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(B) The route of administration for
the reproduction and fertility testing
for 1,2,4,5-TCBshallbe dietary.

(C) A rodenttest speciesshall beused
andshall be the Sprague-Dawleyrat.

(ii) Reportingrequirements.(A) There-
production and fertility test shall be
completedandthe final resultssubmit-
ted to EPAwithin 32 monthsof the ef-
fective dateof this final rule.

(B) Progressreports shall be submit-
ted to the Agencyevery6 monthsafter
the effectivedateof the final rule.

(2) Developmentaltoxicity—(i) Required
testing. (A) A test of developmental
toxicity shall be conductedwith 1,2,4,5-
TCB in accordancewith §798.4900 of
thischapter.

(B) The route of administration for
the developmentaltoxicity testing for
1,2,4,5-TCBshall bevia oral gavage.

(C) Two rodent speciesshall be used
in the study. One shall be the Fischer-
344 rat andthe secondthe New Zealand
white rabbit.

(ii) Reportingrequirements.(A) The de-
velopmental toxicity testing shall be
completedandthe final resultssubmit-
ted to the Agency within 16 months of
the effective dateof the test rule.

(B) Progressreports shall be submit-
ted to the Agencyevery6 monthsafter
the effectivedateof the final rule.
[51 FR 24667, July 8, 1986, as amendedat 52
FR 10378, Apr. 1, 1987; 52 FR 26477, July 15,
1987; 54 FR 27355, June29, 1989; 58 FR 34205,
June23, 1993]

§799.1250 Cresols.
(a) Identification of test substances.(1)

ortho-Cresol (CAS No. 95—48—7), meta-
cresol (CAS No. 108—39—4), andpara-cre-
sol (CAS No. 106-44—5) shall each be
testedin accordancewith this section.

(2) ortho-, meta-,andpara-Cresolof at
least 99 percentpurity shall be usedas
the test substance.

(b) Persons required to submit study
plans, conduct tests,and submitdata. (1)
All personswho manufactureor proc-
essor intend to manufactureor process
cresolsfrom the effective date of this
rule (June11, 1986) to theendof the re-
imbursementperiod shall submit let-
ters of intent to conducttesting or ex-
emptionapplications,studyplans,and!
or shall conducttests andsubmit data
as specified in this section, subpartA
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of this part, and part 790 of this chap-
ter.

(2) Personssubjectto this sectionare
not subject to the requirements of
§~790.50(a)(2),(5), and (6) and (b), and
790.87(a)(1)(ii)of thischapter~

(3) Personswho notify EPA of their
intent to conduct tests in compliance
with the requirementsof this section
must submitstudyplansfor thosetests
no later than 30 days before the initi-
ation of eachof thosetests.

(4) In addition to the requirementsof
§790.87(a)(2) and (3) of this chapter,
EPA will conditionally approveexemp-
tion applications for this rule if EPA
hasreceiveda letter of intent to con-
duct the testingfrom which exemption
is sought and EPA has adopted test
standards and schedules in a final
PhaseII test rule.

(c) Health effectstesting—(1)Mutagenic
effects—chromosomalaberrations—(i)Re-
quired testing. (A) In vitro cytogenetics
tests shall be conducted individually
with ortho-, meta-,andpara-cresol;

(B) An in vivo cytogeneticstest shall
be conducted for each isomer which
produces a negative result in the in
vitro cytogeneticstest conductedpur-
suant to paragraph(c)(1)(i)(A) of this
section.

(C) A dominant lethal assayshall be
conductedfor eachisomer which pro-
ducesapositive result in either the in
vitro or the in vivo cytogenéticstest
conducted pursuant to paragraphs
(c)(1)(i)(A) and(B) of this section.

(ii) Teststandards.(A)(1) In vitro mam-
malian cijtogeneticstest. This test shall
be conductedindividually with ortho-,
meta-, and para-cresolsin accordance
with § 798.5375 of this chapter, except
for the provisions in paragraphs (d)
(3)(i) and(4) and(6) (i) and(ii).

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

(i) Type of cells used in the assay.
Ortho-, meta-,andpara-cresolsshall be
testedin establishedcell lines. The cell
lines or strain shall be checked for
Mycoplasmacontamination.

(ii) Metabolic activation. The meta-
bolic activation systemfor this assay
shall be derived from Aroclor-1254 in-
ducedrat liver S—9 preparations.

(iii) Test substance—Vehicle.Ortho-,
meta-, and para-cresols shall be dis-
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solved in DMSO prior to treatment of
the cells.

(iv) Exposureconcentrations.At least
three concentrationsof the test sub-
stanceover a rangeadequateto define
the responsecurve shall be tested.The
highest test concentrationtestedwith
andwithout metabolic activation shall
be 5 milligrams per milliliter or that
dose which shows evidence of
cytotoxicity or reducedmitotic activ-
ity.

(B) (1) In vivomammalianbonemarrow
cytogenetics test. This chromosomal
analysis test shall be conducted with
each ortho-, meta-, or para-cresoliso-
mer which producesa negative result
in the in vitro cytogeneticstest con-
ducted pursuant to paragraph
(c)(1)(i)(A) of this section. This test
shall be conductedin accordancewith
§ 798.5385of this chapter,except for the
provisions in paragraphs(d) (3)(i) and
(5) (ii) and(iii).

(2) For the purposesof this section
the following provisionsalso apply:

(i) Animalselection—Speciesand strain.
The mouse shall be used. Commonly
used laboratory strainsshould be em-
ployed.The test sponsorshouldprovide
justificationlreasoning for its selec-
~ion.

(ii) Dose levels. At least three dose
revels shall be used. The highest dose
Lestedshall be the maximumtolerated
loseor that producingsomeindication
)f cytotoxicity, e.g.,partial inhibition
)f mitosis, or shall be thehighestdose
Lttainable.

(iii) Routeof administration. The test
;ubstanceshall be administered only
moeby oral gavage.

(C) (1) Rodent dominant-lethalassay.
(‘his assay shall be conducted with
~rtho-,meta-, or para-cresolsin accord-
~ncewith § 798.5450of this chapter,ex-
~eptfor the provision in paragraphs(d)
3)(i) and (5)(iii) and (e)(1). The rodent
Lominant-lethal assay shall be con-
Lucted for eachisomerwhich produces
positiveresult in either the in vitro or

he in vivo cytogeneticstest conducted
ursuantto paragraphs(c)(1)(i) (A) and
B) of this section.
(2) For the purposesof this section

he following provisionsalsoapply:
(i) Animal selection—Species. The

‘ouse shall be used. Commonly used
iboratory strains shouldbe employed.

The test sponsor should provide jus-
tification/reasoningfor its selection.

(ii) Routeof administration. The test
substanceshall beadministeredby oral
gavage.

(iii) Testperformance.Eachmale shall
be mated to no more than two, and
preferablyto only one, femaleper mat-
ing interval. Femalesshall be left with
the males for no longer than 7 days,
andmating shall continuefor at least
6 weeks.

(iii) Reporting requirements.(A) The
chromosomalaberrationtests shall be
completedandthe final resultssubmit-
ted to the Agencyasfollows:

(1) The in vitro and in vivo (condi-
tional) testsshall be completedandthe
final results submitted to EPA within
12 and 19 months, respectively, of the
effective dateof the final PhaseII test
rule.

(2) The dominant lethal assay(condi-
tional) within~24 months of the effec-
tive dateof the final PhaseII test rule.

(B) Progressreportsshall be submit-
ted to the Agency for the in vitro andin
vivo cytogeneticsassaysand the domi~
nantlethal assayat 6-monthintervals,
the first of which is due within 6
months of the effective date of the
final PhaseII rule.

(2) Mutageniceffects—genemutations—
(i) Requiredtesting. (A) A DNA damage
assayshall beconductedwith meta-cre-
sol.

(B) A genemutation in somatic cells
assayshall be conducted individually
with meta-andpara-cresol.

(C) A sex-linked recessivelethal test
in Drosophilamelanogastershall be con-
ducted individually with ortho- and
para-cresol.

(D) A sex-linkedrecessivelethal test
in Drosophilamelanogastershall be con-
ductedwith meta-cresol if it produces
a positive result in the DNA damage
assay or gene mutation in somatic
cells assayconductedpursuantto para~
graphs (c)(2)(i)(A) and (B) of this sec-
tion.

(ii) Test standards.(A)(1) Unscheduled
DNA synthesisin mammaliancellsin cul-
ture assay. This assay shall be con-
ducted with meta-cresolin accordance
with § 798.5550 of this chapter, except
for provisions in §798.5550(d)(3)(i) and
(6)(i).
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(2) For the purposesof this section
the following provisionsalsoapply:

(i) Cells—Typesof cells used in the
assay.Primary culturesof rat hepatoc-
ytesshall beused.

(ii) Testchemical—Vehicle.Meta-cresol
shall be dissolved in DMSO prior to
treatmentof cells.

(B)(1) Detection of gene mutations in
somaticcells in culture. This assayshall
be conducted individually with meta-
and para-cresols in accordancewith
§ 798.5300of this chapter,exceptfor pro-
visions in §798.5300(d)(3)(i), (4), (6)(i),
and(e)(1).

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

(i) Cells—Type of cells used in the
assay. L5178Y mouse lymphoma cells
shallbe used.Cells shallbe checkedfor
Mycoplasmacontamination.

(ii) Metabolic activation. The meta-
bolic activation system shall be de-
rived from.the postmitochondrialfrac-
tion (S—9) of rat livers pretreatedwith
Aroclor 1254.

(iii) Test chemical—Vehicle.Meta- and
para-cresolsshall bedissolvedin DMSO
prior to treatment of the cells. The
final concentrationof the vehicleshall
not interfere with cell viability or
growth rate.

(iv) Testperformance—Exposure.Expo-
sureshall be for 4 hours unlessa dif-
ferentexposuretime is justified by the
investigator.

(C) (1) Sex-linkedrecessivelethal test in
Drosophilamelanogaster.This test shall
be conductedwith meta-cresolsin ac-
cordancewith § 798.5275of this chapter,
except for the provisions in
§ 798.5275(d)(5)(iii). This sex-linked re-
cessivelethal test shall be conducted
with meta-cresolif it producesa posi-
tive result in either one of the assays
conducted pursuant to paragraphs
(c)(2)(i) (A) and(B) of this section.

(2) For the purposes of this section
the following provision also applies:
Routeof administration.The oral route
of administrationshall beused.

(iii) Reporting requirements.(A) The
genetic toxicity tests shall be com-
pleted and final results submitted to
the Agencyasfollows:

(1) The unscheduledDNA synthesisin
mammalian cells in culture assay
within 12 months of the effective date
of the final PhaseII test rule.

§ 799.1250

(2) The detection Qf gene,mutations
in somaticcells in culture assaywithin
12 months of the effective date of the
final PhaseII test rule.

(3) The sex-linked recessive lethal
test in Drosophila melanogaster, if re-
quired, within 24 months of the effec-
tive dateof the final PhaseII test rule.

(B) Progressreports shall be submit-
ted to the Agency for the unscheduled
DNA synthesisin mammalian cells in
culture assay,genemutation in mam-
malian cells in culture assay,and the
Drosophila sex-linked recessive lethal
test at 6-month intervals, the first of
which is duewithin 6 monthsof the ef-
fective date of the final PhaseII rule.

(3) Mutagenic effects—cellular trans-
formation—(i) Required testing. (A) A
Balb/c-3T3 cellular transformation test
performed without metabolic activa-
tion shall be conducted individually
with meta-andpara-cresol.

(B) A Balb/c-3T3 cellular trans-
formation test performedwith meta-
bolic activation shall be conducted
with eachisomerwhich producesaneg-
ative result in the cellular trans-
formation testwithout metabolicacti-
vation conducted pursuant to para-
graph(c)(3)(i)(A) of thissection.

(C) A Balb/c-3T3 cellular trans-
formation test performedwith meta-’
bolic activation shall be conducted
with ortho-cresol.

(ii) Test standards..(A) Morphologic
transformationof mammaliancells in cul-
ture. This test shall be conductedindi-
vidually with ortho-, meta-, and para-
cresols in accordancewith § 795.285 of
this chapter, except for provisions in
§ 795.285(d)(4).

(B) For the purposesof this section
the following ‘provision also applies:
Metabolicactivation.Meta- andpara-cre-
sol shall initially be tested in this
assayperformedwithout metabolic ac-
tivation. Only if they producenegative
resultsin the assayperformedwithout
activation will meta- and para-cresol
thenbe testedin the assaywith meta-
bolic activation. Ortho-cresol shall
only be testedin this assayperformed
with metabolic activation.

(iii) Reporting requirements.(A) The
morphologic transformation of mam-
malian cells in culture assayshall be
completedand final results submitted
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to EPA within 17 months of the effec-
tive dateof the final PhaseII test rule.

(B) Progressreports shall be submit-
ted to the Agency for the morphologic
transformationassayat 6-monthinter-
vals, the first of which is duewithin 6
months of the effective date of the
final PhaseII rule.

(4) Developmentaltoxicity—(i) Required
testing.A developmentaltoxicity study
shall be conducted individually with
ortho-, meta-,andpara-cresol.

(ii) Test standards. (A) Developmental
toxicity. This study shall be conducted
individually with ortho-, meta-, and
para-cresols in accordance with
§798.4900of this chapter,exceptfor pro-
visions in §798.4900(e)(5).,

(B) For the purposesof this section
the following provision also applies:
Administrationof testsubstance.Thetest
substanceshallbe administeredby oral
gavage.

(iii) Reporting requirements. (A) The
developmentaltoxicity study shall be
completedand final results submitted
to the Agency within 12 monthsof the
effectivedateof the final PhaseII test
rule.

(B) Progressreports shall be submit-
ted to the Agency for the developmen-
tal toxicity studyat 6-monthintervals,
the first of which is ‘due within 6
months of the effective date ‘of the
final PhaseII rule.

(5) Reproductiveeffects—(i) Required
testing. A two-generationreproductive
effects study shall be conducted indi-
vidually with ortho-, meta-, and para-
oresol.

(ii) Test standards. (A) Reproduction
and fertility effects.This study shall be
conducted individually with ortho-,
meta-, and para-cresolsin accordance
with § 798.4700 of this chapter, except
for provisionsin §798.4700(c)(5)(i)(A).

(B) For the purposesof this section
the following provision also applies:
Administration of the test substance—
Oral ‘studies.The test substanceshall be
administeredby oral gavage.

(iii) Reporting requirements.(A) The
reproductionandfertility’ effectsstudy
shall be completed and final results
submitted to the Agency within 29
months of the effective date of the
final PhaseII testrule.

(B) Progressreports shall be submit-
ted to the Agency for the reproduction

and fertility effects study at 6-month
intervals, the first of which is due
within 6 monthsof the effective dateof
the final PhaseII rule.

(d) Effective date. The effective date
of the final PhaseII rule for cresolsis
July 6, 1987.
[51 FR 15782, Apr. 28, 1986, asamendedat 52
FR 19087, May 20, 1987; 54 FR27355, June29,
1989; 58 FR34205,June23, 1993]

§ 799.1285 Cumene.
(a) Identification of test substance.(1)

Cumene(isopropylbenzene,CAS No. 98-
82—8) shall be testedin accordancewith
this section.

(2) Cumeneof at least 99 percentpu-
rity shall be usedasthe test substance.

(b) Persons required to submit study
plans, conducttests,and submitdata. All
persons who manufacture (including
import or byproduct manufacture) or
processor intend to manufacture or
processcumene,otherthan asan impu-
rity, after September9, 1988, to the end
of the reimbursementperiod shall sub-
mit letters of intent to conduct test-
ing, submit study plans,conducttests,
andsubmit data, or submit exemption
applications, as specified in this sec-
tion, subpartA of this part, andparts
790 and 792 of. this chapter for single-
phaserulemaking.

(C) Health effects—(1)Oral and inhala-
tion pharmacokinetic test—(i) Required
testing. Pharmacokinetictesting using
the oral andinhalation routes shall be
conductedwith cumene.in accordance
with § 795.230of thischapter.

(ii) Reporting requirements. (A) The
pharmacokinetictesting shall be com-
pleted and the final report submitted
to EPA within 15 months of the effec-
tive dateof the final rule.

(B) Interim progressreportsshall be
submittedto EPA at 6-month intervals
beginning 6 months after the effective
dateof the final rule, until the final re-
port is submittedto EPA.

(2) Subchronic inhalation toxicity—(i)
Requiredtesting. (A) A subchronicinha-
lation toxicity test shall be, conducted
with cumene in accordance with
§ 798.2450of this chapterexcept for the
provisions of paragraphs(d)(1)(iv), (5),
(6), (9), (l2)(iii), (13)(i), and (e)(3)(iv)(D)
of § 798.2450.

(B) For the purposeof this section,
the following provisionsalso apply.
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