the study plan, it would
he more appropnate to have a Letter of
[ntent submitted by the interested
sompany. rather than to have the MOU
signed by the interested company and
the Agency as onginally indicated. In
‘he revised procedures. the interested
company and ATSDR will enter into an
MOU after the study plan has been
approved by the Agency. Furthermore.
the procedures will now indicate that
ATSDR encourages innovative
protocols. where appropriate. With
respect to the role of peer review,
ATSDR will continue to pursue its
policy of peer review of both study
protocols and resuits as mandated under
CERCLA. However, to the extent that
research protocois entail accepted test
culdelines developed under TSCA.
FIFRA or by nrgamzations such as the
Organization for Ecenomic Cooperation
and Deveiopment (OECD), less ngorous
seer review of the study protocol may
be required. Furthermore, the peer
review process will not supersede the
function of Institutional Review Board
activities related to protection of human
subjects or amimals.

With respect to potential termination
of the MOU at the canvenience of either
party. ATSDR intends that this action
will be taken as a last resort, and that
prior to such an action. all possible
avenues of dialogue with the prvate
secter orzanzation would be pursued,
within reasonable limuts. However.
decistons as to what constitytes a
breach of the MOU wall be at the
aiscretion of ATSDR. Moreover. ATSDR
recogruzes that in the course of
canduciing research. unexpected and
cnanticipated delays may ocgur and
wherever possible this wiil be
negotiated with the private sector
orszanization n the spint of mytual
cooperation.

The Agency 1s cognizant of the prnivate
sector s concern that EPA may require
industry tesung during or following a
voluntary research effort with ATSDR
which may be regarded as duplicative of
that effort. There are several safeguards
to prevent this from happenng. First,
ATSDR. EPA. and NTP are coordinating
to conserve the testing resources of both
the government and the private sector
and avoid unnecessary or duplicative
testing. This coorgination occurs at
many points: the review of ATSDR's
toxicological profiles, review of ATSDR
data neeas documents, meetings of
TASARC and the [nteragency Testing
Committee, and review of research
proposais developed under ATSDR's
voluntary research prograin. EPA
intends to review research proposals
deveioped under this program for
conformity with basic testing concepts
under TSCA. FITRA, and the OECD.

Second. the Toxi¢ Substances Control
Act expressiy requires EPA to find that
data are inadequate to reasonably
determine or predict the effects of a
chemical substance. EPA has aiready
interpreted tais to mean that it cannot
require cuplicative testing. As a matter
of policy EPA will not require testing in
a rule which duplicates ongoing testing
by government or the pnvate sector
pursuant to an MOU until the test data
are submitted. reviewed and determined
to be inadequate. There may be
instances where research conducted
under an industry/ATSDR MOU will
yield results which indicate additional
testing is necessary or where the testing
under the MOU is not intended to
address the endpoint of concern to EPA.
In these cases, EPA may exercise its
authonty to require resung under TSCA
or FIFRA.

It is generaily the policy of ATSDR to
rely on data and studies which are
publicly available, with the exception of
personally identifiable information on
study projects. Therefore, research
conducied under this program shouid be
designed 30 as rnot to disclose Trade
Secrets or other Confidental Business
Informetor. If the company finds that
such research :s impossible to conduct
under this restriction. ATSDR will enter
into discussions of alternatuve solutions,
or may choose to terminate negotiations.

Finally. in reference to research costs.
the direct and indirect costs associated
with the research program are those
incurred by the research sponsor and
not by ATSDR. The Agency will assume
responsibility for admimstrative costs
including the cost of peer review as part
of its overall program.

The procedures for conducting
voluntary research are described below.

Private sector organizations (companies)
interested in volunteenng to conduct
research on priority data needs are
asked to submit to ATSDR. in writing. a
brie{ statement that addresses the
prionty data need(s) to be filled and the
metnods to be used. It shouid be noted
that ATSDR encourages mnnovative
protocois, where appropriate. Therefore.
the interested company should indicate
when innovatve protocols are being
proposed. Interested companies may
address substance-specific data needs
or. where appropnate. propose to
conduct research that will provide
information relevant to classes of
chernical substances or which may be
generalized to other areas of science. It
should be noted that all voluntary
research conducted to fill ATSDR's
priofity data needs should comply with
the Department of Health and Human
Servicas’ Laboratory Animal Welfare
Act of 1966 (Pub. L 89-344. as amended.
7 U.S.C. 2131 et seq.) or Protection of
Human Subjects (45 CFR part 46).

The interested company's statement
will be reviewed by TASARC. Based on
TASARC's recommendations. ATSDR
wiil determine which, and how, spectfic
voluatary research: projects will be
pursued with volunteering companies. In
instances where volunteered research
initiatives are considered by TASARC
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 by
a company. the Agency will request the
company to forward a Letter of Intent
within four weeks of the approval of the
company's statement, The Letter of
Intent should indicate that the company
is prepared to enter into discussion with
ATSDR regarding the research plan to
fill a specific data need identified by the
ATSDR Substanze-Specific Applied
Research Program. Furthermore, the
Letter of Intent will state that if the
research plan is approved by ATSDR,
the company will negotiate an MOU
with ATSDR prior to in:tiation of the
resesrch

The Agerncy reccgnizes that twvo or
more zompanies or a coasortium of
interested fi*ms may eisct to enter into
collaborative eiforts in pursuing one or
mose research projects. therefore, where
appropriate. a single MOU will be
signec between ATSDR and multiple
companies. Follow:ng the submussion of
the Lester of Inteat and pnior to the
inthation of the research. the interested
company will negouate with ATSDR to
agree upon an approvec study plan
inclucing tes:ing pratocois and time
schedules.
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Tie company shaij submut to ATSDR
a study plan for each test six weeks
aiter submitting the Leuter of Intent The
study plan shail inciude test protocois
and a schedule with reasonable
t:metable and deadlines for :nitiation
and completion of each test and
submussion of interim and final reports.
The test protocols will be reviewed by
an ATSDR-appounted peer review panel.
1f ATSDR disapproves the study plan. it
wiil inform the company of the
deficiencies of the plan. The company
mav tequest reconsideration of the
study plan, resubmit a modified study
plan. or elect to terminate further
discussian on the proposed research
with no obligation of either party. In the
event that the company resubmits a
modified study plan and ATSDR
d:sapproves it, the Agency may elect to
terminate further discussion.

If the srudy plan is approved by
ATSDR upon the recommendations of
the peer renewers, the company wall
enter into an MOU with the Agency. The
content of the MOU is described below:

{1) Idenufication of the party or
parties compnsing the company which
enters into the MOU—This secuon
consists of the name and address of
each party responsibje for the conduct
of the research.

(2] Identification of the substance(s)
subject to research requirements onder
the MOU—This section consists of the
name and Chemical Abstract Service
(CAS) Number of the chemical
substance(s) that 1s the subject of the
MOU., The chemucal substance(s) to be
tested shall be as pure as reasonably
can be attained. However, under certain
circumstances, ATSDR recogmizes that it
may be more desirable to test mrxtures
ot technical grade products.
Furthermore. aiternate language wiil be
substituted when the subject of the
research is a human popuiation. as in
epidemioiogic studies.

(3) Identification of the eifects or
characteristics for which research is to
be conducted—In this section, the health
effacts, environmental fate or other
characiensucs for which research is to
be conducted under the MOU shall be
histed,

(4) Initiation of Research and
Subzuzssion of Interum and Final
Reports—The starting date of the
research project may be negotiated
depending aa the type of research being
conducted. However, as s general
guideline, the research effort shall be
initiated withia eight weeks of the
approval of the study plan and
attendant test protocols. and the signing
of the MQU. Written notification of the
starting date of the test wall be
submtted to ATSDR by the company.

The testing scneduie and compietion
date of the stuay wiil be established
from the approved study plan. [nterim
progress reports shail be suomitted to
ATSDR within six months after the
irutiation of tesung and thereaiter within
six months after submussion of each
peevious witerim report. The final report
an the resuits of tesung shall be
submitted to ATSDR no more than 20
weeks following the end of the study.
Final reports wiil not be accepted if the
data are designated Confidential
Business Information (CBI) or otherwise
restricted from public disclosure, with
the exception of personally identifiable
informaton oa study subjects.
Moreover. ATSDR's acceptance of the
final report will be contingent upaon
approval by ATSDR following the peer
reviewers' recommendations, consistent
with CERCLA section 104(i}(13) peer
review requiremnents. All resuits of
researcn conducted pursuant to the
MOU and all supporting data associated
with the research report will be
provided to ATSDOR and made available
by the Agency ta the public as part of its
implementation of sections 104(i}(3) and
(5) of CERCLA.

(5] Modifications of stady plans.
guidelines. and schedules—if a company
intends to modify & study plan, protocol,
or schedule that was approved by
ATSDR, it must notify ATSDR in writing
of the proposed modifications and
reasons therefor. If ATSUR approves of
the modifications, the time schedule
established for completion of the tests
shall be re-negatisted 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 plan, the company may terminate
the MOU.

(8) Observance of Good Laboratory
Practices—All research agreed to in the
MOU shall be canducted in accordance
with the Good Laboratory Practice
{GLP) standards codified in 40 CFR part
792 to the extent that such GLP
standards apply. Should Good
Epidemiology Practices (“Guidelines for
Good Epideruciogy Practices for
QOceupational and Envirocmental
Epidemioiogic Research™—The
Chemical Manufscturer Assocation's
Epidemuology Task Group, journal of
Occupational Medicine, Volume 33,
1271-1229, 1591) be relevant to a
research project, thase Practices should
be affixed to the study protocol.

{7} lnapections—The company shall
ensure that authorizad empioyees of
ATSDR are permutted. at reasonable
times and in a ressonable manner, to (i)
inspect any research or tesung facilities
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 mantained in
connection with research performed
pursuant to the MOU.

(8) Submission and publication of
data—All data and reports submutted to
ATSDR pursuant to the MOU shall be
sent to ATSDR, in duplicate, at the
address indicated in the ADORESSES
section. Final reports will not be
accepted if the data is designated
Confidential Business [nformauan (CEI}
or otherwise restrieted from public
disclosure. Furthermore, acceptance of
the final repart 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 resuits. however
all resuits of research conducted
pursuant to the MOU and all supporting
data associated with the finai research
report will be provided to ATSDR and
made svadable by the Agency to the
public as part of jts implementation of
section 104(i}{5) of CERCLA.

(9) Payments of costs and expenses—
Each company shall agree to pay all
costs, direct and indirect. assocated
with the research programs. The Agency
will assume responsbility for
administrative coats including the cost
of peer review as part of its overall
program.

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

{a) Initiate any test agreed to in the
MOU by the date =stablished pursuant
to the MOU:

(b} Adhere to GLP standards.
established test procedures or sccepted
practices of good science to the extent
that these standards and practices
spply:

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

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

For research completed subsequent to
termination of an MOU. or termination
of negotiations in anticipation of an
MOU, companies may not represent
endorsement of such research by
ATSDR based on ATSDR's approval of
s study protocol, plan or other aspect of
the research.

(11) Termination~Since the MOU is
eatered into voluntarily by ATSDR and
the company, termination by ATSDR is
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not constdered reviewable agency
action oursuant to the Administrative
Procedures Act or any otnher apphcabie
Federal law, and there will be no appeal
process beyond that set out in the MOU,
The company may eiect to terminate the
MOU at any time.

{12) Statutory compliance—Consistent
viath secuan 104(i)(12) of CERCLA. as
amended (42 U.5.C. 9604{i)(12)). nothing
in the MQOU shnail be construed to delav
or otherwise afect or impair the
authonty of the President. the
Administrator of ATSDR or the
Admun:strator of EPA to exercise uny of

A}

their authority under any other
provision of law. or the response and
abatement authorities of CERCLA.

As previousiy stated, EPA 1s not
currently planning to participate as a
potentiai signatory in MQU negotiations
ansing irem this Notice. However, of
EPA were (o participate, the contents
described above would need to be
appropnately revised to reflect
commuuments made by ot to EPA. and
other matters deemed appropniate by
the parues.

The resulis of the research via this
ATSDR Substance-Specific Appiied

Researcn Program will be used for
public heaith assessment purposes and
to reassess ATSDR's substance-specific
prionity data needs. It is the intention of
the Agency, at this ums. to re-evaluate
the prnionty data needs for the listad
hazardous substances every three years.

Dated: November 8. 199~
\Wiiliam L. Raper.
Admusteator. Agency far Toxic Substances
crd Disease Regisery.
{FR Doc. 92-27839 Filed 11-13-42: 8:45 am}
BILLING CODE ¢140-10-u




