Interotfice
Communication

. -
TO: Dave Penney-Austin . /

JL_Aea

FROM: T. G. Grumbles
DATE: November 13, 1991 VlS IA
SUBJ: ATSDR PRIORITY DATA NEEDS

Attached is the ATSDR federal register announcement on their initial
priority data needs analysis for 38 chemicals. Benzene and vinyl,
among others, are included. Joe has requested that the VI get
involved with vinyl. I haven’t heard of any group dealing with
benzene but CMA does have a benzene panel.

N ——
T. G. Grumbles
dlj
Attachment
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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Agency for Toxic Substances and
Disease Reglstry

TATSDR-42])

identification of Priority Data Needs
for 38 Priority Hazardous Substances

AGENCY: Agency for Toxic Substances
and Disease Registry (ATSDR). Public
Health Service (PHS), Department of
Health and Humen Services (HHS).
ACTION: Request for public comments on
the identification of priority data needs
for 38 priority hazardous substances.

SUMMARY: This notice announces the
initiation of the ATSDR Substance-
Specific Applied Research Program as
mandated by the Comprehensive
Environmental Response,
Compensation. and Liability Act
(CERCLA) by announcing for public
comment the priority data needs for 38
hazardous substances. The exposure
and toxicity priority data needs
contained in this notice have been
identified from information gaps via a
Decision Guide that was published in
the Federal Register at 54 FR 37618,
September 11, 1988. The {u‘iority data
needs represent essential information
required by ATSDR and State agencies
to perform public health assessmenta of
persons at risk of exposure to
substances released from hazardous
waste sites. Research to fill these data
needs will contribute 10 determining the
types and/or levels of exposure that .
may present significant risks of adverse
health effects in humans exposed to tha
subject substances.

e priority data needs identified n

this notice reflect the opinion of the
Agency, in consuitation with other -
federal programs, of the research
necessary for fulfilling its statutory
mandate under CERCLA and are not-
intended to represent the priority data
needs for any other program.

Consistent with section 104(i}(12) of
CERCLA., as amended (42 U.S.C. 9612)
nothing in this research program shall
be construed to delay or otherwise
affect or impair the authority of the
President, the Administrator of ATSDR,

- ar the Administrator of EPA to exercise
any authority of the President, the
Administrator of ATSDR, or the
Administrator of EPA under any other
provision of law, including TSCA and
FTFRA, or the response and abatement
authorities of CERCLA.

In initiating this research program. the
Agency has worked with other federal
programs to determine common
substance-specific data needs, and
mechanisms to implement research, i.e.,
via the Toxic Substances Controf Act

[TSCA), the Federal Insecticide,
Fungicide, and Rodenticide Act (FIFRA},
private sector voluntarism, or through
the direct use of CERCLA funds.. : -
Government funded projects that
involve the collection of information
from 10 or more respondents will be
subject to review by the Office of
Management and Budget (OMB] under
the Paperwork Reduction Act. Overall,
data generated from this research
program will lend support to others
involved in human risk asseumnu
involving these 38 substances:by -
reducing inherent scientific
uncertainties.

The 38 substances. which were
selected from ATSDR’s List of Priority
Hazardous Substances (52 FR 12866,
April 17, 1987}, are aldrin/dieldrin,
arsenic, benzene, beryllium, cadarium,
carbon tetrachloride, chloroethane,
chloroform, chromium, cyani de. p.p -
DDT,DDE,DDD, di(2-
ethylhexyl)phthalate, lead, memury
methylene chloride, nickel, . -
polychlorinated biphenyl eompounda.
polycyclic aromatic hydrocarbons - -; =
(includes 15 substances), selemum. .
tetrachloroethylene, toluene, .

trichloroethylene. vinyl chlondé. nnd e

zine.- - TR
The prlority data needs for these 38"
substances are presented below..
Comments from the public are invited
on individual data needs. After
consideration of comments received, the
final priority data needs for each-3:% -
substance will be published and a
. research program will be initia!od%oﬁﬂ
the data needs. .
- Private sector organizations, lhat =

- agree with the priority of the data need,

may voluntser to conduct research to fill
specific priority data needs identifled in
this notice by indicating their interest
during this public comment period, A: ™~
CERCLA Substance-Specific Applied -
Research Program Committee’ aomprlud
of scientistsfrom ATSDR, the National
Toxicology Program (NTP), and the -
Environmental Protection Agency [EPA]
will review all voluntary rese
efforts proposed.

The substance-specific pnonty dala wrsn

needs were based on and determined
from information in correspondmg
ATSDR Toxicological Profiles. -

Background technical information and
justification for the priority data needs -

_— e

identified in this notice is contained 151 : . ..

Priority Data Needs documents and the ~
ATSDR Cross-Substance Priarities "
document. These documents are=""
available for review by writing to the.
ATSDR at the address listed in the .
ADDRESSES section of this notice.

-pr]orlty). {2) prepare Toxicological
- "Profil e

_distill!ng priority data needs for ranked -3

,'l‘oxicological Profiles, is described in

-{54 FR 37618, September 11, 1989).

g and priority data needs is shown in=% .
= Figure.1.} Briefly, this guide identified 3%
- -categories of exposure and toxicity dafi

T -'j ~:.steps involved in performing public -
DATES: Comments concerning this notice health assessmenta. A
_ must be received by January 15, 1092,

ADDRESSES: Comments on this notice

should bear the docket control number
-ATSDR-42 and should be submitted to
the Divislon of Toxicology, Agency for
‘Toxic Substances and Disease Registry,
Mailstop E-29, 1600 Clifton Road NR.,
Atlanta. Georgia 30333. Requests for
Priority Data Needs documents. or the
ATSDR Cross-Substance Priorities
document. should be addressed
similarly.

Comments on this notice will be
. “available for public inspection at the
* ‘Agency for Toxic Substances and
" Disease Registry, Building 33, Executive
-Park Drive, Atlanta, Geotgia (not a
mailing address), from 8 a.m. until 4:30
p.m., Monday through Friday, except for
legal holidays.

FOR FURTHER INFORMATION CONTACT:
The Division of Toxicology, Agency for
Toxic Substances and Disease Registry,
Maeilstop E-29, 1800 Clifton Road NE.,
Atlanta, Georgia 30333. Telephone: 404-
. 639-6001.

| SUPPLEMENTARY INFORMATION:
Blckgmund

" The Comprehensive Environmental
Reaﬁanse, Compensation. and Liability
. Act (CERCLA} {42 U.S.C. 9604 (i)), as
" amended by the Superfund Amendments
and Reauthorization Act (SARA) (Pub.
L. £9-499), requires that ATSDR: (1)

" Develop jointly with EPA a list of
.- hazardous substances found at National
“Priorities List (NPL) sites (in order of . .

;x; o

es of these substances, and (3)
assure the initiation of a research -
program to fill identified priority data
"needs associated with the substances.
- This ATSDR Substance-Specific
Applied Research Program is directed to - £

FORY PR

'T: ;upp!y additional information necessary <

-fi.e., priority data needs) for ATSDR to ..
perform comprehensive public health =" %
assessments for populations living in the i
vicinity of hazardous waste sites. This 3
link between research and public heal:h o5
assessments, and the process for

- hazardous substances from informati
."gaps found in associated ATSDR - !

the ATSDR Decision Guide for -
Identifying Substance-Specific Data ;
- Needs Related to Toxicological Profiles... af

relationship between information gap

- needs necessary to assess the four be

W 00000813°
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Exposure Assessment—{1) substances in the environment, levels in  established under section 4{e) of the

Environmental Pathways, (2) Human

Contact
Hazard Identification—(3) -

Toxicokinetics, (4) Physiologic/Health

Effect

The linkages between the release of a
hazardous substance in the environment
and impact on human health can only be
fully determined when the scientific -
underpinnings for these four basic steps
are available. In the absence of these
data. the public bealth assessment -
proceas necessarily involves using
certain assumptions. Filling the data
needs related to these four steps will
lead to reduced uncertainty in such
assumptions. The relationships between
these four steps and priority data needs
are as follows:

Exposure Assessment

Of importance to ATSDR in meeting
its statutory mandates is the need to
make reasonable scientific assessments
based on levels of contaminants found
in the environment at or around
CERCLA sites. In order to accomplish
this goal, a major objective of this
research program is to establish
linkages between levels of contaminants
in the environment and levels in tissue/
target organs that are associated with
an adverse health effect. ATSDR”
understands this requires (1) the
development and validation of sensitive
analytical methods for measuring levels
of contaminants in environmental
media; (2} information on background
levels in the general environment; {3)
information on contaminant levels at or
near hazardous waste sites; and (4)
knowledge of contaminants’ ™
environmental fate. Further, extending
environmental contaminant levels to
human tissues concentrations requires
(1) the development and validation of
sensitive analytical methods for -
contaminant datection in human tissues;
(2}:bioavailability data; {3) information
on background levels in non-exposed
populations; and (4) information on
levels in tissues for populations living at
or near hazardous waste sites. Thus, a
major priority data need for this data
needs research program will be to
collect (where sppropriate), evaluate,
and interpret data for both
environmental media and human tissues
for environments and populations
around hazardous waste sites,

Hazafd’ Identification

Toxicology and pharmacokinetic
testing of priority hazardous substances
is vital in order to identify target organs

‘and to establish tissue dosimetry. This

information ia critical in completing the
association among levels of these

. animal studies and equivocal human

human tissues. and levels associated
with adverse health effects, When
information is lacking to identify the
most sensitive target organs {and doses
associated with these eifects) following
acute, intermediate and chronic
exposures to each substance, it
generally will become a priarity data
need: and the identified health effect
studies will be conducted via the most
relevant exposure route(s) =
representative of conditions at
hazardous waste sites. Currently,
ATSDR does not extrapolate toxicity
data across exposure routes or exposure
durations. However, ATSDR
acknowledges that such extrapolations
may be done on a substance-by-
substance basis after toxicokinetics
information has been established.

Once linkages have been established
across exposure routes, between levels
in the environment, and levels in
specific human tissues associated with
health eifects, it should be feasibie to
develop strategies for mitigation of these
effects. Mechanistic studies can be .
undertaken to elucidate the

athophysiology of the health effects:

eading ultimately to the development of
clinical methoda for mitigating any
adverse health effects of exposure to
persons living around hazerdous waste
'i‘e“ L. AP - .

The final point to be noted in the
development of this applied research
program is the heavy reliance on the

_ collection of quality human data to . - .-
validate the substance-spsacific exposure

and toxicity findings evidenced from

studies. This information will be
obtained by conducting exposure and
health effects etudies, and through the
establishment of subregistries within the
framework of ATSDR's Nationa!
Exposure Registry, : .- = -0 .. -
Implementation of Sybstance-Specific '
Research Program- - c
CERCLA, as amended as section
104{i}{5)(D). states that it is the sense of
Cangress that the costs for conducting
this research program be borns by the
manufacturers and processors of the
hazardous substances under TSCA/
FIFRA, or by cost recovery from
responsible parties under CERCLA.
ATSDR interprets the Congressional
intent to mean that portions of this
CERCLA Substance-Specific Applied
Research Program will be conducted via
regulatory mechanisms, private sector
voluntariam, and through the direct usa
of CERCLA funds. Moreaver, CERCLA,
as amended, requires that ATSDR
consider recommendations of the
Interagency Testing Committee (ITC)

Toxic Substances Control Act on the -
types of research to be done. ATSDR is
an active participant in this committee;
none of the proposed 38 substances are
being considered by the ITC at this time.

A. TSCA/FIFRA

In the development and s
implementation of the research program,
ATSDR and EPA have established - ;-
procadures to identify priority data~~3%
needs of mutual interest to federal -~
programs. Generally, this begins during,
or prior to, the finalization of the priority
data needs. These data needs willbe - -
filled through a program of toxicological
testing under TSCA or FIFRA. This
portion of the research wiil be
conducted according to established
TSCA /FIFRA procedures and
guidelines. This testing will fulfill more
than one federal program’s need. It is
ATSDR’s intent to ensure that data
needs pursued under TSCA/FIFRA . . |
administrative arrangements are subject
to independent scientific peer review.

B. Private Sector Voluntarism- - -- -2

P A
The ATSDR encourages private sector
voluntary conduct of research on gelect
priority data needs. Private sector
organizations, that agree with the .
priority of the data need, may volunteer
to conduct research to fill specific
priority data needs identified in thia °

_ notice by indicating their intereat during -

this public comment period. Concept

;proposals (1-2 pages), not detgiled study

designs or protocols are solicited at-this
time. A review committee comprised of-

" acientists from ATSDR, the National

Taxicology Program {NTP), and the.,
Environmental Protection Agency (EPA)
will review the voluntary efforts = -
proposed. Based on the review .
committee's recommendations, ATSDR

".will determine which, and Yiow, specific

voluntary research projects will be
pursued with volunteering organizations
(Figure 2). It is the intent of ATSDR to
only enter into voluntary research...
projects in ways thet lead to high ... -

-quality scientific work. This would * .-+~

include the necessity of peer review of
study protocols and results. .

C. CERCLA

Those priority data needs that are not
filled by TSCA/FIFRA or inftial - -
voluntarism will be considered for
funding by ATSDR through its CERCLA
budget. A large portion of this research
program is envisioned to be unique to
CERCLA, e g. on substances not-
regulated by other programs oron . -
research needs specific to public health’
assessments. Mechanisms to fill these

yvyv 000008117
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priority data needs may include a exposure and toxicity priority data
second call for voluntariam. Again, needs are divided into Groups A and B
scientific peer review of o ‘{lprotoooln for further refinement. Group A priority
and results would occur for all research  data needs are the highest ranked
conducted under this auspice. priority data needs while Group B are

Substance-Specific Priority Data Needs

The priarity data needs identified in
Table 1 are considered available for
conduct at the discretion of ATSDR
and/or EPA via mechanisms that

priority data needs that will be filled -
pending the results of Group A testing or
that are not of the most urgent public
health concern to ATSDR at the present
time. No hierarchies are set among any

between priority data need groups will
be considered by ATSDR on »
substance-by-substance basis pending
the collection and evaluation of
additional data.

Additional information on Group A
and B data needs can be obtained in the
ATSDR document Cross-Substance
Priorities. This document is available for
review by writing ta ATSDR at the

include TSCA/FIFRA, private sector
voluntarism or CERCLA, Thess

one substance's Group A or Group B
priority daia needs. Reassignments

address listed in the ADORESSES section
of this notice.

TASLE 1.—SUBSTANCE-SPECIAC PRIORITY DATA NEEDS

Group A

Aldnin/ Dieidrin:
WMM“MMO‘MNMW

ondpoirta inchide: cances, mmunoiocity, newrtoncity, snd
reproductive and

dovelopmental iracity).

Dose-response data in animeis for intermediata-guration oral exposure.

Arsenic: :

Comparativa toxicokinstic' studiss %0 detxmins # sn appropriste animel

specias can be identified.

Banrens: -
WMMNMMQMWW

m wwunotoxiclly, end reproductive and mlatu

data In animels for acule- and intermediate-durstion ol

Dosa-responss dats in anirmale for acuie- and intermedie-duration inhelaion
oxposunss. The subchronic M m nckaie  sxienced M
organ histopethology. .

WWMMQMW

WMQRMMGWWW
hepatotmdcily, venunotoxicity,

WMN“MMMO& ﬁpodd

- endpoints inchude: -cancer, iImmunotoudcily, neurctoxicity, wm
and developmentsl fouicly).

Doss-reapones duta In animais for chronic oral sxpoeurs. The study should
include sxtended repsochactive argen and Nervous Sssue (and demeancr)

histopathology.
Chiorosthane: :
Wmﬁumnmmammm

wmhmwmwmmmmw
aposures. The subciwonic study shoukd inchsie an-svahustion of immmne
and nearvous. system (and behavior, demeencr) tissues, and sxtended

reprocuicive organ histpathology.
‘ Mmmmmlm
Chiarotorme
mmhhﬂmmdd\ludmwm
ﬁmtuﬂm.kmm.mm reproduc-

tve and developmenial 10xicily). ’
. thmhMmWw
Chroemium: - )
wmnmumwbmm
- and (M) via ored oxpoRwe aexd for mmm—dnm apotun 0
- mmm«um .

wmmm«-wmnmm '
C o Qysnice

and (Vi) -

e e L X

wmnhMMNWMW
endpoints include: adverse effects on the thyroid giand, and reproductive

and developmental kodcity).

Enviconmental fete In air,

Evahation of the environmental fate of cyanide in soll.
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Federal Register -/ Vol. 58, No. 201 / Thursday. Octaber 17, 1991 / Notices 52181
— A

TABLE 1.—SUBSTANCE-SPECIFIC PRIORITY DATA Neeoé—-Corm‘nued

| Group A . Group 8

Ocse-responss data 0 animails for scute- and intermediate-duration €xpo-
sures via inhalation. The subchronic study should include extended rapro-
1 ductive organ histopathology and evaluation of NeUrobehavioral and naur

?

pathological andpoints.
; 2-Species developmental toxicity study via orml SxpoOsure.
| p.p"-00T, DDD, DOE:
} Epicdamioiogical studids on the heaith effects of DDT, DDD and DDE (Specisl | Bioavaiability and bioaccurmsation from soll, -
‘ emphasia u:p:km nCludec cancer, mmunotoxicity, Deotowicity, and . Ln

logy.
zmmmmmmmwm

W&E&‘&Nmmmumww

Ww
wmnmmmmmu

e wem YETIOTAL L L, E

subchronic study should include sxended reproductive ofgan Histopatho-
logy and immunopathology. -
2spmumumwmvhwmawm

Wmmnmmamwm
endpoints include: cancer, immuncixiclly, reproductive and developmental
Mwmmwm

wmmwhwuw

srachiorostiwiens:
WMMNMMMWM

Does-reapones date in animals for acute- and intermadiate-duration orad
axposurss. The subchronic study should inciude an extended histopatholol-
cal evaiuation of the immune

VAL 000008119
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TABLE 1.—SUBSTANCE-SPECIC PRIORITY DATA NEEDS—Continued
Group A T oowe
Trichiorosthylens:

Epidemeciopical studes on the healith stiecls of inchioroethylene (Special
emphasis SNAPOWIR INCILCE: CANCHr, daveiopmenial 1ToxiCity, and NeUotone-
2y)

Dzmﬂnhmnvmmﬁonwdw.

Vird Chiorider
W studies on lho hum offects ol vinyl chioride (Special

c.m-w testing (2-yoar bioassay) wia oral owosuu

wuummmmmmw
mdwm

As previously stated ATSDR
considers that a portion of this research

activities. ATSDR will therefore
evaluate the extant information from

feasibility, dependent on identifying
appropriate populations and funding

will be most appropriately conducted
utilizing CERCLA data and resources.
Toward this end, ATSDR has identified

these programs in order to help fill data

needs on substance-specific exposures., -

ATSDR’s role as a public heailth

{Table 2). These priority data needs may
be reclassified following considerations
of feasibility, and any reclassification

particular data needs that will be agency addressing environmental health  will be published in the Federal
considered for implementation by is, where appropriate, to collect human Register. .

ATSDR programs. These priority data data to validate substance-specific - ATSDR acknowladges that the
needs fall into both the exposure and exposure and toxicity findings. This. conduct of human studies to determine

toxicity data needs categories.

A major exposure priority data need
for this apphied research program will be
to collect, evaluate, and interpret data

information will be obtained by ATSDR
- through the conduct of exposure and ~ -

health effects studies, and through the

establishment and use of substance-

possible linkages between exposure to -
h substances-and human health
effects may be accomplished other than
by Agency programs or under other

from contaminated media around specific subregistries of persons . = ATSDR-sponsored auspices. Toward =
hazardous waste sites: and this has potentially exposed to these substancea  that end, the private sector and other -
been identified by ATSDR as a priority - within the Agency’s National Exposure  governmental programs are enuonraged
data need for all 38 substances. Registry. When a subregistry, ora - ‘to use ATSDR's priority data needs to --

However, ATSDR realizes that a large human exposure study is ideatified asa . plan their research activities. L.e., t0. .«

amount of information has already been = priority data need, the responsible identify appropriate popnlaﬁom amd ¢
collected through individual state ATSDR program will consider this ... conduct studies answering the specific’
programs and the EPA’s CERCLA : _recommendatlon and determine its - " human health questions. T

TARLE Z—SL}BSTANcEwSPEOIFic PRICAITY Dan NEEDS FOR cousnemmon BY ATSDR PROGRAMS

Substance Priority Human Data Neede
muMGWM

Arsenic. Emnmounwmmmmmmmmm-mmwu
Benzene WMhmmMWMMMOMMMMumwn
Berylium wmhwmmmmmmmmmmumwu
Cadmium Exposure levels in humane Iving ness hazardous wasle s and ofher popUatons, Such a8 workrs srcs o

I
uton e D e e e e s e o, s ks oo o

WMMGMM ' T A
wmnmmmmmmmmmmum

Candidete 10r subregistry of exposed persons.

Cyanide.
Candidate for subregisry 0t exposed persona. et
mx:mmmhmmwmmmwmmmm-mw .
Candidate for subregistry Of xpoeed persone. »',
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TABLE 2.—SUBSTANCE-SPECIFIC PRIORITY DATA NEEDS FOR CONSIDERATION BY ATSDR PROGRAMS—Continued

Subsiance Priocity Hewan Dot Noeods

Dif2-athythexytphthalate...........cccormrersernsesenne ._Wm-mmmmhmmmwmmm“mnewh
. DEHP.
, Candidate lor subregistry of exposed persons. wd

Lead emmmnnwmmmmm otivar nech 83 workors to ‘

> love ph m axposed to lead.

¢ Morcury mewmwmm*wmmmm»mwn
; WuwquWm
I Methylene Chionde Emmmwmmmmmmmmmngumwu,=
! methylens chioride. -
{ Candidate for subregistry of 8xposed PAEONS. H :
i Nickel ewmmmmmmmmummwwmmum”uwb
) mhlormmydomudpom
i Polychioninated Biphenyl Compounds ............... Ewosuro lovels in humans Mving near hazardous waste sites and other popiations, sucls as workers exposed o

amumuﬂognvyolewsedp«som
Polycyctic Aromatic Hydrocarbons (nndudos walammmmmmwmmnmmmm“m“,mb

15 substances). PAHS.
[ Candidate for subregistry of exposed persons.
; Selenium. Exp mn-nmmmwwuumwmmmmmmnuwammb
selenium,
' Cundidate for subregistry of exposed persons.
Tetactioroathylens Wmemmmmmmmmmmnwmowb
tetrachiosdathyiens. e A - .
WWWMNWMA i - '
Toluene...... wm»mmm%mmwmmm«mwp
3. .
.. | Canciaate for subegity of exposed persons. LA e :
Trichioroethyt i o wmbwmmwmmﬁ mmumomn
. B ettt i trichioroethyleas Tt B
Viewl Chioride. J‘,L thwmmmmm-‘“nﬂu}mwnmmmuw
"-V;“r} T j . ' A o_ |,¢
L am e el Candidate for subregay of exposed permons. - : - -
Zinc - Emmhmmwm—.ﬂuﬂmmunhumombm
”;_‘._‘.’ mwfmaw“ :

TS AL L T

Dated: October 9, 1091, -~ ’
'Wa]l.f R. Dowdle,

Acting Administrator, Agency for Tax:c

Subsiances and Diseass Registry: . -

LLING CODE 4160-70-M
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Figure 1.
Distillation of ATSDR'
Priority Data Needs

Information
~ Gaps

.+ Decision
~. .7 Quide

- Data
Categorles o

L :'.,.!7 ":‘:.'.“".‘,‘. ERCION
PRESR ey AL SR

8 Decision

g = Guide
Groups Priority Data Substance-
| Priorities

Group A | : Group B
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Figure 2.

ATSDR's Initiation of its Superfund Applied
Research Program to Fill P_riority Data Needs

ATSDR Publishes Initial Set 'of Priority Data Needs .

Voluntary proposals

Voluntary Subset o S I l o
[ 1 % FIFRA Subset " Superfund Subset

ATSDR " EPA
Subset Subset

{FR Doc. 91-24956 Filed 10-16-91: 8:45 am} ‘ T S A
BILLING CODE 4190-79-C . - o T




