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Return Receipt Reguested INIT 18/27/92
October 15, 1992

Document Processing Ceater (TS-790)

Office of Pollution Prevention and Toxics
Environmental Protection Agency

401 M Street., S.W.

Washington, D.C. 20460

Attn: Section 8(¢) Coordinator (CAP Agreement)

Dear Coordinator:

L]

6€58108268

SECAP-0025

On behalf of the Regulatee and pursuant to Unit II B.1.b. and Unit II C of the
6/28/91CAP Agreement, E.]1. Du Pont de Nemours and Co. bereby submits (in triplicate) the
attached studies. Submission of this information is voluntary and is occasioned by unilateral
changes in EPA’s standard as to what EPA now considers as reportable information.
Regulatee's submission of information is made solely in response to the new EPA §8(¢)
reporting standards and is not ag admission: (1) of TSCA violation or lizhility; (2) that
Regulatee's activities with the study compounds reasonably support a cuncluzion of substantial
bealth or environmental risk or (3) that the studics themselves reasonably support a couchusion
of substantial health or environmental risk.

i

The “*Reporting Guide™ creates new TSCA 8(e) reporting criteria which were not

previously announced by EPA in its 1978 Statament of Inferpretation and Enforcement Policy,

43 Fed Reg 11110 (March 16, 1978). The “Reporting Guide states criteria whick expands
upon and conflicts with the 1978 Statement of Interpretation. Abeent amiendment of the
Statement of Interpretation, the informal issuance of the *‘Reporting Guide' raises significant
due processes issues and clouds the appropriate reporting standard by which regulated persoas
can assure TSCA Section 8(e) compliance.

For y

H. Christman
Counsel
Logel D-7158
1007 Market Street

Wilmington, DE 19898
(302) T74-6443

Better Things for Better Living



ATTACHMENT 1

Submission of information is made under the 6/28/91 CAP Agreement,
Unit I1. This submission is made voluntarily and is occasioned by recent
changes in EPA's TSCA §8(¢) reporting stundard; 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
informztion under this changed standard is not a waiver of its due process
rights; 2n admission of TSCA violation or liability, or an admission that
Regulatee's activities with the study coirpounds 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 particulariy troublesome as the "Reporting
Guide" states criteria, applied retroactively, which expands upon and
conflicis with the Statement of Interpretation. Absent amendment of the

ion, 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 io the Agency's 1977 and 1978 actions to soliciting public comment oo the proposed
and final §8(e) Policy, EFA has unilaterally pronounced §8(c) substantive reporting criteria in the 1991
Section 8(e) Guide without public notice and comment, Sec 42 Fad Reg 45362 (9/9/77), "Notfication of
Substantial Risk under Section 8(¢): Proposed Guidance”.

3A comparison of the 1978 Statement of Interprotation and the 1992 "Reporting Guide” is a appended.



Throughout the CAP, EPA has mischaracterized the 1991 guidance as
reflecting “longstanding” EPA policy conceming the standards by which
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
no objection to the Agency's amending reporting criteria provided that such
amer:dment is not applied to the regulated community in an unfair way.
However, with the unilateral announcement of the CAP under the auspices of
an OCM enforcement proceeding, EPA has wrought a terrific unfairness
since much of the criteria EPA has espcused in the June 1991 Reporting
Guide and in the Agency's April 2, 1992 amendment is new criteria which

does not.exist in the 1978 Statement of Interpretation and Enforcement
Policy.

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

o even though EPA expressly disclaims each "statuz report™ as being preliminary
evaluations that should pot be regarded as final EPA policy or intent?, the *Reporting
Guide" gives the “status reports™ great weight as “sound and cdequate basis™ from
which to determine mandatory reporting obligations. ("Guide” st page 20).

o the "Reporting Guide” contains a matrix that establishes new pumerical reporting
*cutoff” concentrations for acute lethality information (“Guide” at p. 31). Neither
this matrix nor the cutoff values therein are contained in the Stalement of
Interpretation. The regulated community was not made aware of theae cutoff values
prionohsumceofﬂ:e‘keposﬁng(}uide‘hlme, 1991.

othe "Reporting Guide” states new specific definitional criteria with which the Agency,
for the first time, defines as 'distinguishable neurotoxicological effacts’; such

criteria/guidance not expressed in the 1978 Smmm

othe "Reporting Guide” provides new review/ reporting criteria for irritation and
sensitization studies; such criteria pot previously found m the 1978 Statement of

othe "Reporting Guide" publicizes certain EPA Q/A criteria issued to the Moansanto
Co. in 1989 which are not in the Statcment of Inierpretation; have never been
published in the Foderal Register or distributed by the EPA 10 the Regulatee. Such
Q/A establishes new reporting criteria not previously fo.wnd in the 1978 Statement of
I on/Eaf, Policy .

“The 'status reports’ address the significance, if any, of particular information reported to the Agency,
rather than stating EPA's interpretation of §8(c) reporting criteria. In the infrequeat instances in which the
status reports contain discussion of reportability, the apalysis is invariably quite limited, without
substantial supporting scientific or legal rationale.

5 See, e.g, 10/2/91 lotter from Du Poat to EPA regarding the definition of 'serious and

effects’ as this 70 may relate 1o transient anesthetic effects observed st lothal levels; 10/1/91 letter from
the American Petrolon Institute t0 EPA regarding clarification of the Reporting Ciside criteria.



In discharging its responsibilities, an administrative agency must give
the regulated community fair and adequate waming to as
what constitutes noncompliance for which penalties may be assessed.

Among the myriad applications of the due process clasuse is the fundamental princirle
that stattes and regulations which purport to govern conduct must give an adequate
warning of what they command or forbid.... Even a regulation which governs
Mmmmﬂmftm&umwm

must be so framed as 10 provide a constitutionally adequate warning to those whose

Diebold, Inc. v. Marshall, 585 F.2d 1327, 1335-36 (D.C. Cir. 1978).
also, szm&m:&.&jnmmm
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.

...a foderal coust will not retroactively apply an unforeseeable interpretation of an
adminisirative regulation (o the detriment of a regulated party on the theory that the
post hoc interpretation asserted by the Agency is genenally consistent with the
policies underlying the Agency's regulatory program, when the semantic meaning of
the regulations, as previously drafted and construed by the appropriate agency, does
pot support the interpretation which that agency urges upon the court.

453 F. Supp. 203, 240

Standard Qil Co, v, Federal Energy Administration,
(N.D. Ohio 1978), aff'd sub nom. Standard Oil Co. v. Department of
Energy, 596 F.2d 1029 (Fm. App. 1978):

The 1978 Statemem 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 Statermnent of interpretation requires the
regulated community to use scientific judgment to evaluaie the significance of
toxicological findings and to determining whether they reasonably support a
sonclusion of 2 substantial risk. Part V of the Statement of Interpretation
urges persons to nonsider "the fact or probabilicy” of an effect's occurrence.
Similarly, the 1978 Statement of Interpretation stresses that an animal study
is reportable only when "it contains reliable evidence ascribing the effect to
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
11110 (1978). Earlier Agency interpretation also emphasized the
"substantial” nature of a §8(e) determination. See 42 Fed Reg 45362, 45363



(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 ,ubstantial 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(c)
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
changes from the =rsion of H. R. 10318 reported by the Consumer
Protection 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 nisk” 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 7isk" 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 severiiy 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 to 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,
information subject to §8(e) reporting should be of a type which would lead a
reasonable man to conclude that some type action was required immediately
to prevent injury to health or the environment.



Attachment
Comyparison:

Reporting triggers found in the 1978 "Statement cf Interpretation/ Enforcement
Policy”,43 Fed Reg 11110 (3/16/78) and the June 1991 Section 8(e) Guide.

TEST TYPE 1978 POLICY New 1991 GUIDE
S CRITERIA EXIS) . CRITERIA EXIST?

ACUTE LETHALITY
Oral N} Y)
Dermal N} Y}
Inhalation (Vapors) )6 1y
8erosol N} Y}
dusts/ particles N} Y)
SKIN IRRITATION N Y®
SKIN SENSITIZATION (ANIMALS) N Y®
EYE IRRITATION N ylo
SUBCHRONIC
(ORAL/DERMAL/INHALATION) N yi!
REPRODUCTION STUDY N Y2
DEVELOPMENTAL TOX Y13 yl4

643 Fod Reg at 11114, commeat 14:
*This policy statemnents directs the reporitng of specifiec effects when unknown to the
Administrator. Many routine tests are based on a knowledge of toxicity associsted with a
chemicall. unknown effects occurring during such a range test may have fo be reported if
they are those of concern tot ae Agency and if the information meets the criteria set forth in
Parts V and VIL."

TGuide ot pp.22, 29-31.

SGuide at pp-34-36.

YGuide at pp-34-36.

10Gyide at pp-34-36.

1Guide at pp-22; 36-37.

12Gyide at pp-22

1343 Fod Reg at 11112
"Birth Defectc" listed.

14Guide at pp-22



NEUROTOXICITY
CARCINOGENICITY
MUTAGENICITY

In Viero
In Vivo

ENVIRONMENTAL
Bioaccumulation
Bioconcentration
Oct/water Part. Coeff.
Acute Fish

Acute Daphnia
Subchronic Fish
Subchronic Daphnia
Chronic Fish

AVIAN

Acute

Reproductive
Reprodcutive

15Guide at pp-23; 33-24.

1643 Fod Reg at 11112
“Cancer” listed
17Gyide at pp-21.

Ylé

y}ll

Y}
Y}20
Y}

z Z Z Z

ZZZ

1843 Fod Reg at 11112; 11115 at Cownment 15

“Mutagenicity ” listed/ in vivo y§ mvitro discussed; discussion of *Ames test”.

19Gyide at pp-23.

2043 Fod Reg st 11112; 11115 at Comment 16.

ylS

Y”

Y} 19

zZ Z 2 Z Z ZZZ

ZZZ



CASZ# 10042-34-9; 868-18-8; 87-69-4; 77-85-0

CHEM: Sodium nitrilotriacetate;sodium tartrate; tartaric acid;
methyltrimethylolmethane; nitrogen triacetic acid; imino
diaceticacid hydrochloride

"7 LE: Preliminary Toxicity Tests

DATE: 12/18/47

SUMMARY OF EFFECTS: Some compounds relatively toxic



MEDICAL RESEARCH PROJECT MR-125

Preliminary Toxicity Testis

Acute toxicity tests havc been carried out on a group of
comzouncs 8s pér D. K. 0'Leary's letter of July 30, 1947, to Dr.
Foulger. The compounds end the details of the tests or each compound
are as follows:

A-8122 Sodiwn hWitrilotriacetate

The compound was given in u water solution éontaining 0.25
grams/hl; in one series of M L D Tests and 0,203 grams/ml. in a
sccond aeries. All dcses of sodium nitrilotrlacotate greater than
1500 mg/kg. killed the rats within 30 %o 10G minutes. Prior to
death the rats became weak, developed convulsions,'and became cyan-
otic. At autepsy the 1ungs shoved slight to severe congestion and
edems. The mucosa of the stomach was alightly 1nflamed Onc pat,
surviving 1500 mg/kg. was killed two days aftgr treatment and did
not shcw any gross or microscopic pathology.

A-8123 sodium Tartrate

The Sodium Tartrate solution used—contaihod an equivalent’
of 0,25 grams of tartaric acid per ml. The M F D for SOdium Tartrate
is around 7500 mg/xg. Tho rats that survived this and lower doses
did not show any gross or micruscopic pathology when sacrificed
forty-eight hours after treatment. | :

A-8041 Tartaric Acld

The M F D for Tartarig,Aéid 1s around 7500 ng/kg. Rats
receiving doses of 5000 mg/kg. or less all survived and vere Yilled
12 to 15 days afteritreatment. No gross or microscopic pathology
vas cbzerved. One rat vhich died after & dose of 7590 mg/kg. showed

edema &rd hemorrhages in the lung and ecute inflammatory changes in



-2-
the stomach with superficial lcss of tissue from the stomach mucoss.

A-2036 Methyltrimethylolmethane

Tre effect of thls compound on the skin was tested on

guinea pigs with the folloving results:

Reactions
No. G.P. 4 Sl+ VSl+ Keg.
Initial Patch 10 1 9
Firnal Patchr lb 1‘ G

Theae tests indicate thaé methyltrimethylolmethane is not particulariy
irritant to the skin end does ndot produce sensitization in guinea pigs.‘

Rats were fed doses as high as 7590 mg/kg. and aside from
some discomfort immediately following treatnent, thcy did not show
any untoward effects. The rats were killed 8 to 15 daJs after ‘
treatment and dio not show any gross or microscopic damage to the
internal organs. The gain in weight of these rats betvehn treatment
end the tine they vers sacrificed was normal

A-8039 Nitrogen Triacetic Acid

Rats survived single doses of this compound as high as
7590 mg/kz. Doses up to 2250 ég/kg.vdid'noc'proooce'any‘cpparent
effect. Higher doses made thc.rats Slightiy uncomfortable following
treatment, and doses of 7590 mg/kg produced considerable prostration
and progressive loss in weight during the elight days following
treatment., No gross or microscopic pathology'wao~noted in thc rats
receiving ©C00 mg/kg. or less nor in two rato receiving 7590 mg/kg.
one rat recelving the latter dose shoved minor changes in the liver
at autopsy. The liver ceils wsre slightly shrunken, and the nuclel

wvere pyknotic,



r 4
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A-30L0  Imino Diacetic Acid Hydrochloride

Doses of this compound up to 2250 mg/kg. did not produce
any apparent effect. Higher doses made the animals uncomf rtabls,
and one rat fed a dose of 5060 mg/kg. died 18 hours af atment.
~he stomach was badly burned, and there were extensive hLemcrrhages
10y the mucosa. This chemicel necrosis extended to tissues adjacent
to the stomach, such as the liver and ebdominal wall. Microscopically
the liver, stomach, and kidneys were superficially disintegratod
where therc had been contact with the chemical. The rats that
survived doses ranging from 2250 to 1000 mg/kg. gaiﬁed weight normally.
Higher doses inhibited the normal increase in weight, Rats that
survived doses up to 3375 mg/kg did not shov any gross or m;cro-
scopic pathology when sacrificed 12 to 15 days after treatment.
Skin Tests

The remaining‘nine‘éohpouﬁasnQéféﬂteifed fbr skin irri4
tation or sensitization, and the rewul‘s of tha tests are: presented
in tabular form. “Ten guinea pigs were used in each test and the‘A

standard technlque vas followed in maktng the teats.-

. Reaction :
. -+ Initial Fatch - - Final patch
Code Compound - - + Si+ VSl Feg. © 4+ 51+ VSI+ jleg,
A-£C42  Bis(ethylene glycol) . 1;:' ngtlo . o 10
glutarate - S
A-G043  Bis(propylens glycol) 10 : 10
gluterate . - :
£-304%  ianyl Alcohol 1 1 8 1 On
£-3245  Dinonyl Phthalatc 1 S 1 0 1 Qs
A-S0%€  Trinonyl Phosphate 3 7 0 0 2 1 2«

G. P. in grocp dled during experiment.
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Reaction
, Initial Patehm Final Patch
sode comtournd + "8I+ VSl+ lec. + BIF¥ V3I+ heg.
A-00%7  Dicyanobutens 16 19
4-S0453  adiponitrile 19 1C
A-8049 Tolualdehycde 10 1 X 2 3
A-3050  Benzaldehyde . 10 1 9

Suniary and Conclusion

kcne of the compounds tested orally are highly toxic and
some of them are relatively non-toxic. The data on K F D are sum-

marized as follows:

Compound L Approx. MFD
| o in mg /K110
Sodium Nitrilotriocotatc';“ , ;. 2200
Sodium Tertrate | o ;-7500
Tartaric Acid?f;; ;‘7566‘
Mothyltrimethyloimcthanc ’ ’ - *~-"'i7500
Litrogen Triacetic Acid : " More than 7500 -
Imino Diacetlc Acid Hydrochloride Mofoithaﬁfksooo

With the exception of sodium nitrilotriacctatc, death from
thease compounds resulted from an acute corrosivo offect 1n tho upper
gastrointestinal tract. .. SOdium nitrilotriacctate produced mcrkcd oo
prostration *-1 convulsions 1n the rats bcfore daath. At autopsy,
pulmcnary euem. W8S prcscnt.: It ;;~posa‘blo this differcncc in
toxicity between this compound and pitropen triacotic acid may bve
due te¢ an alkalosis produced by excess sodium ion.

Dinonyl phthalate and trinonyl phouphatc appear to be

. irritant to guinea pig skin but do not sensitize., Tolualdehyde
)

i aprears to produce senaitizacion in guinea piga.
: AJF lgy
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