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

Dear Coordinator:
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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. hereby submits (in triplicate) the
attached studies. Submission of this information is voluntary and is occasioned by umilateral
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(e)
reporting standards and is not an admission: (1) of TSCA violation or liability; (2) that
Regulatee's activities with the study compounds reasonably support a conclusion of substantial
health or environmental risk or (3) that the studies themselves reasonably support a conclusion
of substantial hezlth or environmental risk.

The “Reporting Guide” creates new TSCA 8(e) reporting criteria which were not
previously announced by EPA in its 1978 Statetnent of Interpretation and Enforcement Policy,
43 Fed Reg 11110 (March 16, 1978). The “Reporting Guide states criteria which expands
upon and conflicts with the 1978 Statement of Interpretation. Absent amendment 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 persons
can assure TSCA Section 8(e) compliance.

For, ,

Mark H. Christman
Counsel

Legal D-7158

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

Better Things for Better Living



ATTACHMENT 1

Submission of information is made under the 6/28/91 CAP Agreement,
Unit II. 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.3 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).

2In sharp contrast to the Agency's 1977 and 1978 actions to soliciting public comment on the proposed
and final §8(e) Policy, EPA has unilaterally pronounced §8(e) substantive reporting criteria in the 1991
Section 8(e) Guide without public notice and comment, See 42 Fed 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.



Throughout the CAP, EPA has mischaracterized the 1991 guidance as
reflecting "longstanding™ EPA policy concerning 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
amendment 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 espoused 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 "status report” as being preliminary
evaluations that should ot be regarded as final EPA policy or intent?, the "Reporting
Guide™ gives the "status reports” great weight as "sound and adequate basis" from
which to determine mandatory reporting obligations. ("Guide” at page 20).

o the "Reporting Guide” contains a matrix that establishes new numerical reporting
"cutoff™ concentrations for acute lethality information ("Guide" at p. 31). Neither
this matrix nor the cutoff values therein are contained in the Staterment of
Interpretation. The regulated community was not made aware of these cutoff values
prior to issuance of the "Reporting Guide" i June, 1991.

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

criteria/guidance not expressed in the 1978 Wm

othe "Reporting Guide” provides new review/ reporting criteria for irritation and
sensitization studies; such criteria not previously found in the 1978 Statement of
T .
othe "Reporting Guide™ publicizes certain EPA Q/A criteria issued to the Monsanto
Co. in 1989 which are not in the Statement of Interpretation: have never been
published in the Federal Register or distributed by the EPA to the Regulatee. Such
Q/A establishes new reporting criteria not previously found in the 1978 Statement of

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

5 See, e.g, 10/2/91 letter from Du Pont to EPA regarding the definition of 'serious and prolonged
effects’ as this term may relate to transient anesthetic effects observed at lethal levels; 10/1/91 letter from
the American Petroleum Institute to EPA regarding clarification of the Reporting Guide criteria.



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

Among the myriad applications of the due process clause is the fundamenta! principle
that statutes and regulations which purport to govern conduct must give an adequate
warning of what they command or forbid.... Even a regulation which governs
purely economic or commercial activities, if its violation can engender penalties,
must be 50 framed as to provide a constitutionally adequate warning to those whose
activities are governed.

Diebold, Inc. v, Marshall, 585 F.2d 1327, 1335-36 (D.C. Cir. 1978). See
also, Rollins Environemntal Services (NJ) Inc. v, U.S, Environmental

V.
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 federal court will not retroactively apply an unforeseeable interpretation of an
administrative regulation to the detriment of a regulated party on the theory that the
post boc interpretation asserted by the Agency is generally 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
not support the interpretation which that agency urges upon the court.

il v ner inistration, 453 F. Supp. 203, 240
(N.D. Ohio 1978), aff'd sub nom. i
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 t
urges persons to consider "the fact or probability” 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
scriousness 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 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(e)
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 version 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 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 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
Comparison:

Reporting triggers found in the 1978 "Statement of 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
CRITERIA EXIST? CRITERIA EXIST?

ACUTE LETHALITY
Onal N} Y}
Dermal N} Y)
Inhalation (Vapors) )6 ¥y
aerosol N} Y}
dusts/ particles N} Y)
SKIN IRRITATION N Y8
SKIN SENSITIZATION (ANIMALS) N Y9
EYE IRRITATION N ylo
SUBCHRONIC
(ORAL/'DERMAL/INHALATION) N Yyl
REPRODUCTION STUDY N yi2
DEVELOPMENTAL TOX y!3 yi4

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

7Guide at pp.22, 29-31.

8Guide at pp-34-36.

9Guide at pp-34-36.

10Gujde at pp-34-36.

1 Guide at pp-22; 36-37.

lzg_mgg at pp-22

1343 Fed Reg at 11112
"Birth Defects” listed.

14Guide at pp-22




NEUROTOXICITY
CARCINOGENICITY
MUTAGENICITY

In Vitro
In Viwo

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

Acute Daphnia
Subchronic Fish
Subcbronic Daphnia

Chronic Fish

AVIAN

Acute
Reproductive
Reprodcutive

15Guide at pp-23; 33-34.

1643 Fed Reg at 11112
"Cancer"” listed
17Gyide at pp-21.

vi6

y}lB

Y,

zZ Z Z Z

zZzZ

1843 Fed Reg at 11112; 11115 at Comment 15

"Mutagenicity" listed/ In vivo ¥s Invitro discussed; discussion of "Ames test”.

19Guide at pp-23.

2043 Fed Reg at 11112; 11115 at Comment 16.

v17

Y} 19

Z Z Z Z Z ZZ7Z

ZzZZZ




CAS # 13098-39-0

Chem: Hexafluoroacetone

Title:  Inhalation Studies on Hexafluoroacetone
Date:  1-25-65

Summary of Effects: Testicular effects

14




INHALATION STUDIRS ON HEXAFLUOROACETONE

INHALATION 51y ==

Part II

A, The Lethality of Short-Term (< 1 br,) Exposures
B, The Persistence of Tissue Bffects

Medical Research Project No, 627

Report No, 6-65

INTRODUCTION

Previous work at Haskell Laboratory (Report No, 46-62) showed the
Approximate Lethal Concentration of hexafluoroacetone gas (HFA) for rats to be
300 ppm for a single exposure of four hours, Repeated exposures at a nominal
concentration of 60 ppm were not lethal, Clinically, they produced inactivity,
deep respiratiom, small conjunctival hemorrhage and progressive weight loss,
Pathologicel examination ghowed marked cumulative injury to the testes, Other
organs were affected, but the action of the compound on the testes was pre-
dominant, if not epecific, The work presented here was designed to evaluate
further two aspects of the toxicity, Part I was designed to simulate possible
short exposures experienced by plant personnel and Part I1 was designed to
follow the postexposure course of the injury to the rat testes, Part II was
run at a level which earlier experiments had shown to be a testicular effect

level,
MATERIAL

The HFA used for these studies was supplied in a cylinder by D. G. Coe
under the Jackson Laboratory code FPS-310, It was given the Haskell Laboratory
No, 3447,

PROCEDURE

Part 1. Short Exposures

Hexafluoroacetone gas was metered at a known rate by & motor-driven
calibrated syringe into a measured air stream, The air stream with its load
of gas was passed through a bell jar containing four male rats of ChR-CD strain
having initial body weight of 235-327 grams, Exposure times were 30 minutes
at concentration X or, in one exposure, 15 minutes at concentration 2X, An
approximation known as "Haber's Law', states that, within reasonable time 1imits,
the product of concentration and time of exposure is a constant with regard to
a particular biological effect, Although this rule does not slways apply, it
provided a basis for setting exposure conditions in the present study,

part II, Postexposure Courase of Testicular Effect

The gas was metered into a dry measured air stream, as previously
described, The gaseous mixture, at a nominal concentration of 200 ppm, was
passed into a 32-1iter exposure chamber for four hours, Twelve male rats of
ChR-CD strain were placed within the chamber for the exposure, The animals were
compartmented by means of a wire rack, The average weight of the test group was
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257 grams (245-274 grams), For control purposes, a similar set-up was used with
air being passed through the chamber at the same flow rate as the test group,

The average weight of the control group was 256 grams (245-274 grams), For
pathologicai examination, thras animals ssch from the control and test groups
were selected at random for sacrifice at each of 7, 14, 28, and 57 days following
exposure, Histopathology was done on the testes, brain, lung, liver, kidney,

and thymus of the test groap and on the testes of the control animals,

EXPERIMENTAL RESULTS

Paret I, Short sures
A, Clinical

The conditions and concentrations of exposure with the mortality rates
produced are given in Table I, At all concentrations, the animals showed
lacrimation, sslivation, fluid around the nose, intermittent gasping, and in-
activity during exposure, Animals exposed to lethal concentrations showed, in
addition, cyanosis of the limbs and deep respiration, Following lethal exposures,
the rats exhibited conjunctival hemorrhage and/or pigmented secretion around
the eyes for 1-5 days and weakness of body and leg muscles for 1-6 days, One
rat from the 4800 ppm exposure and one at the 9600 ppm level developed temporary
corneal opacity two and nine days after exposure, respectively,

At sublethal concentrations respiration was slightly deep during expo-
sure, Following exposures, the rats showed weakness of body and leg muscles
for 1-3 days, the characteristic pigmented secretion around the eyes was evident
in only one animal (3600 ppm), Following exposures at all concentrations, the
rats lost weight, Those animals receiving nonlethal concentrations lost weight
for only 2-3 days, Exposure to lethal concentrations produced weight loss which
was progressive until death, Each of the two survivors of lethal concentrations
lost weight for seven and 14 days, respectively,

B, Histology

The most striking effect of lethal and nonlethal exposures vas a marked
degeneration and necrosis of the germinal cells in the testis, The resultant
atrophy of the testis was noted grossly as a significant reduction of weight of
this organ, In addition, lung and thymus changes were still evident in the
animals killed 14 days after exposure to the lowest nonlethal dose, i.e,, 2400
ppm, Hemorrhage and depletion of blood-forming cells in the bone marrow of one
rat suggest that hexafluoroacetone may affect the hemopoietic system as did
hexafluoroisopropanol (Haskell Laboratory Report No, 2-65),

Part 1I. Postexposure Course of Tes {cular Effect

A, Clinical

e —————————

During erposure the animals of the test group showed slightly deep
respiration, lacrimationm, salivation, and redness of the ears, Following expo-
sure five of these animals showed slight to moderate pigmented secretion around
the eyes for 1-7 days, All members of the test group exhibited weight losses
for 1-3 days following exposure and one animal continued to lose weight for
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seven days, Weight gain thereafter was normal, but at sacrifice the average
weight of the test group remained 20-40 grams below that of the controls, There
were no clinical signs of toxicity after seven days postexposure,

Table II gives the average testes weights and their ratio to average
body weight as obtained at necropsy.

The effect on the testes may have undergone some remission over the
course of the 57-day recovery period, as is shown in the last line of Table II,
There was a large decrease in the ratio of testicular weight to boty weight at
the l4-day and 28-day sacrifice periods in the test animals, However, the
decrease was slightly less at the 28-day sacrifice, At the 57-day sacrifice,
the per cent decrease in the ratio was less than that for the controls, suggesting
that there might be some recovery in the testes,

B, Histology

The spparent improvement {n the testes shovmn grossly during the hold
period was borne out by microscopic examination of the testes, Microscopic
examination revealed regeneration of some spermatogenic tubules by 57 days after
exposure, However, even at 57 days postexposure, there were still some tubules
vwhich coptained no germinal cells, This suggests that the more geriously
affected tubules did rot regenerate,

As with hexafluoroisopropanol, teaticular {interstitial hyperplasia
and thymus effects were also observed,

SUMMARY AND CONCLUSIONS

Two additional inhalation experiments have been carried out with hexa-
fluoroacetone, In one, short-term high-level exposures such as might occur in
a plant were simulated, In another experiment, the postexposure course of the
rat testicular change was followed for 57 deys, These experiments have confirmed
the high toxicity of this compound by inhalation even for periods of 1/4 - 1/2
hour, However, 2 slightly higher Ct was required for lethality in exposures of
less than one hour than was required for exposures of four hours, Nevertheless,
ct values of 1200 to ca, 2000 ppm-hrs caused fatalities in rats for all exposure
times used, These exposures also showed that hexafluoroacetone gas can cause
corneal opacity in rats, They also indicate that the testicular effect caused
by inhalation of hexafluoroacetone 18 slow to heal and that some of the testi-

cular tubules may be permanently damaged,

RECOMMENDATIONS

In view of these findings and the potential for eye opacity and skin
irritation already reported for the sesquihydrate (Haskell Laboratory Report
No, 54-63), the following precautions are recommended in handling hexafluoro-

acetone gas:

1, It should be handled only by properly instructed
personnel and in well ventilated areas, Inhalation
should be avoided and respiratory protection should
be available in case of leaks,
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Safety glasses ﬁith side shields ard the minimusn eye
protection that should be worn when working with this

compound,

Hexafluoroacetone contacting the skin or eyes should be
flushed off immediately with large amounts of water and
medical attention obtained immediately,

HASKELL LABORATORY FOR TOXICOLOGY

AND INDUSTRIAL MEDICINE

Report by: &»’wx /7/ Wt.u

-

Cariton H, Tappad/

A

Richard 8, Waritz

Chief, Inhalation Toxicity Section

4

Approved for Pathology by:

Edwin F, Stula
Chief, Pathology Section

Approved by:

Report No, 6-65
January 25, 1965
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010204 0220 ECO/AQUA TOX 01 0204 0245  CLASTO (ANIMAL) 0102 04
0).02 04 "0221  ENV. OCCCRELFATE o1 0204 0246  CLASTO (HUMAN) 01 02 04

0222  EMER INCI OF ENV CONTAM 010204 0247  DNA DAM/REPAIR 01 0204
01 0204 0223  RESPONSE REQEST DELAY 01 0204 0248  PRODMSEPROC 01 02 04
010204 - 02U PROD/COMP/ICHEM ID 010204 - 0251 MSDS 01 0204
01 0204 0225  REPORTING RATIONALE 01 0264 0299  OTHER 01 02 04
01 02 04 0226 CONFIDENTIAL o1 0204
o&u 0227  ALLERG (HUMAN) 010204
01 0204 0228  ALLERG (ANIMAL) 010204
010204 0239  METABPHARMACO (ANIMAL) 010284
01 02 04 0240  METABFPHARMACO (HUMAN) 01 0204
ONGOING REVIEW iﬁﬂﬂi TOXICOLOGICAL CONCERN: USE: PRODUCTION:
YES (DROPREFER) ar LOwW
NO (CONTINUE) MED
REFHR HIGH



