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Dear Coordinator:
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OnbehalfoftheRegnhteemdpumnnttoUnitllB.l.b;mdUnitllCoﬂhe
6/28/91CAP Agreement. E.1. Du Pont de Nemours and Co. hereby submits (in triplicate) the
attached studies. S\zhmisimofthishfomnﬁmisvdmnzymdisomsimedbymihw
changminEPA'sshndardasﬁowhﬁE?Anowemsiﬁemasmﬁhkhfamﬁm.

m respoase to the new EPA §8(c)
of TSCA violation or Liability; (2) that

The “Reporting Guide™ creates new TSCA 8(e) ia which were not
previously announced by EPA in its 1978 Stateme: terprefation and nt Policy.
43 Fed Reg 11110 (March 16, 1978). The Guide states criteria which expands
uponmdconﬂicmwidxmewn&mmﬂm. Absent amendment of the

) .mehfomlmof&e“kepmﬁng&lﬁe"n’nessigniﬁmt
mepmmmmmmemmﬁngmdndbywhkhmmpms
can assure TSCA Section 8(e) compliance.
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H. Christman
Counsel
Legal D-7158

1007 Market Street
Wilmington, DE 19898
(302) 774-6443

88920809548




ATTACHMENT 1

Submission of information is made under the 6/28/9] CAP Agreement,
Unit Il This submission is made voluntarily and is occasioned by recent
changes in EPA's TSCA §8(e) reporting standard; such changes made, for
the first time in 1991 and 1992 without prior notice and in violation of
Regulatee's constitutional due process rights. Regulatee's submission of
information under this changed standard is not a waiver of its due process
rights; an admission of TSCA violation or Liability, or an admission that
Regulatee's activities with the study compounds reasonably support a
conclusion of substantial risk to health or to the environment. Regulatee has
historically relied in good faith upon the 1978 Statement of Interpretation and
Enforcement Policy criteria for determining whether study information is
reportable under TSCA §8(e), 43 Fed Reg 11110 (March 16, 1978). EPA

has not, to date, amended this Statement of Interpretation.

After CAP registration, EPA provided the Regulatee the
June 1, 1991 "TSCA Section 8(e) Reporting Guide". This "Guide" has been
further amended by EPA, EPA letter, April 10, 1992. EPA has not indicated
that the "Reporting Guide" or the April 1992 amendment supersedes the
1978 Statement of Interpretation. The "Reporting Guide" and April 1992
amendment substantively lowers the Statement of Interpretation 's TSCA
§8(e) reporting standard®. This is particularly troublesome as the "Reporting
Guide" states criteria, applied retroactively, which expands upon and

conflicts with the Statement of Interpretation.? Absent amendment of the
Statement of Interpretation, the informal issuance of the “Reporting Guide"
and the April 1992 amendment clouds the appropriate standard by which
regulated persons must assess information for purposes of TSCA §8(e).

21n sharp contrast to the Agency's 1977 and 1978 acticas 1o soliciting public comment on the proposed
and final §8(e) Policy, EPA has unilaterally propounced §8(c) substantive reporting critetia in the 1
Section 8(e) Guide without public notice and comment, See 42 Fad Reg 45362 (9/9/77), *Notification of
Substantial Risk under Section 8(e): Proposed Guidance®.

3A comparison of the 1978 Statement of Interpretation and the 1992 *Reporting Guide” is a appended.
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Throughout the CAP, EPA has mischaracterized the 1991 guidance as
reflecting ‘&mgsﬁaéag'ﬁ?;\peﬁfywmngthembywﬁch
toxicity information should be reviewed for purposes of §8(e) compliance.
Regulatee recognizes that experience with the 1978 Statement of
Interpretation may cause a review of its criteri. Regulatee supports and has
noobjecﬁmmtheAgency'samenﬁngrepmﬁngcﬁw‘umM&atm

i i reguhwdeammxmi;y‘maamfairway‘
However, wiﬂ:theunihmalmouneementoftheCAPmdertheauspioesaf
an OCM enforcement proceeding, EPA has wrought a terrific unfeiress
sincemuchof&ecﬁuﬁaEPAhasespousadinﬂ:elunel%Im
Guide and in the Agency's April 2, 1992 amendment is new criteria which
does not.exist in the 1978 Statem retation an
Policy.

The following examples of new criteria contained in the *Reporting
Guide" that is not contained in the Statement of Interpretation follow:

owmmwghEPAﬂpm&mem‘mm‘sb&gm
wﬂuﬁmsdmﬂ:mldm;bemguﬂedlsfndEPApo&yorw,ﬁe'Rm
Guide'gimme'sumsm‘mwghts‘mdmdmhds‘ﬁm
which to determine mandatory reporting obligations. ("Guide" at page 20).

o the "Reporting Guide® mmammmmmmlm
"cutoff” concentrations for acute lethality information (*Guide” atp. 31). Neither
Mmmmumﬁum&mmms&m
Interpretation. The regulated community was not made aware of these cutofF values
Prior to issuance of the “Reporting Guide” in June, 1991.

m‘RmGﬁk'MWM&&MMMMMW\
for the first time, defines as ‘distinguishable neurotoxicological effects': such

criteria/guidance not expressed in the 1978 Statement of Interpretation.S;

o&e'ReporﬁngGuide‘pmvidesnewnviewlmpmtthfmirﬁhﬁmnd
sensitization studies; mchaiminnotpteviouslyfmmdin&elwsw

oﬂ:e'keporﬁngGuide‘pnbﬁcimesminEPAQ/AmebeMm
Co.inl989whichmnotin&emw:hvemm
pubﬁsbedintheWmdiﬁrMbyﬁeEPAbﬁekm Such
QlAeshbhshesmreporﬁngcrhu'nnotmvius!yfomd’n&ewnw
; ion/Ent Policy .

5 See, e.p. 10/2/91 lotter from Du Poot 10 EPA regarding the definition of “sericus sd prolonged
effects’ as this term may relate (o transieat anesthetic effocts observed at Juthal Jevels; 10/1/91 loer from
the American Petroleum Institute 40 EPA regarding chrification of the Reporting Guide crivesia.
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Indl :k@giag&smpmﬁb%ﬁﬁﬁ,maﬁﬁﬁmaﬁwmmuﬂgive
the regulated community fair and adequate Warning to as
whatmnsﬁmmsnmmplimuforwhichpeaalﬁesmaybemssed.

mummduummauwm
andmhﬁmwﬁehmbmmmﬁnnm
warning of what they command or forbid. ... Even a regulstion which governs
mmuwmihmﬁmm
mu»ﬁm»mm.mmmumm

Diebold, In¢, v. Marshall, 585 F.2d 1327, 1335-36 (D.C. Cir. 1978). See
also, Rollins Environemntal Services (N ne. Bvironments
Protection Agency, 937 F. 2d 649 (D.C. Cir. 1991).

While neither the are rules, This principle has been applied to hold
that agency "clarification’, such as the Statement of Interpretation, the
"Reporting Guide" nor the April 1992 amendments will not applied
retroactively.

(N.D. Ohio 1978), aff'd
Energy. 596 F.2d 1029 (Em. App. 1978):

The 1978 Statement of Interpretation does not provide adequate notice
of, and indeed conflicts with, the Agency's current position at §8(e) requires
reporting of all "positive’ toxicological findings without
regard to an assessment of their relevance to human health. In accordance
with the statute, EPA's 1978 Statement of Interpretation requires the
regulated community to use scientific judgment to evaluate the significance of
toxicological findings and to determining whether they reasonably support a
conclusion of a substantial risk. Part V of the i
urges persons to consider "the fact or probability” of an effect's occurrence.
Similariy, the 1978 Statement of Interpretation stresses that an animal study
is reportable only when "it contains reliable evidence ascribing the effect o
the chemical.” 43 Fed Reg. at 11112. Moreover, EPA's Statement of
Interpretation defines the substantiality of risk as a function of both the
seriousness of the effect and the probability of its occurrence. 43 Fed Reg
1110 (1978). Earlier Agency interpretation also emphasized the
“substantial™ nature of a §8(e) determination. See 42 Fed Reg 45362, 45363
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(1977). [Section 8(e) findings require "extraordinary exposure to a chemical
substance.... which critically imperil human health or the environment").

The recently issued "Reporting Guide” and April 1992 Amendment
guidance requires reporting beyond and inconsistent
with that required by the Statement of Interpretation. Given the statute and
the Statement of Interpretation's explicit focus on substantial human or
environmental risk, whether a substance poses a "substantial risk” of injury
requires the application of scientific judgment to the available data on a case-
by-case basis.

If an overall weight-of-evidence analysis indicates that this
classification is unwarranted, reporting should be unnecessary under §8(¢)
because the available data will not "reasonably support the conclusion® that
the chemical presents a substantial risk of serious adverse consequences to
human health.

Neither the legislative history of §8(e) nor the plain meaning of the
statute support EPA's recent lowering of the reporting threshold that TSCA
§8(e) was intended to be a sweeping information gathering mechanism. In
introducing the new version of the toxic substances legislation,
Representative Eckhart included for the record discussion of the specific
“hanges from the version of H. R. 10318 reported by the Consumer
»'rotection and Finance Subcommittee in December 1975. One of these

changes was to modify the standard for reporting under §8(e). The standard
in the House version was changed from "causes or contributes to an
unreasonable risk” to "causes or significantly contributes to a substantial
risk". This particular change was one of several made in TSCA §8 to avoid
placing an undue burden on the regulated community. The final changes to
focus the scope of Section 8(e) were made in the version reported by the
Conference Committee.

The word "substantial” means "considerable in importance, value,
degree, amount or extent”. Therefore, as generally understood, a
"substantial risk" is one which will affect a considerable number of people or
portion of the environment, will cause serious injury and is based on
reasonably sound scientific analysis or data. Support for the interpretation
can be found in a similar provision in the Consumer Product Safety Act.
Section 15 of the CPSA defines a "substantial product hazard® to be:

“a product defect which because of the pattern
of defect, the number of defective products
distributed in commerce, the severity of the
risk, or otherwise, creates a substantial risk
of injury to the public.”




Similarly, EPA has interpreted the word 'substantial’ as a Quantitative
measurement. Thus, a "substantial risk’ is a risk that can be quantified, See,
56 Fed Reg 32292, 32297 (7/15/91). Finally, since information pertinent to
the exposure of humans or the environment $o chemical substances or
mixtures may be obtained by EPA through Sections 8(a) and 8(d) regardless
of the degree of potential risk, §8(e) has specialized function. Consequently,
infomationmbjectto§8(e)reponingshouldbeofatypewhichwouldlada
reasonable man to conclude that some type action was required immediately
to prevent injury to health or the environment.




Compenison:

Reporting triggers found in the 1978 "Statement of Interpretation/ Enforcement
Policy",43 Fed Reg 11110 (3/16/78) and the June 1991 Section &e) Guide.

1978 POLICY New 1991 GUIDE
CRITERIA EXIST? CRITERIA EXIST?

Oral

Dermal

Inhalation (Vapors)
aerosol
dusts/ particles

SKIN IRRITATION
SKIN SENSITIZATION (ANIMALS)

EYE IRRITATION

SUBCHRONIC
(ORAL/DERMAL/INHALATION)

REPRODUCTION STUDY N
DEVELOPMENTAL TOX Y13

643 Fed Reg at 11114, comment 14:
"This policy statements directs the reporitng of specifiec effects when unknown 10 the
Administrator. Many routine fests are based on 2 knowledge of toxicity associsted with a
chemicall. unknown effects occurring during such a range test may have w0 be reported if
they are those of concern Wt he Ageacy and if the information meets the criteria set forth in
Parts V and VIL."

Guide at pp.22, 29-31.

SGuide at pp-34-36.

9Guide at pp-34-36.

109G uide at pp-34-36.

NGyide at pp-22; 36-37.

2Gyide at pp-22

1343 Fod Reg st 11112
*Birth Defects” listed.

MGuide st pp-22




W
Acute Fish

Acute Daphnia
Subchronic Fish
Subchronic Daphnia
Chronic Fish

Z Z T 2 2z ZzZZZ2

AVIAN

Acute
Reproductive
Reprodcutive

1SGuide at pp-23; 33-34.
1643 Fod Reg & 11112
*Cancer” Bswed
Guide at pp-21.
1833 Fod Reg at 11312: 11115 ai Comment 15
"Mutagenicity” listed’ i w0 x5 iviro discussed; discwussion of "Ames wst”.
1Gride at pp-23.
2043 Fod Reg ot 11112 11115 st Comsnent 16.




CAS # 75-87-6

Chem: Chioral

Title:  Acute vapor inhalation texicity study with chioral
in purebred beagles

Date:  12/15/72

Summary of Effects: Ataxia, convulsions




Industricl BIO - TEST Labowalores. Inc.
1810 FRONTAGE ROAD
NORTHBROOK, ILLINDIS &00062

December 15, 1972

Dr. Henry Sherman, Chief
Oral Toxicology Section
E. I. du Pont de Nemours & Company

Haskell Laboratory
Wilmington, Delawarc 19898

Dcar Dr. Sherman:

Re: IBT No. T2458 - Acute Vapor Inhalation Toxicity
Study with Chloral in Purebred Beagples

, We are submitting herewith our laboratory report dated
Dccember 15, 1972, precpared in connection with the above study.
Vesry truly yours,

J. C. Calandra
President

JCC/kjl
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REPORT TO

E. 1. du PONT de NEMOURS & COMPANY

ACUTE VAPOR INHALATION TOXICITY STUDY WITH
CHLORAL
IN PUREBRED BEAGLES

DECEMBER 15, 1972

IBT NO. T2458

Introduction

A sample identified as Chloral was rececived October 16, 1972,
from E. 1. du Pont de Nemours & Company for thc purpose of con-
“ucting an acute vapor inhalation toxicity study using male purebred

beagles as experimental animals,




* nduastrizl BLOTEST Laboralovies, Jnc.

Summary

Four groups of two male dogs each were used to determine the
inhalation median lethal vapor concentration (LCgq) of Chloral. Each
group of animals was exposed to the vapor in a 700 liter inhalation

chamber, After exposure, all surviving deogs were observed for 14

days.




The acute vapor inhalation med;:an lethal concentration was found
to be 5,9 mg/L air (nominal concentration) based on a four-hour
period of cxposure. Untoward behavioral reactions exhibited by the animals
included lacrimation, vocalization, salivation, hypoactivity, dyspnea,
regurgitation, ataxia, cyanosis, clear and bloody nasal discharge, uncon-
sciousness, and convulsions, Body weight losses were noted in all but
onc group. Moderate diffuse red discoloration of the lungs was noted in
animals which died during the 14-day observation period. Necropsy of
animals surviving the observation period revealed minimal to slight dif-
fuse red discoloration and mild white foci on the lungs.

Respectfully submitted,

INDUSTRIAL BIO-TELY LABORATORIES, INC,

Report prepared by: Tz, W
Victor M, Bowers, B.A.
Assistant Toxicologist
Inhalation Toxicity.

Report approve? by: A ‘ 07// . /L'I&A{’J&“-’I
Kenneth J. iégadeberg. B.S. ﬂ

Group Leader
Inhalation Toxicity

n W. Goode, Ph. D,

anager
Decatur Research Laboratories

//v’ B A A7
M. L. Keplingér, Ph. D!
Manager, Toxicology




IlI. Procedure

Male purebred beagle dogs*, six months eold, with an average
body weight of 8.82 kilograms, were used as test animals. All dogs
were eligible for A.K.C. registration and had previously been immunized
against rakies, canine distemper, hepatitis, and leptospirosis. Four
groups of two dogs each were selected after having been under observa-
tion for at least seven days to insure their general health and suitability
for testing. The animals were housed individually in stock cages and
permitted a standard laboratory diet** plus water ad libitum, except
during inhalation exposure.

Each expccure was designed to run for a four-hour period, during
which time observations were made with respect to incidence of mor-
tality and reactions displayed. At the end of the exposure period, the
dogs were returned to their stock cages and observed for the following
14 days.

A body weight was determined for each animal prior to inhalation
exposure and for each surviving animal at the end of the 14-day observa-
tion period. The data were recorded as an index to body weight effects.

Gross pathologic examinations were scheduled to be conducted

upon all animals which might succumb during the test period and upon

those sacrificed at the end of the l4-day observation period.

* Wedgds Creck Research Farm, Neillsville, Wisconsin.
%% Purina Dog Chow, Ralston Purina Company, St. Louis, Missouri.




Test animals were exposed in a specially constructed Plexiglas

inhalation chamber having a capacity of 700 liters. The chamber

was designed so that the animals could be introduced to the test atmaos -

phere after 99 percent of the desired vapor concentration was establishud.
Each animal was caged scparah:ly during exposure to minimize filtration
of inspired air by animal fur.

Vapor was gencrated by bubbling a stream of clecan dry air (-40°C
dewpoint) through the undiluted test material. The resulting air-vapor
strcam was mixed with additional clean dry air, when necessary, to
achicve the desired final vapor concentration. The test atmosphere was
then introduced into the exposure chamber at the top center, dispersed
by a baffle plate and exhausted at the bottom of the chamber.  Air flow
rates through the system were measured with rotameters connected in
the air supply linee upstream of vapor contamination. The rotameters
were calibrated with a wet-test meter after cach exposure was completed.
Average nominal vapor concentrations were calculated by dividing the
total weight of test material vaporized by the total volume of air uscd

during cach inhalation exposure.  Temperature and pressure of the test

atmosphere were also measured.




Jrndatidie Wb

At the conclusion of the 14-day investigational period, all data were

collected and the acute vapor inhalation median lethal concentration

g the method of

(LCgp) of the tcst material was calculated employin

Litchfield and Wilcoxon®.

An outline of the test conditions is presented in Table 1.

vA Simplificd Method of

% Litchfield, J. T., Jr. and Wilcoxon, F.,
Pharm. & Exp. Ther.

Evaluating Dose-Effcct Experiments,” J.
96, 99 (1949).
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Indusirial BLO - TEST Laborwlories, snc.

. IV. Results

A. Mortality
Mortality data and the LCcp are presented in Table IL

B. Behavioral Reactions

Untoward behavioral reactions exhibited by the animals are

listed in Table LI

C. Body Weights and Gross Pathology

Individual body weights and gross pathologic findings are shown

in Table IV. The findings in the spleen, as described in the table, are

not uncommon in purcbred beagles and arc not attributed to inhalation

of Chloral vapor. Lung and spleen tissues were removed from several

dogs for possible future histopathologic study.
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" ndstrizl BIO-TEST Loborolsriss, Inc.

. TABLE 111

TEST MATERIAL: Chloral
Acute Vapor Inhalation Toxicity Study - Pure® Reagles

Reactions

Time ... Tnset
Number of After Start
Reactions Animals of Exposure Duration

5 min. -6 hours
15 min. 5-8 hours
40 min. 7-9 days
40 min. 3-4 days
80 min.,

Salivation
Lacrimation
Dyspnea
Hypoactivity
Regurgitation

~ vV

$ min,
S min.
40 min,
40 min.
80 min.

Salivation
Lacrimation
Dyspnea
Hypoactivity
Semi-consciousness

~ NN

I min. 5.6 hours

1 min, 5-8 hours
40 min. 7 days-death
40 min. 7 days-death
45 min. 4 hours

180 min. $ houra

210 min. Until death
12 hours -

Salivation
Lacrimation
Dyspnea
Hypoactivity
Regurgitation
Ataxia
Convulsions
Death

— e N e NN

1 min. 5-6 hours

1 min. 5-8 hours

30 min. 7 days-death
30 min. 7 days-decath
75 min. 5 hours

100 min. 4 hours

150 min. Until death
150 min. Until death
210 min. Until death
200 min. Until death
215 min, Until death
220 min. Until death
230 min., -

Salivation
Lacrimation

Dyspnea

Hypoactivity

Ataxia

Regurgitation

Loss of righting reflex
Vocalization

Cyanosis

Convulsions

Bloody nasal discharge
Unconsciousness
Death

e Pt S e faw s e me P B TV VN
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