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799.3175 Oleylamme.
(a) Identification of testsubstance.(1)
•Octadecenylamine (hereafter ODA)
~AS Number 112—90—3) shall be tested
i accordancewith thissection.
(2) The ODA test substanceshall be

b least 90 percent ODA. The vehicle
aall be one such as mineral oil for
hich there are adequate historical
)xicological data and which will not
iterferein the test results.
(b) Persons required to submit study

tans, conducttests,and submitdata. (1)
11 personswho manufactureor proc~
ss ODA (other than as an impurity)
‘om October 7, 1987 to the endof the
3imbursementperiod shall submit let-
~rs of intent to conducttesting or ex-
mption applications,studyplans,andl
r shall conduct tests in accordance
rith part 792 of this chapter,and sub-
ut data as specified in this section,
ubpart A andpart 790 of this chapter.
(2) Personssubjectto this sectionare

ot subject to the requirements
790.50(a)(2), (5), and (6) and (b) and
790.87(a)(1)(ii)of this chapter.
(3) Personswho notify EPA of their

~itent to conduct testsin compliance
rith the requirementsof this section
aust submit plans for those tests no
~ter than45 daysbefore the initiation
f eachof thosetests.
(4) In addition to the requirementsof

790.87 (a)(2) and (3) of this chapter,
~PA will conditionally approveexemp-
ion applications for this rule if EPA

hasreceiveda letter of intent to con-
duct the testing from which exemption
is sought and EPA has adopted test
standards and schedules in a final
PhaseII test rule.

(c) Health effects testing—(1) Devel-
opmental toxicity—(i) Required testing.
An oral developmental toxicity study
shall be conductedwith ODA in two
mammalianspecies,rat andrabbit.

(ii) Test standard. (A) The devel-
opmental toxicity study shall be con-
ducted with ODA in accordancewith
§ 798.4900of this chapterexceptthe pro-
visions of paragraphs(e) (1)(i) and(5) of
§ 798.4900~

(B) For purposesof this section, the
following provisionsalsoapply:

(1) Speciesand strain. Therat andrab-
bit shall be the test species.The strain
shall not havelow fecundity andshall
preferably be characterizedfor its sen-
sitivity to developmentaltoxins.

(2) Administrationof the testsubstance.
The route of administration shall be
oral by gavage. The test substance
shall be administeredat approximately
the sametime eachday.

(iii) Reporting requirements.(A) The
developmentaltoxicity testing shall be
completedandthe final report submit-
ted to EPA within 12 months of the
date specified in paragraph (d)(1) of
this section.

(B) An interim progressreport shall
be provided to EPA 6 monthsafter the
date specified in paragraph (d)(1) of
this section.

(2) Mutageniceffects—chromosomalab-
errations—(i) Required testing. (A) An
oral in vivo mammalian bone marrow
cytogeneticstest: Chromosomalanaly-
sis shall beconductedfor ODA.

(B) An oral rodent dominant lethal
assayshall be conductedfor ODA if it
producesapositive result in the in vivo
mammalianbonemarrow cytogenetics
test conductedpursuantto paragraph
(c)(2)(i)(A) of this section.

(C) An oral rodent heritable trans-
location assayshall be conducted for
ODA if it producesa positive result in
the rodent dominant lethal assaycon-
ducted pursuant to paragraph
(c)(2)(i)(B) of this section and if so re-
quired in a FEDERAL REGISTER notice
or certified letter sentto test sponsors.

(ii) Test standard. (A)(1) The in vivo
mammalianbonemarrow cytogenetics
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test: Chromosomal analysis shall be
conducted with ODA in accordance
with § 798.5385 of this chapter except
the provisions of paragraphs(d) (3)(i)
and(5)(iii) of § 798.5385.

(2) For purposesof this section, the
following provisionsalsoapply.

(i) Speciesand strain. Mice shall be
used.

(ii) Routeof administration The route
of exposureshall be oral by gavage.

(B)(1) The rodent dominant lethal
assayshall be conductedwith ODA in
accordancewith § 798.5450of this chap-
ter exceptthe provisionsof paragraphs
(d) (3)(i) and(5)(iii) of § 798.5450.

(2) For purposesof this section, the
following provisionsalsoapply

(i) Species.Mice shall be used as the
test species Strains with low back-
ground dominant lethality, high preg-
nancy..frequency, and high implant
numbersarerecommended

(ii) Routeof administration The route
of adm]mstratlon shall be oral by ga-
vage.

(C)(1) The rodent heritable trans-
location assayshall be conductedwith
ODA is accordancewith § 798.5460 of
this chapter,except for the provisions
of paragraphs(d) (3)(i) and (5)(iii) of
§ 798.5460.

(2) For purposesof this section, the
following provisionsalso apply.

(i) Species.Mice sha1l be usedas the
test species.

(ii) Routeof administration.The route
of administration shall be oral by ga-
vage.

(iii) Reporting requirements. (A) The
chromosomalaberrationtests shall be
completedand the final reports sub-
mitted to EPA asfollows:

(1) The in vivo mammalianbonemar-
row cytogenetics test shall be com-
pleted within 14 months of the date
specifiedin paragraph(d)(1) of thissec-
tion.

(2) The rodent dominantlethal assay
(if required)shall be completedwithin
26 monthsof the datespecifiedin para-
graph(d)(1) of this section.

(3) The rodent heritable trans-
location assayshall be completed(if
required) within 25 months of EPA’s
notification of the test sponsorby cer-
tified letter or FEDERAL REGISTER no-
tice under paragraph(c)(2)(i)(C) of this

section that testing should be initi-
ated.

(B) Interim progressreportsshall be
provided to EPA at 6-month intervals
for each test beginning 6 monthsafter
the datespecifiedin paragraph(d)(1) of
this sectionor notification that testing
should be initiated under paragraph
(c)(2)(i)(C) of this section,until submis-
sion of the final report.

(3) Mutageniceffects—genemutations—
(i) Requiredtesting. (A) A detection of
genemutation in somaticcells in cul-
ture assay shall be conducted with
ODA.

(B) An oral sex linked recessivele-
thal test in Drosophila melanogaster
shall be conductedfor ODA if it pro-
ducesapositive result in the detection
of genemutation assayin somaticcells
in culture conductedpursuantto para-
graph(c)(3)(i)(A) of this section.

(C) A mousevisible specificlocus test
(MVSL) or a mouse biochemical spe-
cific locus test (MBSL) shall be con-
ductedfor ODA if it producesapositive
result in the sex-linkedrecessivelethal
test in Drosophila melanogastercon-
ducted pursuant to paragraph
(c)(3)(i)(B) of this section and if so re-
quired in a FEDERAL REGISTER notice
or certified letter sentto test sponsors.

(ii) Test standard.(A) (1) The detec-
tion of genemutationsin somaticcells
in culture shall be conductedwith ODA
in accordancewith § 798.5300 of this
chapter, except for the provisions of
paragraphs (d)(3) (i), (ii) and (4) of
§798.5300.

(2) For purposesof this section, the
following provisionsalsoapply:

(i) Types of cells used in the assay.
ODA shall be tested in L5178Y mouse
lymphoma cells. Cells should be
checkedfor Mycoplasmacontamination
and may be periodically checked for
karyotypestability.

(ii) Cell growth and maintenance.Al-
ternative dosingproceduresconsisting
of suspensioncultures or roller-bottle
incubation shall be used. Appropriate
incubation conditions (CO2 concentra-
tions, temperature, and humidity)
shall be used.

(iii) Metabolic activation. The meta-
bolic activation system shall be de-
rived from the postmitochondrial frac-
tion (S—9) of livers from ratspretreated
with Aroclor 1254. Cells shall be ex-
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)sed to test substanceboth in the
~esenceandabsenceof an appropriate
etabolicactivation system.
(B) (1) The sex-linkedrecessivelethal
st in Drosophila melanogastershall be
nducted with ODA in accordance
ith § 798.5275of this chapterexceptfor
i.e provisionsof paragraph(d)(5)(iii) of
r98.5275.
(2) For purposesof this section, the
llowing provisionsalso apply:
(i) Routeof administration. The route
administrationshall beoral.
(ii) [Reservedj
(C)(1) If required, the MVSL or MBSL
iall beconductedwith ODA in accord-
ice with §~798.5200or 798.5195of this
iapter, respectively, except for the
~ovisions of paragraph (d)(5)(iii) of
Lch of thesesections.
(2) For purposesof this section, the
~llowing provisionalso applies.
(i) Routeof administration. The route
[~exposureshallbe oral by gavage.
(ii) [Reserved]
(iii) Reporting requirements.(A) Gene
i.utation testsshall be completedand
ie final reportssubmitted to EPA as
)llows:
(1) The detection of genemutations

i somatic cells in culture shall be
Dmpletedwithin 10 monthsof thedate
Decifiedin paragraph(d)(1) of this sec-
Lon.
(2) The sex-linked recessive lethal

~t in Drosophila: melanogaster(if re-
uired) shall be completedwithin 22
ionths of the date specified in para-
raph(d)(1) of this section.
(3) The MVSL or MBSL shall becorn-

leted and the final report submitted
D EPA within 51 monthsof EPA’s no-
[fication of the test sponsor by cer-
[fled letter or FEDERAL REGISTER no-
ice that testingshall be initiated.
(B) Interim progressreports shall be

rovided to EPA at 6-month intervals
r eachtest beginning 6 monthsafter

he datespecifiedin paragraph(d)(1) of
his section until submission of the
Lnal report.
(C) Progressreportsshall be submit-

ed to EPAfor the MVSL or the MBSL
t 6—monthintervals, the first of which
5 duewithin 6 monthsof EPA’s notifi-
ation of the test sponsorthat testing
hall be initiated.
(4) Oncogenicity—(i)Required testing.

~.noncogenicitybioassayshall be con-

ducted orally for ODA if positive re-
sults occur in any of the following
tests and if so required in a FEDERAL
REGISTERnoticeor certified letter sent
to test sponsors.

(A) In vivo mammalianbonemarrow
cytogeneticstests conductedpursuant
to paragraph(c)(2)(i)(A) of this section.

(B) Detectionof genemutation in so-
matic cells in culture assayconducted
pursuant to paragraph (c)(3)(i)(A) of
this section.

(C) Sexlinked recessivelethal test in
Drosophila melanogaster,conductedpur-
suant to paragraph(c)(3)(i)(B) of this
section.

(ii) Test standard. (A)(1) The
oncogenicity bioassay shall be con-
ducted with ODA in accordancewith
§ 798 3300 of this chapter,exceptfor the
provisions of paragraphs (b)(1)(i) and
(6) of~7983300

(2) For purposesof this section the
following provisionsalsoapply

(i) Speciesand strain. ODA shall be
tested in both rats and mice. Com-
monly usedlaboratory strainsshall be
employed.

(ii) Administrationof the testsubstance.
The route of adrmnistration shall be
oral by gavage.

(iii) Reporting requirements.(A) The
oncogenicity bioassay shall be com-
pleted and the final report submitted
to EPA within 53 monthsof EPA’s no-
tification of the test sponsor by cer-
tified letter or FEDERAL REGISTER no-
tice under paragraph (c)(4)(i) of this
section that testing should be initi-
ated.

(B) Interim progressreports shall be
provided at 6-month intervals begin-
ning 6 months after the notification
underparagraph(c)(4)(i) of this section
until submissionof the final report.

(d) Effective dates. (1) The effective
date of this rule is October 7, 1987, ex-
cept for the provisions of paragraphs
(c)(1)(ii) and (c)(1)(iii), (c)(2)(ii) and
(c)(2)(iii); (c)(3)(ii)(A), and (c)(3)(ii)(B),
(c)(3)(iii)(A)(1), (c)(3)(iii)(A)(2),
(c)(3)(iii)(B), (c)(4)(ii) and (c)(4)(iii),
which are effective on January17, 1989.

(2) Paragraphs (c)(3)(i)(C),
(c)(3)(ii)(C), (c)(3)(iii)(A)(3), and
(c)(3)(iii)(C) of thissectionare effective
May 21, 1990.

(3) The guidelines and other test
methodscited in this section are ref-
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erencedas they exist on the effective
dateof the final rule.

[52 FR 31969 Aug 24 1987 as amendedat 53
FR 48546 Dec 1 1988 55 FR 12643 Apr 5
1990;58 FR34205,June23, 1993]

§799.3300 Unsubstituted phenylene-
diamines.

(a) Identification of testsubstance.(1)
The unsubstituted phenylenediarnines
(pda’s), para-phenylenediamine(p-pda,
CAS No. 106—50—3), or its sulfate salt-(p-
pda.H2S04, CAS No. 1624—57—75), meta-
phenylenetharnine(m-pda,CAS No. 108-
45~-2),or its sulfate salt (m-pda.H2S04,
CAS No. 54-17-08), and ortho-
phenylenediamine(o-pda, CAS No. 95—
54—5) shall be testedin accordancewith
thissection.

(2)p-Pda,m-pda,and-o-pdaof at least
98 percentpurity shall be used as the
test sübstanbes. Either the hydro-
chlOride or sulfate salt of m-pda shall
be used as the test substances.Either
the hydrochloride or sulfate salt of m-
pdashall be usedasatest substancein
the oncogenicity test in paragraph
(c)(2) of this section if the free base
provesto be unstableunder the condi-
tions of this study. Either the hydro-
chlOride or sulfate salt of o-pda,p-pda,
or m-pdashall be used as -a test sub-
stance in the 90-day subchronic
neurotoxicity studies in paragraph
(c)(3)(B) of this section if the free base
provesto be unstableunder the condi-
tions of thesestudies.The salt(s)shall
beof at least98 percentpurity.

(b) Persons required to submit study
plans, conducttests,and submitdata. (1)
All personswho manufacture(includ-
ing import or by-productmanufacture)
or processm-pdaor m-pda.H2SO4,or in-
tend- to manufactureor processm-pda
or m.pda.H2S04,after the effectivedate
of this rule to the endof the reimburse-
ment period shall submit letters of in-
tent to test, submit study plans, con-
duct tests,andsubmit data, or submit
exemption applications as specifiedin
paragraphs(c), (d), and (e) of this sec-
tion, subpartA of this part, andparts
790 and 792 of this chapter for single-
phaserulemaking.

(2) All personswho manufacture(in-
cluding import or by-productmanufac-
ture) or processp-pda, or p-pda.H2S04,
or intend to manufactureor processp-
pda,or p-pdaH2S04, after the effective

dateof this rule to the endof the reim-
bursementperiod shall submit letters
of intent to test, submit study plans,
conducttests, andsubmit data, or sub-
mit exemptionapplicationsasspecified
in paragraphs(c)(3), (d), and (e) of this
section, subpart A of this part and
parts790 and792 of this chapterfor sin-
gle-phaserulemaking. -

(3) All personswho manufacture-(in-
cluding import or by-productmanufac-
ture) or -process o-pda, -or intend to
manufactureor processo-pda after the
effective dateof this rule-to the endof
the reimbursementperiod shall submit
letters of intent to test, submit study
plans, conduct tests, and submit data,
or submit exemption applications as
specified in paragraphs(c)(3), (d), and
(e) of this section, subpart A of this
part, and-parts 790 and792 of this chap-
ter for single~-phaserulemaking. -

— (c) Health effects testing—(1) Muta-
genicity testing—(i) Requiredtesting.-(A)
The sex-linkedrecessivelethal (SLRL)
assayshall be conducted,by injection,
in Drosophila melanogasterwith m-pda
in accordancewith § 798.5275 of this
chapter. - --

(B) If the SLRL assayconductedpur-
suant to paragraph(c)(1)(i)(A) of this
section is positive, either the mouse
visible specific locus test (MVSL) or
the mouse biochemical specific locus
test (MBSL) shall be conductedfor m-
pda by gavage in accordance with
§~798.5200or 798.5195of this chapter, if
after public program review, EPA is-
sues a FEDERAL REGISTER notice or
sends a certified letter to the test
sponsor(s)specifying that testing shall
be initiated. The test sponsorshall no-
tify EPA of its choice in writing in its
first interim report.

(C) The mouse bone marrow cyto-
genetics: micronucleus (MBMC) assay
shall be conductedon m-pdain accord-
ancewith § 798.5395of this chapter.

(D) If the MBMC assay conducted
pursuant to paragraph (c)(1)(i)(C) of
this section is positive, the dominant
lethal assay(DL) in mice shall be con-
ducted on m-pda pursuantto § 798.5450
of this chapter.

(E) If the DL conductedpursuantto
paragraph(c)(1)(i)(D) of this section is
positive, heritable translocation (HT)
testing in the mouseon m-pdashall be
conductedpursuantto § 798.5460of this


