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Janusry 6: 1989,&: Olﬁue of .
Management.and.Budget waived '-I'ables
Two and Three SIP.revisions (54 FR 222)
from thie requirements-ef getction 3 of

“Executive Order 12291 for.a. penod of 2
years.

Under 5 US.C. 605(b), 1 cemfy that
disapproving this redemgnauon will not
have a significant economic impact on a
number of small entities because it
imposes no new requirements on
anyone. (See 46 FR 8709).

List of Subjects in 40 CFR Part 81
Air pollution control, Environmental
protection, National parks, Wilderness
areas.
Authority: 42 U.S.C. 7401-7642.
- Dated: February 20, 1990.
Frank M. Covington, = -~ ™%
Acting Regional Administrator.
{FR Doc. 90-12124 Filed 5-23-90: 8:45 am]
_ BILLING CODE 6560-50-M

40 CFR Parts 795 and 799
[OPTS-42111; FRL 3712-5)

Office of Drinking Water Chemicais;
Proposed Test Rule

AGENCY: Environmental Protectlon
Agency (EPA).

- ACTION: Proposed rule.

'SUMMARY: EPA is proposing a test rule.

‘under section 4 of the Toxic Substances
- data, EPA is proposing'a TSCA sectxon 4

Control Act (TSCA), that would require

" manufacturers and processors to test

five substances for certain health
effects. Oral 14-day repeated dose and

" . oral 90-day subchronic toxicity studies

would be performed for each of the
following substances: Chloroethane.
(CAS No. 75-00-3); 1,1-dichloroethane .
(CAS No. 75-34-3); 1,1,2,2-

tetrachloroethane (CAS No. 79-34-5); n-- - "

propylbenzene {CAS No. 103-65-1); and"

- 1,3.5-trimethylbenzene (CAS No. 108-67-
" 8). This notice also proposes for »
comment a new testing guideline fora

14-day repeated dose aral toxicity
study. This proposed nle: supports.
EPA’s effort to develo;rﬂealth .
Advisories for unregulated drinking -
water contaminants that are monitored
under section 1445 of the Safe Dnnkmg

- Water Act (SDWA).

DATES: Submit written comments on or
before July 23, 1990. EPA will hold a
public meeting on this rule in

" Washington, DC if persons request an -

opportunity to submit oral comments by
July 9, 1990. For further information on
arranging to speak at the meeting. see
Unit VIL of this preamble.. ‘

Anoussses: Submit written comments,
-identified by the docket number (OPTS-
42111). in triplicate to: TSCA Public -

- Docket Office (TS-793), Office of -

Pesticides and Toxic Substances,
Environmental Protection Agency, Rm.
NE-G004, 401 M St., SW., Washington, .
DC 20460. ,

' A public version of the administrative
record supporting this action {(with any
confidential business information

" deleted) is available for inspection at

the above address from 8 a.m. to 4 p.m.,
Monday through Friday, except legal

“holidays.

FOR FURTHER INFORMATION CONTACT:

| Michael M. Stahl, Director, TSCA

Assistance Office (TS-799), Office of
Toxic Substances, Rm. E-543B, 401 M

. St.. SW., Washington, DC 20460, 202-
- 554-1404, TDD: 202-554-0551.

SUPPLEMENTARY INFORMATION: EPA is
proposing a test rule under section 4(a)
of TSCA to obtain health effects data for
five substances that have been
identified as potentxal drmkmg water
rnntammanh.

I lntroductlon

A. Background
EPA's Office of Drinking Water

(ODW) needs oral subacute and
_subchronic health effects data on certain

“substances to support its efforts to

develop Health Advisories (HAs) for

‘unregulated drinking water -
-contaminants. To obtain the needed

test rule on the following five

substances:
. Substances CAS No.
c 75-00-3
75-34-3
.79-34-5
n-Propylbenzene 103-65-1
13,8 Trimethylbonzono: 108 67-8

.Obw wxll use the health effects data

- developed by this rule to calculate 1~ -

Day, 10-Day, Longer-Term, and Lifetime
"HAs for these substances. EPA {Ref. 1)

, discusses how ODW uses health effects -
. data'to develop HAs.

B. Test Rule Development Under TSCA

" Under section 4{a) of TSCA, EPA -
shall by rule, require testing of a -
chemical substance or mixture

_(chemical) to develop appropriate test
data if the Administrator makes certain

findings as described in TSCA under

.section 4(a)(1){A) or (B). Detailed
~discussions of the statutory section 4
. findings are provided in EPA’s first and

second proposed test rules which were
published in the Federal Register of july
18, 1980 (45 FR 48510) and }une 5, 1981
(46 FR 30300). -

In evaluating the testing needs for
these five substances, EPA considered -
all available published and unpublished
information on the production volume,
exposure, and toxicity of these
substances. From its evaluation of these
data, EPA is proposing specific health
effects testing for the five substances
under TSCA section 4(a}(1)(B).

C. Overwew of the Safe Drinking Water
Act

The Safe Drinking Water Act of 1974,
as amended in 1986, requires EPA to
regulate substances that may cause .
adverse human health effects and are
known or anticipated to occur in -
drinking water. EPA, under section 1445
of thie SDWA, requires public water

-systems to monitor for a list of
. unregulated drinking water

contaminants at least once every 5
years, unless otherwise specified by

EPA. EPA will use the monitoring data

- and available toxicity data to determine

whether these contaminants should be -
regulated in drinking water. A list of
contaminants and final monitoring

-requirements was promulgated July 8,

1987 (52 FR 25709). ‘ )
In addition to the monitoring
requirements for the unregulated

_contaminants, EPA has begun

developing HAs for these substances.
HAs provide gnidance ta Federal, State.
and Local officials responsible for
protecting health after chemical spills or
contaminations. HA levels represent

‘concentrations.of the contaminant in

drinking water that would not be
expected to result in an adverse health
effect for 1-day, 10-day, longer-term, or

lifetime human exposures based on data

describing noncarcinogenic endpoints of
toxicity. HAs are established for
substances with no national regulations.
HAs also provide information on the

.- analytical methods and treatment

technologies for drinking water

" contaminants. In developing a HA, oral

studies using an exposure duration

. comparable to the HA exposure
_duration, are conducted on the most
" sensitive animal species or the - species

with metabolism similar to man. Studies

- using other routes of exposure have

been used in the absence of oral data
but often do not accurately reflect the
toxicity resulting from oral exposure.
Testing is needed since HAs are meant -
to tell individuals the health effects
associated with the substance and the -
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cencentration of tie contaminant that is
(" mot expected to cause an advesse effect

i { after the various periods of exposure.

|Based on the results of these health
\__Jeffects studies and the previously

mentioned monitoring studies, EPA may

propose more health effects testing
under another test rule, -

1L TSCA Section 4(a) Findings

The proposed health effects testing is

based on the antherity of section
4{a)(1)(B) of TSCA. EPA finds that:

These five substances are produced in

substantial quantities; there may be

1. Subject svbstances are produced in
substances subject 1o this preposed test
rule are listed en, the TSCA Section 8(b}
Inventory. Manufecturers have
submitted information on recent
production volumes of these substances
but have claimed this information as

Confidential Business Information (CBI).

EPA heas reviewed these data and has
found that tire current reported
production votume of each substance is
substantial. ‘

2. There may be substantial haman
exposure to the substances. EPA

United States {Refs. 2 and 3). The five
contaminants have been reported
present in or near disposal sites:
chloroethane i 17 states; n-
propylberzene in 10 states; 1,1-
dichloroethane in 24 states; 1,1.2,2-
tetrachloraethane in 25 states; and 1,3,5-
trimethylbenzene in 7 states (Ref. 3).
These data may also indicate 2 ry
problem since they representonlya -
portion of the hazardous waste sites in
the U.S; not all hazardous waste sites
have been sampled. Monitoring data
(the number of samples, levels of
contaminant in.water, and number of

: believes there may be significant affected sites) are summarized in the
sugstt:nnal.lgman ex}')osuug; to these potential for exp;zure to these chemical ~ following tables.
su ds nees; er:}ge insuiliclent ?&m substances for humans via drinking Informatton on ground water
a}? :&(penencﬁ em&m Predict i oter. ARl five substances have besn contamination for these five chemicat
the eflects on human wom identified and quantified in soil, ground  substances as reported in the Hazardous
disposal of these substances: and water and/or surface water samples Waste Disposal Site Database is '
i necessary to develop t_he’? data. : fromr nemerons Jocations throughout the  summarized in Table 1:
TABLE 1— SUMMARY OF CHEMICAL CONCENTRATIONS (#g/L) in Ground Water Samples As Reported in the Hazardous Waste
Total No., Percent positive’ | . Range (ug/L) Mean (ug/L) Total No. Percent positive*
Chiosoathane_...._____| 10275 o 2.0 10 521,000 2,686 251 2
1,1-Dichtoroethane ........ 13523 15 005 to 970,000 2833 254 43
1122 12817 11 030 1,390,000 23337 255 0
Tetrachiorosthane. : : ]
_ n-Propylbenzene.............. NA? NA? NA? R | NA? NA?
82 NA¢ - FNA* 1 100

*1,3,5-Trimethylhenzene...| 11 )
m“:‘esaas:’msmmmmnmmmmmmmmmmmmmmmm
- :mwmmb@mmmmwmammbmun

4 Doinetions wore not quantified.

Information on ground water

contamination for these five chemical

substances as reported in the Coatract.

1980-1983 version usummanudin o

Laboratory Program statistical Database Table 2 ..

TABLE 2—SUMMARY OF GHEMICAL CONGENTRATIONS (1g/L) in Ground Water and Surface Water Samples a5 Reposted in CLP1

‘Databases - - o
Chemicat ‘.m: e Shes mt)(pg/ Range (ugit} | _luo-v‘ detections*

Chioroethane* 3’ 51| - 53-1508 -1 s
1,1-Dichloroethang?. 72 167 33 - 34680 e5 40
1,1,2,2-Tetrachioroethane?®. 28 2785 3.0 - 23000 18 22
n-Propylbenzeno® 2 52 1-102 2 .
1.3,5-Trimethwihenzene 1 NAS | - - MNA® - NA® 1

; Contract Labo m Slatistical Data Base 1980-1983 Version (Ref. 3),

-;Psnve’mg.sm ofswm-mmlmmmmwmm.

+ Additional detections include only ihose samplas.in whi substances. were poaitively idensSod quantitied

® Medians were 24, 14.232.3-&"?2,.3&.’@9&&:,"«:“”“ T d hul_not -

° Detections m_mt quantified. i -

Information aa greund wales - © s reportedin the Avslytical Results ond Quality Database, Diskette Version
- contamination for these five chemicals : e

is- summarized io: Table 3

Ll
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TABLE G—Summv OF CHEMICAL Concemmous {ug/L) in Ground Water and Surface Waxet Samples as Reported in ARQ

Database!
. Positive Additional
Chemicat . with levels gt
o sites? MoatL:) (ug/ RWWL) i 3 detecnona
Chioroethane® 34 o 281 |- : 3.7 -3800. - .59 . 83 .
1,1-Dichloroethane® 89| 514 © 1.0-9700f. . . 214 : .18t
1.1,2.2-Tetrachloroethane 1" NAS NA* . NAS . 59
" n-Propylbenzene. NA? NA? NA? NA? . NAY
1.3,5-Trimethyib . 1 290 100 - 400 2 0

! Analytical Results and Quality Data Base; Diskette Version (Ret.

. ® Positive sites is the number of sites with the the chemical incl

3 At certain sites mull hplesamplesmob
¢ Additional detections inciude only those

were not quantified.
T No mfo:mauon available. -

lnfonnaﬁon on ground water- -

. contammauon for these five chemicals

‘as reported in the Analytical Results

3).
ing both quantified and unquantified detections.

mmmmmmmmmmymmmmqumm
°Medianswer932.31 and 290 ug/L, respectively. .

and Quahty Database. Diskette Version
is summanzed in Table 4

TABLE 4—SUMMARY OF Cnemcm. Conceummous {1g/L) in Ground Water and Surface Water Samples as Reported in ARQ

3 At certain sites werd
multiple samples

Y vt
4,'Medaamm2!mw0pglt.mspecbvefy

In nddntxon to these quanulauve data,.’

n-propyl-benzene and 1,3,5-

contaminants at an additional nine and
six sites, respectively (Ref. 3). The Safe

. Drinking Water Hotline at EPA has also

received inquiries about health effects
resulting from ingestion of these two _
substances. The data in tables 1 through
4 are from hazardous waste disposal. -

sites, many of which have qualified for ~

the National Priorities List (NPL).
Ranking of facilities nationally for -
remedial action is based primarily on

- the migration score:frem the Hazardous- :

Ranking System (HRSHRO( 8} This

- migration score is caleulated by ranking
--.of factors for three routes: ground water,

surface water and air. The population

distance to well or water intake, are

" “‘considered during ecoring. Route -
.~ - characteristics.that are known te :
- -- contribute to migration of contaminants; - -
characteristics of the.waste suchas .. - .
-quantity, toxicity-and persistence are -
- also factored into the ranking. EPA.
- believes that potential for substantial -
human exposure exists since-many of .-

these sites were chosen out of concern -

“for the potential for contamination of
" . .water sources used for drinking water.

In addition, many hazardous waste sites
are located in highly populated areas.
‘Therefore; EPA believes a subtantial
number of people may potentially be

- .exposed to these substances.

Additional exposure data for

_trimethylbenzene, propylbenzene and

chloroethane are expected from

~ monitoring drinking water for chemicals

listed under section 1445 of the SDWA.
Some of these data have been submitted
but have not been evaluated. The
available exposure data indicate the
need te propose testing for these

‘substances. However, EPA éncourages
*- - the submission of additional data. -

" 3. Insufficient data to deterntineor

predict. One substance, 1.3.5-
: tnmeﬁtylbenme. has been the subject

of a previous TSCA section 4 rule
requiring health effects testing. EPA -

- published a final rule on-May-17, 1985 -

(50 FR 20662), requiring mutagenicity,

- - developmental texicity, neuretoxicity,

reproductive effects, and oncogenicity
[nf tnggered) testing of a mixture of five

Database*
Chemical Positive sites? - ‘with leveis Additional detections*
Maan (ng/h Range(,gll), | . knownd | .

* Criomethane NAS NAs T NA Nas| N
1.1-Dichloroethane® ] 35 Holu . 80 : 0
1.1,2.2-Tetrachioroethane* 2 263 210 400 8] o 0
n-Propytb NAS NA*| NAS - NAS . - NA®
1,3,5-Trimethytbenzene NA® | . NA® < INA® R NA® . NA*

' Analytical Results and Quality Assurance Data. Base, Focus Version
wmm.;mwa:f«mmmwmm (::!Medmmm\hﬁeddewcﬁom.

obtained.
mmmmmmmmmmammmmmwmmm

commercial C9 solvents containing a
minimum of 15 percent
trimethylbenzenes. These tests provided
sufficient data on the subchronic effects
of Cu: solvent mixtures: However, the -
subchronic tests were done by
inhalation and did not use pure 1,3,5-
trimethylbenzene. ODW has determined
that these inhalation data on the
mixture are not adequate to determine
reliable HAs for drinking water =
exposures to this substance; subchronic
data on the pure substance from an oral

- route of exposure are needed.

" EPA has performed a search of the

. published literature and health effects

data bases for the five substances in this
proposed rulé. The search focused on. .

- ‘Jocating any oral subacute and

subchronie toxicity data. ~
- EPA'did not locate any oral 14-day

. subacute or 90-day subchronic toxicity., . .
- - test data-for chioroethane or 1,3,5- :

trimethylbenzene. Although 2-year
carcinogenicity bioassays in rats and
mice via gavage have been performed
with 1,1-dichloroethane, and 1,2,2.2- -
tetrachloroethane (Refs: 4 and 5); EPA’
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has determined that the data neess these data to establish HAs for - sibchranic testing vsing the TSCA Test

are inadequate for estimating reliable each of the subetances. Therefore, EPA  Guideline at 40 CFR 798.2650. The
_—10-Day, Longer-Term, and Lifetime HAs. finds under section 4(a)(1)(BXiii) of - ies should be performed using

\

“he subchronic range-finding studies for
tiese bioassays were aaly 6 weeks ong
L :d did not indude kistopathobegy. in
related mortalities that may have been a
result of chron’!:pleumonia,.mldng
these test results questionable.

While Gohlke et al. (Ref. 8} observed
degeneration in several organs of rats at
doses of 3.2 and 8 mg/kg/day 1,1,2,2-
tetrachloroethane for 120 days, NCI (Ref.
5} observed no “treatment related”.
histopathology in rats at doses ranging
from 43 to 108 mg/kg/day for 78 weeks.
The results of the Gohlke and the NCI
studies are not in agreement and neither
is considered adequate forrisk . -
assessment. R

A 6-month feeding study in rabbits
was performed with &- eRzene:
{Ref. 7), but insufficient data were

reported from this study to. adequately
determine the toxicity of n- : -

y v .

Therefore, unider section a){1)(B)ii)
of TSCA, EPA has determined. that for
each substance examitred, there are )
insufficient data upon which the effects
from disposal of the swbstance and-
migration into drinking water resewrces
on human health can be

determined or predicted. Environmental

release may also occur from the
“nufacturing and processing of these
/e substances. However, to expedite
\_ 48 rulemaking, EPA did not consider
the amount of these substances released
during these activities. Rather BPA has
- found the available health effects data
inadequate to assess the effects from -
disposal of these substances. Since both
manufacturers and processors distribute
and dispose of these substances, both
are sabject to the rule fsee Unit HLCof .
this preamble). EPA encourages the-
submission of any available data
eqluival.en( fo the testing propased in this
rule. :

4. Testing is necessary and relevant.
EPA helieves that oral, repeated-dose
subacute and subchranic testing of the
subject substances is: necessary in order
to determine or predict the effects these
substances may have on human health
as a result of drinking water EXpOSures..
Testing for other endpoints fie. =
mutagenicity, nearotoxicity,
reproductive effeets, developmentat
toxicity. and oucogenicity) niight also be
necessapy hul"-otdcr’luexpedite this.

- rulemaking and shtain the minimal data
had decided

for establishing HbAs BPA |
to defier consideration of thege - - .
encb-t-ﬁkw‘mm o

these fests andk i

{ﬂamﬁd hm-emmw
; I

‘ESCA that the testing of the substances
included in this propased rule is needed,
and believes that the proposed health
eifects studies are capable of i
the necessary information. EPA further
believes thatthe data generated from
Hris testing will be relevant in R
determining whether the disposat of
these five substances does ar does not .

present an unreasonable risk.of injuryte

5. They may = :
anticipated to enter the environment in
substantial quantities. In addition to the
finding for substantial human exposure,
EPA may make a finding that these
substances may reasenably be ©
anticipated to enter the environment in
substantial quantities. The Toxic
Releage

section 313 of the Emergency Planning

and Community Right-to-Know Act (Ref. .

9} Lists releases of chloroethane and
I.I.Z.Z-tetra‘fhloroefham

TRI reports that in 1987 over 4 million
pounds of chloroethane were released to
air. The TRI data demonstrate that there

is subetantial release of chloroethane to -

the environment during manufacture -
and processing; howewer, the data for
1.1 roethawe shovr less
release during these activities. EPA .
believes that substantial release of all
five substances occurs-from disposal of
these substances, especially as spent
solvents. but such.i iation ig not
reparted for TRL.EPA is soliciting . )
informafion that will better characterize
the extent of release to the enviromment -

_ for all five sibstances. eapecially for1,1-

dichloroethane, 1.1,22- .
tetrachloroethane, n-propylbenzene, and
1,3,5-trimethylbenzene.

INI. Proposed Rule .
A. Proposed Testing and Test Standards
On the bagis of the findings given in. -
Unit IL. of this pregibie, EPA is
preposing heaith effects testing forthe
substances included in this proposed
rule (seethﬁtLA.ufﬂs’:pumnHe}.A
14~day oral subacute and a8 90-day aral.
subchronic study are proposed for each
substance. The studies ace to be
conducted in aceordance with EPA's
TSCA Good Lal Practice )
Stzmiands in 4 CFR part 792 and the
specific TSCA test guidelines as -
enumerafed in 40 CFR parts 795 and 798,

- as amsended im this proposed sule. »

aconnding:io: ddse | 8 .o

drinking water as the route of exposure.
If this rewte is not feasible, the
substances may be administrated by
gavage, in the diet, or in capsules. The
tests will be performed with two
species, preferably a rodent end @ non-
rodent to help determiire the most
sensitive species and mast meaningful

int of toxics

- EPA'is preposing ,‘ﬁldl the above-
referonced healih effects test guidelines,
and ony medikications o these

3

testing these substances.
B. Test Substance

EPA is proposing that each of the five
substances tested be at teast 99 percent
pure. EPA has specified relatively pure
snbatemces for testing beomuse ifis.
interested in evaluating the effects
attributable to the chemicals -

themselves. This requirement lessens

the likelihood that any effects soen are
duetoi ities or additives,

C. Persons Required to Test

Section 4fb}{3)(B} of TSCA spercifies
that the activities for whick EPA makes
section 4(a) findings (manufacture,
Rrocessing, distribution in commerce,
use, and/or disposal] determine who
bears the: ibility for teating.
Manufacturers are required to test if the
findings are based on’ manufacturing,
which includes importing and
production of these substances as a
byproduct (“msunufacture” is defined in
section 3(7} of TSCA to include
“import”}). Processers are required to”
test if the findings are based an
pracessing. Both manufacturers and
processorss are reguiced to test if the
exposures:causing the potential risk
ocour during use, distriludtion, or

Because EPA has W‘that exisﬁng
data are inadequate to aseess the heabh

" guidefines;, be the test standards for

- risks from the dispesat of the sebstances

subject 1o this test rule, EPA is
proposing that persons who

. manufacture, impart, andfor process

(nclading inadvertent, byproduct: -
manufacture as defined in 40 CFR 791.3),
or who intend to manufacture or precess
these substances at any time from the
effective date of the final test rule to the
end of the reimbursement period, be
subject to the tYesting requirements in
this proposed nile. The end of the
reimbursement pericd will be S years
after the-bust finuleportis sabmilted, o1
an améust of time egial to that which
was sesuived by devellop Wve dita; - -
Whn:hww:ﬁm WoagHTAN G

3
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Bagause TSCA cemtzias provigions 6. In accordence with 40 CFR part 790 considers a testing facifity to be a place
avoid duplicative testing, not every- . under single-phase relemaking where the substance is held or stored
person subject to this rule must procedures, test sponsors are required to  and, therefore, subject to inspection.
individially conduct testing. Section - submit individual study plans atleast & Laboratory inspections and data audits
4(bY3}(A)} of TSCA provides that EPA days priot to the initiation of each study. may be conducted periodically in
may permit two or more mamdacturers EPA is required by TSCA section accordance with the authority and
or processors who are subject to this 4(bj{1){C] to specify the time period procedures gutlined in TSCA section 11

rule to desigmate one such person or a
qualified third person to conduct the
tests and submit data on their behalf, -
Section 4(c) provides that any person

required to test may apply to EPA foran -

exemption from the requirement. EPA
promulgated procedures for applying for
TSCA section 4{c} exemptions in 40 CFR
part 780.

Manufacturers (including importers)
subject to this rule are required to
submit either a letter of intent to
perform testing or an exemption
application within 30 days after the -
effective date of the final test rule. The

required procedures for submitting such

letters and applications are described
40 CFR part 790. ’
Processors subject to this rule; unless

they are also manufacturers, will not be
required to submit letters of intent or
exemption applications, or to canduct
testing, unless manufacturers fail to
submit notices of intent to test or later
fail to spansar the required tests. EPA
expects-that the manufacturers will pass
an appropriate portion of the costs of
testing on to processors through the
pricing of their products or -

_ reimbursement mechanisms. If

manufacturers agree to perform all the -

required tests, processors will be
granted conditional exemptions
automatically. If manufacturers fail to
submit notices of intent to test or fail to
sponsor all the required tests, EPA will :
publish a separate notice in-the Federal
Register {0 nutify processors. to respond;
this procedure is described in 40 CFR
part 790.

EPA is not proposing to require the-
submission of equivalence data as a
condition for exemption from the
proposed testing for the substances
subject to this proposed test rule. As -
noted in Unit HLB. of this preamble, EPA
is interested in evaleating thé effects
attributable to each of the ssbstances

- themselves and has specified‘aimost
pure substances for testing. .

Manufacturers and processors ssbject
to this test rule must comply with the
test rule development and exemption

procedures in 40 CFR part 790 far single- -

phase rulemaking,

D Repoi'iingﬂetjufiements a

-EPA is proposing that all data

developed under this rule be reported in

accordance with its TSCA. Geod

<t

]« which appear'in 40 CFR part 792.

during which persons subject tc a test
rule must submit test data. EPA is
proposing specific reporting
requirements for each of the proposed
test standards as follows:

1. The 14-day, repeated-dose,
subacute toxicity study on each
substance shall be completed and the
final report submitted to EPA within 12
months of the effective date of the final
test rule. A progress report shall be
submitted 6 months after the effective
date of the final test rule. E

2. The 90-day subchronic toxicity
study on each substance shall be .
completed and the final report submitted
to EPA within 15 months of the effective
date of the final test rule. A progress -
report on this test shall be sebmitied 9
months from the effective date of the

" final test rule. .

TSCA section 14{bj} governs EPA
disclosure of ail test data submitted
pursuant to. section 4 of TSCA. Upon
receipt of data required by this rule,
EPA will publish & notice of receipt in

- the Federal Registor as required by

section 4(b}.

Persons who export a chemical
substance or mixture subject to &
section 4 test rule are subject to the -
export reporting requirements of TSCA
section 12(b}. Final regulations -
interpreting the requirement of section
12(b) are in 40 CFR part 707. In brief, as
of the effective date of this test rule, an
exporter of any of the substances listed
in this rule must report to EPA the first
annual export of the compound to any
one country. EPA will notify the foreign
country about the test rule for the
substaace.. :

- E. Enforcement Provisions o
""" EPA considers failure to comply with

any aspect of a-section4 nde tobe a -
violation of section 15 of TSCA. Section

- 15(1) of TSCA makes it unlawful for any

petson to fail er refuse ts: {1} Establish.
or maintain records. (2) sabmit reports,
notices, or other information, or §3)
permit access to or copying of records
required by TSCA or any regulation or .
rule issued uader TSCA. e
Also TSCA section 15¢¢) makes #t.
unlawful for any person 4o fuil or refuse:
to permit entry or inspection as required-
by section 11. Section 1t applies 10 any
establishkment, facility;.or
in which substances are

“be applicable primarily

her premises -

manufectured,
‘processed, stored, or held before or after -
their distribution in commerce. EPA- . -

by duly designated EPA representatives
to determine comphance with the final
rule for these substances. These
inspections may be conducted for
purposes which include verification that
testing has begun, that schedules are

being met, that reports accurately reflect

the underlying raw data, and that there
has been compliance with TSCA GLP
Standards and the test standards
established in the rule.

EPA's authority to inspect a test
facility also derives from section 4(b)(1}
of TSCA, which directs EPA to
promulgate standards for the
develnpment of test data. These
standards are defined in section 3(12)(B}
of TSCA to include those requirements
necessary to assure that data developed
under testing rules are reliable and
adequate; and such to include other
requirements as are necessary to
provide this assurance. .

Violators of TSCA are subject to
criminal and civil liability. Persons who
submit materially misleading or false
information in connection with the
requirement of any provisions of this
rule may be subject to penalties which
may be calculated as if they never
submétted their data. Under the penalty
provision of section 18 of TSCA, any -
person who violates section 15 could be
subject to a divil penalty of $25,000 for
each violation wilh each dayof -
operation in violation constituting a
separate violatlon. This provision would
to
manufacturers that fail to submit a letter
of intent or an exemption request and
continue manufaectering after the
deadlines for such submissions. This -
provision would alse apply to :
processors that fait to submit a letter of
intent or an exemption application and
continue processing afier EPA has
notified them of their obligation to
submit such documents {see 40 CFR
790.48(h)). Knowing and willful
violations could lead to the imposition.
of-criminal penalties of up to $25,000 for
each day of violation, imprisonment for
up to 1 year, or both. In determining the
amount of penalty, EPA will take into

- account the serfousness of the violation

-and the degree of culpability of the
“violator as well as all the other factors

listed in section-16. Other remedies are
available to EPA under section 17 of
TSCA, such as seeking an injanction to *_
restrain violatiens.of TSCA section 4.
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Individuals -as well as corporations
could be subject to-enforcement actions.
Sections 15 and 16 of TSCA apply to .
~ *“any person” who violates various - . . :
. provisions of TSCA. At its discretion,

EPA may proceed against individuals as.
well as companies. In particular, this .
includes individuals who report false
information or who cause it to be _
reported. In addition, the submission of
false, fictitious, or fraudulent statements
is a violation under 18 U.S.C; 1001.

IV. Issues For Comment
1. The propoused 14-day repeated dose

- oral toxicity test guideline is a new
guideline developed by EPA. EPA

- requests comments on the ability of this
proposed guideline to identify short- .
term adverse health effects relative to
other test guidelines (e.g.-acute and
subchronic). These data are used to
determine the risk of adverse health
effects from short-term exposure to
contaminants in drinking water which -
may be experienced following a
chemical spill.
. 2.The available exposure and lack of
adequate toxicity data for these five
substances led EPA-to propose testing
for them. Before promulgating final rules
for these proposed reguirements,
however, EPA is seeking additional
information on exposure and oral

~—. toxicity of these substances. Such

. information may cause EPA to alter its
decision on the need for testing of one or

- more of these substances.

The available data as presented in -
this notice for n-propylbenzene and
1.3,5-trimethylbenzene, while legally
sufficient to support this proposed test
rule, are less supportive than those
availahle for 1,1-dichloroethane, 1,1,2,2-
tetrachloroethane, and chloroethane.
However, EPA believes the frequency of
requests for health effects information

- on these two substances indicates
additional areas of potential exposure
and supports including them in this
proposal. EPA especially encourages the
submission of additional exposure
information on these two chemicals.
EPA may defer promulgation of the
testing requirements for these two

. substances until and if supported by the
monituring data being developed under
section 1445 of the SDWA.

3. EPA requests that interested parties
submit information which will allow
.EPA 'to better characterize the impact of

“the testing requirements on these .
substances, especially on 1,3,5-
trimethylbenzene. This information

includes production volumes (including
import volumes), prices, uses,
productien processes. sybstitutes, and

. market characteristics. In its economic

_+_impact analysis, the only.price .

information EPA had-or 1,355+

trimethylbenzene was froma speciélty' :
- chemical supplier. These suppliers- :

usually charge more for their substances
than the normal market price.-Upon .
receipt of comments, EPA will .
reevaluate the potential for significant
economic impact of this testing on -
industry. . o .
V. Economic Analysis of Proposed Rule
To assess the potential economic
impact of this rule, EPA has prepared an
economic impact analysis (contained in
the public docket for this rule) that
evaluates the potential for significant
economic impact of thistesting on
industry. The economic analysis

- estimates the costs of conducting the

required testing for each of the five
substances and evaluates the potential
for significant adverse economic impact
as a result of those costs. The analysis
incorporates an impact measure based
upon unit test cost as a percent-of price.
When there is no indication of adverse
effect for a particular substance, EPA
will not perform any further economic

. analyses. However, if the cost of testing

a particular substance indicatesa-”
potential for significant economic
impact, EPA will conduct a more
detailed analysis to more precisely
predict the magnitude of the expected -
impact. : ' ’

The total testing cost for each of the’
five substances is estimated to range
from $396,130 to $579,590. In order to
predict the financial decision making
practices of manufacturing firms, these
costs have been annualized. Annualized
costs are compared with annual revenue
as an indication of potential impact. The
annualized costs represent equivalent
constant costs which would have to be
recouped each year of the payback
period in order to finance the testing
expenditure in the first year.

The annualized test costs, using a 7
percent cost of capital over 15 years,

'range from $43,493 to $63,636. Given the

current and anticipated future
production levels of these five
substances, EPA believes the
probability of adverse economic impact
for four substances is low, while for one
substance, 1,3,5-trimethylbenzene, it
may be high.

In the-preparation of the economic
impact analysis for the final rule, EPA -
will address any comments received
from the public concerning the economic
impact of this rule on individual
substances.

Refer to the economic impact analysis
for a complete discussion.of test cost .
estimation and the potential for
economic impact resulting from these -
costs. s s S

*. appropriate Pe

VI. Availability of Test Facilities and
Personnel S
Section 4(b)(1) of TSCA requires EPA

-to consider “the reasonably foreseeable
-availability of the facilities and

personnel needed to perform the testing
required under the rule.” Therefore, EPA.
‘conducted a study to assess the

- availability of test facilities and

personnel to handle the additional

. demand for testing services created by

section 4-test rules. Copies of the study,
-*Chemical Testing Industry: Profile of
Toxicologieal Testing” PB-82-140773,
can be obtained for a fee through the
National Technical Information Service,
5285 Port Royal Road, Springfield, VA,
22161. A microfiche copy of this study is
also included in the docket for this rule
and is available to the public for
copying. On the basis of this study, EPA
believes that:there will be available test
facilities and personnel to perform the
testing specified in this proposed rule.

VIL Public Meeﬁngs
If persons inform EPA that they wish

to present oral comments on this
proposed rule to EPA officials who are

" directly responsible for developing the

rule and supporting analyses, EPA will
hold a public meeting soon after the
close of the public comment period in
Washington, DC. Persons who wish to
attend or to present comments at the
meeting should call the TSCA™ .
Assistance Office (202-554-1404; TDD:
202 554-0551) hy July 9. 1990. A meeting
will not be held unless members of the
public indicate that they wish to make
oral presentations. While the meeting
will be open to the public, active
participation will be limited to those
persons who arrange to present
comments and to designated EPA
participants. Attendees should call the
TSCA Assistance Office before making
travel plans to verify whether a meeting .
will be held. o : )

Should a meeting be held, EPA will
transcribe it and include the written
transcript in the public record. -
Participants are requested, but not
required, to submit copies of their
statements prior to or on the day of the
meeting. All such written materials will
become part of EPA's record for this
rulemaking.

VIIIL Rulemaking Record
EPA has established a record for this

_rulemaking (docket number OPTS-
" 42111). This record contains the

information EPA ctonsidered in

. developing this proposal and” - . Sl i
derel Register noticesand |

includes: .. - F-:

i
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A. Sapporting Decuinertation

(1) Federal Register nofices pertaining
to this rule consistingof; - -

(a) Notice of final rule on EPA's TSCA
Good Laboratory Practice Standards (48
FR 53922; November 29, 1983). =

(b} Notice of interim final rule on -
consent order and test rale development.
and exemption procedures (51 FR 23706;
June 30, 1986).

.(c) Notice of final rule on data
reimbursement policy and procedures
(48 FR 31786; July 11, 1983). :

(d) Notice of final rule on health
effects testing of the C9 aromatic
hydrocarbon fraction (50 FR 20662; May
17,1985).

(2) Support documents consisting of:

(a} Economic impact analysis of
NPRM for the substances contained in
this'proposed rule.

(b} Safe Drinking Water Act, as
amended in 1086-(42 U.S.C. 300{).

(3) TSCA testing guideline § 798.2650,

Oral toxicity (subchronic exposare).

(4) Reports - published and
unpublished factual materials including -
“Chemical Testing Industry: Profile of
Texicological Testing.”

B. References

(1} U.S.Enviornmental Protection Agency
(USEPA), Office of Drinking. Water Health
Advisories, “Reviews of Environmental
Contamination ard Toxicology.” Ed. G. W.
Ware, Vol.104: pp.l-sc.l(‘lgaﬂ.v

(2) Plumb, R. H: Lockheed Engineeriag and
Management Services Company, Las Vegas,
Nevada 89119, Computer printouts and letier
to S. J’Ells, Test Rules Development Branch,
U.S. Environmental Protection-Agency,
Washington DC 20460. (June 8, 1988).

(3) Eckel; W. Contract Laboratory Program
Sample Management Office; U.S. ’
Environmental Protection Agency, o
Alexandria VA. 22313. Computer printouis
and letter to J. Fisk, Analytical Operations
Branch, U.S. Environmental Protection . -
Agency, Washington, DT 20460. {June 21,
1988). : :

(4) National Cancer kstitute (NCBH.
“Bioassay of 1,1-dichloroethane for possible:

carcinogenicity.” NCI/National Toxicology _ .-
Program (NTP) TR066: Department of Health -

Education and Welfare (BHEW) Pub. No.
National Institutes of Health (NIH) 78-1316.
(1978). - e : :

{5) NCI: "Bioassay of 1,1.2.2-
tetrachloroethane for possible -
carcinogenicity.” NCI-CG-YR-27: BHEW Pob.
No. (NIH) 78-827. (1978). -

{6) Gohlke, R., P. Schimidt, and H. Bahman.

“1,1,2,2: Tetrachioroethane and heat siress in
animal experiment - morp ical resulis
Z. Gesamte. Hyg. 278-282. {German), (17}
(7) Gerarde, H. W. and D.B. Ahlstrem.
“Toxicologic studies on hydrocarbons. XL
Influence of dose on the metabolism of
monon-alkyl derivative of benzene.” -.
Toxicalogy and Ap, ;
9:185-190. (1906). o -
(8) U S.Environmental Protection Agency
(USEPA): Office of Salid Waste and

- manufacturers and

Emergency Remediation {OSWER):
“Uncomtrolled Hazardaus Waste Site
Ranking System: a Users Mapual”. OSWER
directive 9355.0-3. (Originally published in
the Federal Register on July 16, 1982).

(9} U.S.Environmental Protection Agency
(USEPA). Toxic Release Inventory System
computer printout for chioroethane and
1,1,2,24tetrachloroethane: {April 6, 1980}

Confidential Business Information

. (CBI), while part of the record. is not

available for public review. A public
version of the record, from which CBI

: has been deleted, is available for -

inspection in the OPTS Reading Rm.,
NE-G004, 401 M St., SW., Washington,
DC, from 8 a.m. to 4 p.m., Monday
through Friday except legal holidays.

IX. Other Regulatory Requirements
A. Executive Order 12291 -

Under Executive Order 12291, EPA
must judge whether a rule is “major”
and therefore subject to the requirement
of a Regulatory Impact Analysis. FPA
has determined that this test rule, if
promulgated, will not be major because
it does not meet any of the criteria set -
forth in section 1{b) of the Order; i.e., it
will not have an anmual effect on the
economy of at least $100 million; will
not cause a major increase in prices, and
will not have a significant adverse effect

‘on competition or the ability of U.S.

enterprises to compete with foreign
enterprises. o

This proposed rule was submitted to
the Office of Management and Budget
(OMB) for review as required by
Executive Order.12291. Any: written
comments from OMB to EPA, and any
EPA response to those comments, are
included in the miemaking record.
B. Regulatary Flexability Act )

Under the Regulatory Flexibility Act
(15 U.S.C. 801 et veq., Pub. L. 96-354,
September 19, 1980), EPA is certifying
that this test rule, if promulgated, will
not have a gignificant impact on a

- substantial number of small businesses

because few small manufactering firms
will be subject to this rule, and in those
cases in which small firms will be
subject, the testing costs for those firms
will be relatively low. Since
processors only bear
test costs proportionate to their market
shares, the relatively larger
manufacturers would pay a relatively
larger share of the test costs. Also, the
testing costs for each substance are not
high, no more than $580,000.

C. Paperwork Reduction Act -

The Office of Management mdBudpt
(OMB) has spproved the information
collection requiirements contained in this
proposed rule under the provisions of

the Paperwork Reduction Act of 1960, 44
US.C. 3501 et seq., and has assigned an
OMB control namber of 2070-0033.
Public reporting burden for this
collection of information is estimated to
average 1083 hours per respondent, -
including time for: Searching existin,
data sources; submitting letters of intent

" or exemption requests; preparing study

plans, progress reports and final reports:
laboratory testing; and sponsor review.
Send comments regarding the reporting
burden estimate or any other aspect of
this collection of information, incleding
suggestions for reducing this burden, to
Chief, Information Policy Branch, PM-
223, U.S. Environmental Profection
Agency, 401 M St., SW., Washington, DC
204610, and to the Office of Information.
and Regulatory Affairs, Office of
Management and Budget, Washington,
DC, 20503, marked “Attention: Desk
Officer for EPA.” The final rute will
respond to any OMB or public v
comments on the information cellection
requirements contained in this proposed
rule.

List of Subjects in 40 CFR Parts 795 and
798 :

Environmental protection, Hazardous
substances, Laboratories,
Recordkeeping and reporting
requirements, Testing.

Dated: May 18, 1990.

Victor J. Kimm,

Acting Assistant Administrator for Pesticides
and Toxic Substances.
Therefore, it is proposed that 40 CFR

chapter I, subchapter R, be amended as

follow;: .
PART 795—{AMENDED]

1.Inpart7e5: _

a. The authority citation for part 795 is
revised to read as follows:

Authority: 15 U.S.C. 2603, 2625.

b. By adding § 795.257 to subpart D to

" read as follows:

§795.257 Repeated dose, oral.

{a} Purpose. To assess and evaluate
the toxic characteristics of a substance,
the determination of subacute toxicity
should be carried onut after initial
information on toxicity has been
obtained by acute testing. The 14-day
repeated dose oral stady provides -
indormation on the health hazard likely
to arise from repeated short-term ~ -
exposure by the oral route over a very
limited period of time. It has been :
designed to permit the determination of
the no-observed-adverse-effect level -
and toxic effects associated with
continuous or repeated exposure 1o a
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test substance for 14 days and to -
pvaluate reversibility, persistence, and
@ :layed occurrence. of toxic effects
.xing a 14-day follow-up recovery-
( iod. The test is not capable of .
vetermining those effects that have a
long latency period for development
{e-g.. carcinogenicity and life :
shortening). it will provide information
on target organs and the possibility of
accumulation, and can be used in
selecting dose levels for subchronic
studies and for establishing criteria for -

human exposure.
(b} Definitions. (1) Subacute oral

toxicity is the manifestation of adverse -

effect(s) occurring as a result of the -

repeated daily exposure of experimental

animals to a substance by the oral route
for 14 days. ,

(2} Dose is the amount of test
substance administered and is

expressed as weight of test substance (g.

mg) per unit weight of test animal {e.g.,
mg/kg/day), or as weight of test
substance per unit weight of food or
drinking water. : :

{3) No-observed-adverse-effect level

(NOAELY) is the maximum dose used in a .

test which produces no observed
adverse effects. A NOAEL is expressed
in terms of the weight of a substance -
given daily per-unit weight of test -

- animal (mg/kg). When administered to .

((S‘gmals» in food or drinking water, the
/+AEL is expressed as mg/kg of food
&/;.‘mg/m[‘. of water." - - o
" {4) Cumulative toxicity is the adverse -
effects of repeated doses occurring as a
-result of prolonged action on, or
increased concentration of, the
administered substance or its
metabolites in susceptible tissue. .

(¢} Principle of the test method. The
test substance is administered orally in"
graduated daily doses to several groups
of experimental animals, one dose level
per group, for a period of 14 days. '
During the period of administration-the
animals are observed daily to detect
signs of toxicity. Animals which die
during the period of administration are
necropsied. At the conclusion of the test;
all animals, except the satellite group,
are necropsied and histopathological
examinations are carried out. The .
satellite group is necropsied after the
14-day recovery period.

(d) Limit test. If a test at one dose -

* _level of atleast 1,000 mg/kg body weight
(expected human exposure may indicate
the need for a higher dose level), using
the procedures described for this study,
produces no observable toxic effects

-and if toxicity would not be expected
based upon data from structurally -

. 1#l~ted compounds, then a full study

- five-doselevels is not necessary. -

(&) Test procedures—{(1) Animal
selection—(i} Species and strain. Two
mammalian species shall be tested,
preferably a rodent and a non-rodent,

- but two rodents may be used. A variety

of rodent species may be used, but the
rat is preferred. If a second rodent is
selected, the mouse should be used:
Commonly used laboratory strains shall
be used. . nox . ‘
(ii) Age. (A) General. Young adult .
animals shall be employed. At the

commencement of the study, the weight

variation of animals used shail not
exceed = 20 percent of the mean weight
for each sex. :

(B) Rodents. Dosing shall begin as
soon as possible after weaning, ideally
before the rats are 6 weeks old, and in
any case, not more than 8 weeks old.

(C) Non-rodent. Dosing shall - -
commence after acclimatization.

(iii) Sex_ (A) Equal numbers of :
animals of each sex shall be used at
each dose level. .. :

(B) The females shall be nulliparous
and nonpregnant. - . :

-(iv) Numbers.— (A) Rodents. At least
20-animals (10 females and 10 males)
shall be used at each dose level.

(B) Non-rodents. At least eight -
animals (four females and four males)
shall be used at each dose level.

" {C) if interim sacrifices are planned,

- the number shall be increased by the -

number of animals scheduled to be
sacrificed. : -

(2) Control groups. A- concurrent.
control group is required. This group
shall be an untreated or sham-treated
control group or, if a vehicle is used in _
administering the test substance, a
vehicle control group. If the toxic
properties of the vehicle are not known
or cannot be made available, both
untreated and vehicle control groups are
required. -

(3) Satellite group. (Rodent only) A

-satellite group of 20 animals (10 animals

per sex) shall be treated with the high
dose level for 14 days and observed for
reversibility, persistence, and delayed
occurrence of toxic effects for a post-
treatment recovery period of at least 14
days.. . :

. (4} Dose lévels and dose selection. (i)
In subacute toxicity tests, it is desirable
to have a dose response relationship as -
well as a NOAEL. Therefore, at least 5
dose levels with a control and, where
appropriate, a vehicle control -
(corresponding-to the concentration of

_ vehicle at the highest exposure level)

~shall be used. Doses shall be spaced

“appropriately to produce test groups

- with.a range of toxic effects. The data.
should be sufficient to produce a-dose-

response curve. - -

(ii) The highest dose level in rodents

- should result in toxic-effects but not

produce an incidence of fatalities which
would prevent a meaningful evaluation
of the test results; for non-rodents, there
should be no fatalities.

(iii) The lowest dose level should not

produce any evidence of toxicity. Where - }

there is a usable estimation of human
exposure, the lowest dose level should -
exceed this. '

(iv) Ideally, the-intermediate dose
levels should produce minimal
observable toxic-effects. The dose levels
should be spaced to produce a gradation
of toxic effects. - ’

(5) Exposure conditions. The animals
are dosed with the test substance every
day for 14 days. R - .

(6) Observation period. (i) All animals
shall be observed daily during the 14~
day exposire period. g

(ii) Animals in the satellite group
scheduled for follow-up observations
shall-be kept for at least 14 days further
without treatment to detect recovery

“from, or persistence of, and delaycd
onset of toxic effects and shall be
observed daily.

(7) Admiinistration of the test
-substance: (i) The test substance should
be.administered in drinking water. If
this is not feasible, the test substance
may be administered by gavage, in the
diet, or in capsules; .

(i) All animals shall be dosed by the -
same method during the entire .
experimental period. - : '

{iii} Where necessary. the test
substance is dissolved or suspended in a
suitable vehicle. If a vehicle or diluent is
needed, ideally it should not elicit -
important toxic effects itself nor
substantially alter the chemical or
toxicological properties of the test .
substance. It is recommended that

- wherever possible the usage of an

aqueous-solution be considered first,
followed by consideration of a solution
of oil and then by possible solution in
other vehicles. R

(iv) For substances of low toxicity, it
is important to ensure that when
administered in the drinking water, by
gavage, in the diet, or in capsules, the
quantities of the test substance involved
do notiinterfere with normal nutrition.
When the test substance is administered
in the diet, either a constant dietary
concentration (ppm) or a constant dose
level.in terms of the animals’ body
weight shall be used: the alternative
used shall be specified in the final test
report.’ T

{v) Fora Suﬁﬁtatiééédministered by B

gavage or capsule,the.dose shall be *
given at approximately thesame time . -
each day, and:adusted-on’ day 7 ke

S

maintain a
of animal t
(8) Obse
animal she
'necessalry.
hysical ¢t
P (Si’i) Addi
be necessa
appropriat
animals to
rcfrigeratic
dead and i
Moribund .
sacrificed -
(iii) Sign
as they are
of onset, di

(iv) Cage
include, b+
skin and ¢
membran
autonomi
somatom
pattern.

(v} Me:
least wee:
water cons
substance :
drinking w.

(vi) Anin
weekly.

(vii) At t]
exposure p
those in the
necropsied
group shall
Tecovery pe

(9) Clinic
following e
on all anim
treatment g

-rodents, an

rodents-are
(A) Certa
determinati
‘least two ti
Just prior tc
adequateh
not availab
prior to ter
the test per
determinati
all studies :
concentrati
and differe:
measure of
clotting tim
thrombopla
- (B) Certar
determinati
out at least
initiation of
historical b.
available) &
sacrifice at
Test areas'y
appropriate

" ;... balance, ca;
" liver and ki

‘



N

p——

- * concentration, erythrocyte count, total

~ Federal Register / Vol. 55, No. 101 / Thursday, May 24, 1990 / Proposed Rules

21401

maintain a constant dose level in terms

of animal body weight.

--. -(8) Observation of animals. (i) Each
animal shall be observed daily and, if
necessary, handled to appraise its
physical condition. ’

{ii) Additional daily observations may

. be necessary in order to take -

-.- appropriate actions to minimize loss of
animals-to the study (e.g., necropsy or
refrigeration-of those animals found
‘dead and isolation of weak animals). .

" Moribund animals shall be removed and

sacrificed ‘when noticed. .

(iii) Signs of toxicity shall be recorded

‘as they are obseérved including the time -

of onset, degree and duration.-
. (iv) Cage-side observations shall
" include, but not be limited to, changes in

* _ skin and fur, eyes and mucous

- membranes, respiratory, circulatory,
autonomic-and central nervous systems,
somatomoter activity and behavior

--- pattern. : :

- (v} Measurements shall be made at

. _least weekly of feed consumption or

water consumption when the test

substance is administered in the feed or

drinking water, respectively. ~ = -

(vi) Animals shall be weighed at least
weekly. - ’

- {vii}-At the end of the 14-day

‘exposure period, all survivors except
those in the satellite group shall be
necropsied. All survivors in the satellite

group shall be necropsied after a

recovery period of at least 14 days.

(9) Clinical examinations. (i) The
following examinations shall be made
‘on all animals of each sex in each
treatment group and satellite group for

-rodents; and on all animals when non-
. Todents are used.. .

(A} Certain-hematology - R
determinations.shall be carried out at
-least two times:during the test period:
Just prior to initiation of dosing if
~ddequate historical baseline data are

not available (baseline data) and just

prior to terminal sacrifice at the end.of -

the test-period. Hematology. - = o
-~ determinations which are appropriaté to

all studies.are: Hematacrit, hemoglobin

and differeritial leukocyte count, and a -
- measure of clotting potential such as
clotting time, prothrombin time,
thromhoplastin time, or platelet count.
" - {B) Certaiit clinical biochemistry

determinations on blood shall be carried

out at least two times: Just prior to
initiation of dosing (if adequate

. -historical baseline data are not

available} and just prior to terminal

“ sacrifice at the end of the test period.
Test areas which are considered
appropriate to all studies: Electrolyte
balance, carbohydrate metabolism, and
liver and kidney function. The selection

of specific tests will be influenced by
observations on the mode of action of -
the substance. Suggested
determinations: Calcium, phosphorus,
chloride, sodium, potassium, fasting
glucose (with the period of fasting
appropriate to the species), serum

. glutamic-pyruvic transaminase {now

known as serum alanine
aminotransferase), serum glutamic
oxaloacetic transaminase (now known

..as serum aspartate aminotransferase),
ornithine decarboxylase, gamma .

glutamyl transpeptidase, urea nitrogen,.
albumin, blood creatinine, total
bilirubin, and total serum protein
measurements. Other determinations
which may be necessary for an -
adequate toxicological evaluation’
include: analyses of lipids, hormones,
acid/base balance, methemoglobin, and
cholinesterase activity. Additional
clinical biochemistry may be employed,
where necessary, to extend the ’
investigation of observed effects.

(ii) The following examinations shall
be made on high dose and control
groups. If changes in the eyes are ]
detected, the eyes of all animals should
be examined. o

(A) Ophthalmological examination,
using an ophthalmoscope or equivalent
suitable equipment, shall be made prior
to the administration of the test -
substance and at the termination of the

. study.

- (B) Urinalysis is not recommended on
a routine basis, only when there isan _
indication based on expected or -
observed toxicity.

(10) Gross necropsy. (i) All animals
shall be subjected to a full gross -

. necropsy as soon as possible after death

or sacrifice, which includes examination
of the external surface of the body, all
orifices, and the cranial, thoracic, and
abdominal cavities and their contents.
(ii) At least the liver, kidneys,
adrenals. and gonads shall he weighed

-wet, as soon as possible after dissection
‘to-avoid drying. In addition, for the

rodent, the brain; for the nori-rodent, the

_ thyroid with parathyroids also shall be

weighed wet.

(iii) The following organs and tissues,
or representative samples thereof; shall
be preserved in a suitable medium for:
possible future histopathological
examination: All gross lesions; lungs -
which should be removed intact,
weighed and treated with a suitable
fixative to ensure that lung structure is

-inaintained (perfusion with:the fixative

is considered to be an effective
procedure); nasopharyngeal tissues;
brain - including sections of medulla/
pons, cerebellar cortex, and cerebral
cortex; pituitary; thyroid/parathyroid;
thymus; trachea; heart; sternum with

bone marrow; salivary glands: liver;
spleen; kidneys; adrenals; pancreas:
gonads; uterus; accessory genital organs
(epididymis, prostate, and, if present,
seminal vesicles); aorta; (skin); gall
bladder (if present); esophagus:
stomach; duodenum; jejunum; ileum;
cecum; colon; rectum; urinary bladder;
representative lymph node;
(mammarygland); (thigh musculature);

-peripheral nerve: (eyes): (femur-

including articular surface); (spinal cord

at three levels-cervical, midthoracic, and

lumbar); and (zymbal and exorbital
lachrymal glands).

~(11) Histopathology. The following
histopathology shall be performed:

{i) Full histopathology on the organs
and tissues listed in paragraph
(e)(10}{iii) of this section of all rodents in
the control and high dose groups, all
nonrodents, and all rodents that died or
were sacrificed during the study.

. .{ii} All gross lesions in all animals. .
(iii) Target organs in all animals.
(iv) The tissues mentioned in_

parentheses in paragraph (e)(10)(iii) of

this section if indicated by signs of
toxicity or target organ involvement.

(v} Lungs, liver, and kidneys of all
animals. Special attention to
examinalivn of the lungs of rodents shall
be made for evidence of infection since
this provides a convenient assessment
of the state of health of the animals.

(vi) Histopathology shall be performed

" on tissues-and organs from animals in

the satellite groups (rodents) identified
as showing effects in the treated groups.
(f) Data and reporting—(1) Treatment

of results. (i) Data shiall be summarized
in tabular form, showing for each test
group the number of animals at the start
of the test; the number of animals
showing lesions, the types of lesions,
and the percentage of animals
displaying each type of lesion.

- {ii) All observed results. quantitative

- -and incidental, should be evaluated by

an appropriate statistical method
selected during the design of the study.
Any generally accepted statistical

" method may be used.

(2) Evaluation of the study results. (i)

- The findings of a subacute oral toxicity

study should be evaluated in

conjunction with the findings of
preceding studies and considered in
terms of the toxic effects and the
necropsy and histopathological findings. -
The evaluation will include the . - ;
relationship between the dose of the test
substance and the presence or absence,

- the incidence and severity, of

abnormalities, including behavioral and
clinical abnormalities, gross lesions,
identified target-organs, body weight
changes, effects on mortality and any
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otherMmMchthA (ammw ‘Part  subacute test shall be completed and the

propesly conducted subacuie test showld

" provide s satisfactory estimation of &

NOAEL.

(ii) In.any stndy wihich demeonsicates
an absence of toxic effects, further
investigation {0 establich absorptiea
and bicavailability of the iest substance
should be considesed. .

(3)-Test report. In addition to the
reporting requiremenis as specified
under 40 CFR part 782, subpast ], the
following specific information shell be
reported.

(i) Group animal datm Tabulation of

- toxic response data by sex and
exposure level for: -

(A) Number of animals dying,

(B) Number of animals showing signs
of toxicity.

{C) Number of animals exposei
«. (ii} Individual animaf deta. {A) Date
of death during the study or whether
animals survived o ferminafion.

(B) Date of observation of each
abnormal slgn and its subsequent
course.

(C) Body wmgh‘t data. .

(D) Feed consumption data when
collected: .

(E) Hematological tests em'p'lnyed and
all results.

¥} Clinical btoche!msby tests
employed and all results.

(G) Necropey fmdings.

{H) Detailed dessnphon of alf
histopathologival ﬁndings

(I) Stetigtical trestment of results
- where appropriate. -

&) Refereaces. For -ddnwuai
backgrouad information on this test
guideline, the following refevences
should be consuited:

(1) Boyd, E.-M. “Chapter 14— Pidot
- Studies, 15—Uuniposad Climicat
Parameters, lB——Umposxl Antopsy
Parameters.” Predictive Toxicometrics.
(Baltimore: Williasms and Wilkine, 1072).

(2) Fitzlvwgh, O. G. “Subacste
Toxicity,” Appraisal of the Safe!yaf
Chemicaks in Foods, Drugs ead

. Cosmetics. The Associetion of Food and
Drug Officials of the Umited States. pp.
26-35. (1959, 3rd Printing 1975).

(3) Food Safety Coumcil. *Subchronic
Toxicity Studies,” Proposed System for
Food Safety Assessment. {Columbia:
Food Safety Council) pp. 83-96. {1978}

(4) National Academy of Sciences.
“Principles end Precedures for
Evaluating the Toxicity of Household
Chemicals,” A veport prepared by the
Commitsee for the Revision of NAS
ft\llb‘éﬁﬂhnt;l&s& n;det the auspices of

e Lommitteeon mﬂw Nwutional
Researck Council, Nationst Neationsi Acadeeny of

Sciences, Wuhm‘,nc_w;‘

L. Emvironmental Health Critesin
8, Principles and Metheds for

Evaksoting the Tevicity of Chemicals:
(Gen)ucm Ogama o,
1978

pmno-unsunm} K
2. In part 790: ‘

a. The authorily citation would
continue ‘o read as follows: -

" Authoritge 35 E.5.C. 308, 2811, 2825.
b. By adding § mmn!martl) .

to read as

§ 7995078 mwm
subject to teating. )

(a) Idestification afu.nsubwaam
(1) The following sabstences identifiad
agdrinking water contaminants: -shall be

- tested in sccondunce with: the
' requirements sider peragraphs {v) and -

- testing. Oral 90-day

(d) of this sections

o Y P E—— 75-00-3
1,1-Dichlor0eaNe .......coeoocmv..] 75-34-3
1,1,2.2-Fetrachiorostimne..........] 79-33-5
N-Propylbenzene ... 3-85-¢
1.3.5-TrinsthyDennens .. H$-67-8

(2) Chioroethane, 1,1-dichloroethane,

1,1,2.2-tetrachlorcethane, n-

propylbenzene, and 1,3.5- - :
trimethylbenzene of at least 99pacen1

. purity shall be used as the test

substances. o

{b) Persons required to submit study
plans, conduci tests, and submit deta.
All persons who manufacture (including
import and by-product manufacture} or
process the suhstances lieted in
paragraph {a) of this section aﬁe: the

 effective dafe of this rule tothe end of

the reimbursement period shall submit
letters of intent to test, submit study

-plans, conduct tests, and submit data, or
- submit exemption applications as

specified in this section, subpast A of
this part, and parts 790 and 792 of this
chapter for sing} rulemaking.
(c) Health effects testing—{1)
Subacute texicity— (i) Required testing.
Oral 14-day repeated dose toxicily tests
shall be conducted with each of the
substances designated in weguph (a)
of this sectien in accordance with
§ 795.257 of this chapter. The tests
should be pesformed using drinking -

- - water. However, if due $o poor stabahty
- or palatability,

& dnnkmg wader test is
not feasible Sc a.given substance, that

substance shall be adusinéstered by oral

./ gavage,imthediet orincapsules. -
[n)Rmmm m}ﬂmh

: suuuAnv “Fhis document requests -
: commeat;owa pe!amﬁled mbehd!’

final report submitted to EPA within12 -
mtlmdls of the eﬂectwe date of the ﬁnal
rule:

(B) For each mt. a progress report -
shall be submitted to EPA 6 months
after the effective date of the final rute.

- (2) Subchronic toxicity—{i} Required
subchronic toxicity
tests skaft be conducted with each of the
substances designated in paragraph fa)
of thig section fn acy
§ 798.2650 of this chapter. Each
substance shall be tested in two species,
preferably a rodent and non-rodent. If.
due to poorstability ar palatability, a
drinking water test is not feasible for a

- given substance, that substance shall be

admintstered by oral gavage, in the diet.
or in capsules.

(ii) Guideline modi f‘ cations. (A) A
satel'hte group of test organisms shall be
included in all tests using rodents in
order to observe reversibility,
persistence; and delayed toxicity.

(B) At least five dose groups shall be
employed in each test.

- (iii) Reporting requirenients. {A) Each
suhchnomc test shall be completed and
the final report submitted to EPA within
16 months of ihe effechye date of the
final rule..

(B) For each test, & pmguss report
shall e submitted to EPA 9 months
after the effecive date of the final rule.

(d) Effective date. (1) This rule will be
effective 44 days after the date of
publication ef the final rule in the
Federal Registor.

(2) The gmddnes and other test
metheds cited in this section ave

_referenced as they exist on the effective

date of the final rele.. - .
(Information collection reguirements have
been-approwved by the Office of Management
and Budget uader mmml ‘sumber 2676-0033)
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