. submitted guidelines the -
- test standards for the requu'ed studiu
for hydroquxno, CAS 12 :

: wm'Mmmdm

(OPTS~2048C; FAL-2045-1]
Hydri:qumom; Propond To!ouu'g ‘

m Envu-om;xeutal Protactlon

- Agency (EPA),
) Ac'noocPropmd rule.

' SUMMARY: This document proposes uut a
certain Toxic Sybstances Control Act

(TSCA) test g\udthnu and: industry- -
lines

R B
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SUPPLEMEXTARY INFORRATION:
L Background -

‘Elsewhere in this issue of the Federal
Register, EPA is promuigating a Phase |
final rule pursuant to TSCA section 4 -
that establishes testing requirements for
manufacturers and processors of :
hydroquinone. That Phase I rule
specifies the following testing
requirements for hydroquinone: (1) *
Metabolism (Toxicokinetics), 2
developmental toxicity studies in both &
rodent and a non-rodent species, (3)a2-
generation reproductive etfects test in
rodents. and (4) nervous system effects
testing including both a functional
observational battery and
neuropathoiogy. .

.- Once the Phase I test rule becomes' o

. effective, manufacturers and processors |

of hydroquinane would normally be -
required, under the existing two-phase
procesa. to submit proposed study plans
- . and schedules for both the initiation of -
testing and the submission of study data-

- in accordance with 40 CFR 790.30, EPA

- . would review the suhmitted study plans
and schedules and would thereafter -
issue them (with any necessary

" ‘modifications) in a Phase Il test rule
proposal. That proposal would request.

comment on the ability of the proposed °
study plans to ensure that the resulting

-~ data would be reliable and adequate.
At

After evaluating and respon

.public comment, EPA would adopt. with’
ary modifications. the study

- any necassary
plans and reporting schedules. in &
Fhase [ final

st guidelines in this -

nt a the test standards. Unit L.~ Subsequent 1o th

a.“ﬁ" mission
The ressons for this

dwﬂm«

4(b)(1), Unit IV.
‘change in th

" hydroquinone are di
_ IL Change in the Test Rule Dev

A. Test Standards and Data Submission ¥

. Déadlines -

| TSCA section 4(bi(1) specifies that .
test rules shall include standards for the .

deve!opmentoftestdl | (Mtest: o
‘standards”) and deadlines.for - TE
. submission of test data. Under a two-
- phase process utilized by EPA sinca . -

1982 (March 28, 1982 47 FR.13012) and

formaily adopted in the Fail of 1984

(Qet. 10, 1984; 48 FR 38774), test
standards and data submission
deadlines were to be adopted during the
second phase of the rilemaking process,
Upon issuance of the Phase | final rule, -

. .which established the effects and ]
.characteristics for which' a given

chemicai substance must be tested.
persons subjett to the rule would be

- required by a specified date to submit

study plans detailing the methodologies
et e e e 0 the o
rform-the required tests. Such s
plans were to include proposed
schedules for the initiation'and
completion of testing and submission of

‘test data in accordance with 40 CFR

790.30 (8) and (c). The Agency would
then pubiish these study plans end -~

. solicit public commant. In the second

phase, after consideration of public
comment. the Agency would promuigate
the Phase II final rule adopting the study

plans (with anynecessary .~ .
_modifications) as the test standards for
:the devalopment of test data and
. deadlines for submission of test data.
"+ In December 1983, the Natural

 Industrial Union Department of the

- American Federation of Labor-Congress |
 of Industrial Organizations (AFL-CIO) . -

fled an dction under TSCA section 20 *

of bk twerpiass siuchss o oh Ay

23,1984 Opinion and Order, the US. = - -
. District Court for the Southern District -
- of Naw York found that utilization of the.

two-

lic comment on'the

and ev; ng public
'Proposed esting requirements. test |
~.guidelines, and data submission "~

deadlines, EPA promuigates a finai rile.

B

' on-a expedited]
and - "  of the

B

" Phase

ml'linsh-phm approach shortens
the rulemaking period and expedites the
initiation of requirerd testing relative to
the two-phase rulemaking process. The
single-phase process also eliminatr- ““a
-fequirement under the two-phag~-.
approach for industy to subm/
protocols for approval Moreo:
allowing comments or to submit
alternative testing methodologies during
the comment period, the single-phase
appraoch preserves the flexibility of the
' two-phase process. :
-Thase same sdvantages. is,, -
- expedited initiation of testing and the

. elimination of study plan submission

requirements for persons subject to a
Phasa [ rule. are factors EPA considered
in.deciding to modify the ruemaking
process for hydroquinone. By propasing
both pertinent TSCA test guidelines as
the test standards and data submission
deadlines at the time of issuanca of the
Phrase [ rule, EPA expects that the -
Phase Il final rule will be issued 8
months sooner than would aézur if the - :
‘usual two-phase process was foliowed. ' .
Thus, required testing will be initiated

is. [n addition, for
inone. appropriate TSCA teat

study plans for EPA and public review

8. Modifications o ; o

normaily be .- -
it proposed study plans
data submission . -
thin a: specified time of the
ctve accordance -
: d (c). However, -

deadling

# Agency will consider .~ -
comments i isauing the phese I
pcnonlwb)ect fo.{hqﬁ -
Phase I final rule for hydroquinone are
still ‘equired to submiit notices of intent

.fing|
H
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.. . to test.or exemption applications in
accordancs with 40

Moreover. onca the test standards and
reporting deadlines are promulgated in
the Phase I final rule. those persons

who have notified EPA of theu' intentto *

test must submit specific study plans
{which adhere to'the promuigated test

stanidards) ao later than 30 days before
the initiation of each roquired test, 40
CFR 790.38(2)(1).

{IL Proposed Test Sundards

In the final test rule for hyd.roqu.mom

the required testing includes ' .
toxicokinetics; developmental toxicity,

effects. -
EPA is proposing that the
toxicokinetic testing be conductad:

according to the toxicokinetic guxdeuﬁo ‘

" under 40 CFR 798.7850, which is

contained in this proposed test
_standard. The required toxicokinetic.

_studies, via dermal and oral routes of

. cxpoaun.wﬂlallowthcAgencyto .
reasonably pradict the toxicokinetic
bshavior of hydroquinione: In addition. -
- . the National Toxicology Program (NTP)

s cumndy ‘performing a two-year -
- biocassay on hydroquinone via.anoral -

Lhnt were subrmtted by Eamnan Kodak
(Ref. 1) and reviewed by the Agency.
The required nervous system effects
testing falls into two categories. The
functional observational battery is a
non-invasive procedure designed to
detect gross functional deficits in young

- adult rodents resulting from exposure to
_. chemicals and to better quannfy

neurotoxic effects detected in other

studies. While this battery of: tests isnot -

intended to provide a detailed’

evaluation of neurotoxicity, it is
designed to be used in conjunction with

neuropathologic svaluation: and/or

' slnﬂll to; t:
repmducﬂv' effects and nervous system - xiclty teadng.

-The data from the mmputhology

‘testing will detect and characterize
morphologic

in thn nervous

e & no-effect level for such
i that the

EPA ié proposing that ail. data

expaunm&.ﬁmugnvngutudiam"f: aboratory Practics (GL
-which CFR

" generally not designed to: provide .
-information on either the rate. or. extcnt

- of absorption of a test material. the Na
- toxicokinetic studies will providedata -

relevant to comparing the dosesof -

hydroquinione recsived by workers and dunns h:ch

hobbyists through dermal contact with -

"data on terstogenesis. EPA i
g " 'conducted lceordmg to the protocola

thmadminutgndlntcmllymﬁlq RN

that the reproductive effects testing be

pmo‘miu ioc_t d _
mlo ust! mbmn test _dau.”Speaﬂc -

- TSCA séction 14(b) gov \
disclosun ol all test data submmed
pursuant to: sectlon 4 df ‘I'SCA. Upon

dnvnloped‘uhdlrm:nd-hcnponcdmﬂiw

- mformaﬂon.

recexnt of dsta required by this rule tt
Agency will announce the receipt witt

* '18'days in the Federal Register.as
7 required by section 4(d). Test data '

received pursuant to this rule wiil be

made available for public inspection t
any person except in those cases wne:
the Agency determines that confident
treatment must be accorded pursuant

- section 14{b) of TSCA.
R'A hnmfntCoumt

~EPA invites comment on the use of '
proposed TSCA test gmdehnea and
Agency-reviewed industry protocols a
the test standards for the required

- testing of hydroquinone. EPA aiso
"invites comment on the proposad
o schodulc for tho requu'ed testing.
changes. EPA VI!‘ mdxttEPAzhtth
functional obsetvational battery mdxhc . parsons inclcate 10 g
.~ .neuropathology testing be conducted -~
" according to 40 CFR 798.8050 and
- 798.8400, mpocdvoly

. wn-qmn

wish'to pmnm oral comments on‘this
d ruleto-EPA officials who art

: directly résponnblo for developing the
-;mlc and: sbul;i:pordng amlyses. EPA wij

ting wxll Aot 'bo held if
the public do riot mdma te

cy will supplement ! the recm
nal mfomnon asit ll
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A, Support: ng Documentation.

" The supporting documeat for this
- rulemaking consist of proposal and final
Phase [ test rules on hydroqmnone

8. Heferences

(1) Eastman Kodak Complny 1982, -
Protocols for a Voluntary Test Program on
Hydroquinone. Submitted to Staven
Newburg-Rinn. Chief. Test Rules
Developmaent Branch. June 15, 1983.

{2) USEPA. 1963. Latter to C.J. Terhaar,
Eastman Kodak. Office of Toxic Substance's
review of Kadak protocois for reproductive
effects and teratology temng. Septunbcr 14,
1983,

, 'I‘hc record is open for inspection frol'n
8a.n.to4p.m Monday through Friday.

except legal holidays, in Rm. E-107, 401
M Surest; SW, Wiashington, D. C M

VIIL Odur unhhry qummn
LA Exec..avo Order 12291 =

Undeés. Execuh.t:;:r Order 12201, EPA .

must judge w a reguhuon is

“Mijor” and therefore subject to-the
requirements of a Regulatory Impact

--Anal ysis,‘rhututmhunotmot -

" because it does’ not meet any of the

" criteria set forth in section i(b) of the -

-+ “Ordes. Thoeeonomctulymofthn

testing of hydroquinone is discussed in

‘the Phase L test rule’ appeasring
elsewhere i in ‘this. i issus olthcl’od-:l

8. ﬂegulawry I'Iaxzb:luy Act.

Undar the Regulatory Flmbxﬁfy Act, of hydl'otmnm are simln after dcmd

' (a ‘ sxsmﬂcant pmomuon)md

sUse 801 of seq., Pub. L. 98-354,

e September 19, 1980), EPA is'

" ~have a significant impact oni: :
- ‘subs "ﬁdnumbcofsmlﬂb ,' '
" for tha following reasons: :

that this rule. if pmnulgnud. wdl not

(1) There are not a significant nunbn ~administratios

- of small businessas manufa

manufacturing
. hyquumone.

(zlSmanproculcn'mnouxpocmdr'

to perform testing themselves, orto
participate in tha

| ftestingeffarta.” < oo

OMB control numbetm-maa

Commems on: theu reqmrcments sbould )

i

] ,‘ dosi

signe i  _ B
;m-mw pubhcanbn N. (Nn-n-n-a. :

be submitted to the Offica of -
Information and Ragulatory Affairs of
OMB. marked “Attention" Desk Officer . .
of EPA". The final rule package will:
respand to any OMB or public
comments on the information collectiun

© requirements,

hatofSub]octnm-loCFRPutIMmd
798

Testing, Envu'onmental protccﬂon.
Hazardous substances, Chemicals,
Record Keeping and Reporting

‘Requiremants.

-Dated: Downbc 20. 1968

g ).A. Moece, .
» Assistant Adaumsm:arfar Pum::dn and

Toxic Substances.

,‘ PART m—(mmen)

'I'hmfm it is proposed that 40 CFR
Chapter I.be amended as follows:

1..Part 798 is amended as follows:
,_a. The authority citation for Part 758

- 40 CFR Chapter L. contimm toread as’’

foﬂowo ,
Anﬁlultr 18 U.S.C. zm. 2811. 2!23.

b, Secﬁonmunddnd.toutd_- ’

as iollmn: :

§ 798.7¢50 fmu .
(a)Pumau. Thnqo studies are
dcugnnd

(1) Dctunim the biuvnhlnmy aﬂe
demd ‘of oral treatment.’:
-(2) Ascertain whether thc metabolites.

(33 l-'.umnn the eﬁm ofa mulhplc
nguncn ‘g:r tho mtabohm of

g i awmnu wit

AN ‘lffunb

1978.° Gmdehnes for the Carean Use
of Laburatory Animals.” .
(B} The.animais shall be housed in

: enwmnmcntauy controiled rooms with

10 to 15 air changes per hour. The ~ -3

~ shall be maintained at temperaty

252 °C and humidity of 50*-10

with a:12 hous light/dark cycle!

The rats shall be keptina quara. .

facility for at least 7 days prior to use.
(C) During the acclimatization penod.

the rats shall be housed in

polycarbonate cages on hardwood chxp

bedding. All animals shail be provided -

~ with certified feed and tap watemd

libitum, .

(iv) Number ofa:uma!:. There shaﬂ be
at least four snimais of each sex in each
cxpmcnul group.

- (2} Administration of Hydraqumone—

- (i) Test Compound, Hydroquinone of at
.. lenst 99 percent purity, commercially
-available, should be used as the est

sublunu, Since both nonradicactive
and rudio«:tivo ("C-umfomly—ltbelled)
h are to be used. they

. should be ‘chromatographed. apmtel} )

and. toguhu ‘to-ascertain purity and
abelled

ndcnnty The use of 1C-labeile s
and sensitivity of the quantitative: -
assays and facilitate the idlauﬂation
-of mctlboutn.
i) oy andmzmmt. {A) Two
0884 § be used in the study, a * o™
_doseat hx'gh" dose. When ...

Jtu'l)mtlbh ta-the test subntmce.
the samae "high”* and “low”

d-qﬁu 1o dillver
Thn bnr.h of 1.!;0

' ) 'tll ?oup shail -
t four (4) rats of each sex

#ight (8) rats..

the low: dou of

bo. adm.nma:ed orany and -

- (A) Oral tudies. (1) Group A shall be
e daud oncs per o8 wit .
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Hyqumnone 2 Gmup B shall bc
dosed one per ce with the high dose of
hydroquinone. For the oral studies, the
rats shall be placed in individual
mietabolic cages to facilitate collection -
of urine and feces at 8. 24, 48, 72, 96
- hours followmg administration. The
cages.shall be cleaned at each time
period to collect any metabolites that
* rmight'adhere-to the metabolic ca;

(B) Dermal Studies. (1) Group C shall

. be dosed once dermally with thc low

dose of hydroquinone.

(2) Group D shail be dosed ¢ once
dermaily with the high'dose of
- hydroquinone. (/) for the dermal stud:u.
the hydroquinone is to be applied for 24
hours. Immediately aﬂtr apphcauon. o
each snimal shall be placed in e
ssparate metabolic cagc for excreta

collection. At the time of temoval ofithe

aluminum foil, the occluded area'is to be
washed. with an appropnate solvent
(see below), to remove any

surface. At the termination of the

experiments. sach'animal is to be

sacrificed and the exposed skin mn
ed. Thl skm (orand

acts as'a reservoir. for hyquumoiu or: - app

s metabolites. o
{if) Before initistion of. the di

' studiu.annniualmhingeﬁum =
* - experiment. l_hlll be conducted R
: e of the applied hydroqmndnc Sy

, thnexposed ski

_compoupdp unxao ﬂlﬂld ntu :

./ dosein thc repea
" hydroquinone:that may be on the. skin

shlll be determmed at exght hours. 24
hours, 48 hours, 72 hours and 96 hours

-after dosing. and if necessary, daily

thereafter until at least 90-percent of the .

“applied dose has been excreted or until

seven days after dosing (whichever
occurs first). Four animals (two.of esch
sex) shail be used for these analyaes. .
(ii) Biotransformation ofter Oral and.:
Dermal Dosing. Appropriate’ qualitative
and quantitative methods.shall be used

. to assay hydroquinone and metabolites -
~ in the urine and fecal specimens . -
' collcctcd&omntGmmAthroughD )

(iii)'Changes in Biotransformation.

Appropriate qualitative and quanﬁuﬁv'o :

assay methodology shail be used to
compare the compoasition of *C-labelled

[d) Data and Raportmg—(l)
Tregtment of - Rasul . D
’ parized i 1 tabulai

“c)t L2

tad dou study (Gmup i

; ‘effects teshng shnﬂ be conducted

- PART 799—{AMENDED]

2. Part 799.is amended as follo\vs.
a. The authority cmtion commues %
read as follows:

Authority: 13 US.C. 2803, 2811, 2628,
- b. By amending §799.2200 by adding

. paragraphs (c)(1)(ii). (iii). (2)(ii). (ii). -

(3)(3i). (iii), (4)(ii). and (iii) to read as
follows; . -

§m.mo_mam

(1) . o @ ’ -
_(ii) Test standards. The toxxcokme'lc

. tuﬂng shall be conducted in accordam
mth § 796.7850.

ﬂmmngmqmmmenu (A) The
etic tests shall be.completed
resum submme_d to the

tstandard The reproducnve




' ‘testing of hydroquinone. consi

;. (iil} Reporting requ:rements. (A) The

. Agenc
te.

according ‘o the protocol entitled
“Protocol for a Two-Ceneration -

‘Reproduction Study in the Rat~

submitted to the EPA on June 15, 1983. A
copy of this study pian is located in the
public record for this rule (docket no.

(e and is available for

inspection in the OPTS Reading Rm.. E~

107, 401 M St. SW., Washington, D.C..
20460, from 8 a.m. t0 4 p.m.. Monday’

‘through Priddy, excapt legal hoiidays.
excapt legal

This study plan is hereby incorporated
by reference. This incorporation by -

reférence was approved by the Director

of the Federal Register on (date]. Those

- materials are incorparated as they exist

on the date of the approvai and a notics
of any change in these materials will.be
nuhlii)-ha;diﬁ the Federal Register. e
= (i pnrting requiremencs. (A) The
wo-e rition reproductive effects -

" toxicity tnst shail bd'coﬁﬁlqgéd and final

resuits sutmitted to the Agen within "
29 moathiaf the effective date of the

v" finai tesy ruje.

{B) Interim progress reports shall be -
provided quarteriy beginning with the

start of the reproductive effects testing <
‘and enuing with the submission of the -
. Finaj Test Raport.

UM ]
(i) Tese szandard. The neurotoxicity

with § 798.6050 ar

tasts shall be compieted
ts submitted to the .

ol

and

Tty e
5#‘!@'!3@%96»?7

the Office of Management

. onsiating of &
Wmmm@':‘b‘mud P

one year of the effective =
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