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TOXICOLOGY BRANCH
DATA REVIEW

Study Type: Acute Oral Toxicity in rats

Accession Number: 250071 (¢ 1)

MRID Number:

Sponsor: DuPont
Corntracting Lab: Haskell Lab. report No. 136-83

Date: 4-11-83

Test Material: 2—[4—(6-chloroquinoxalin—2—yloxy)-phénoxy]-,ethyl
ester. EC formulation (10.5%) DPX-Y6202-7. :

Protocol:

Five males and 5 females were each given ore oral dose, 5000
mg/kg.

Results:’

“Clirnical signs included: tremors, fasciculations, saliva~’
tion, ataxia, staired race, stained and/or wvet perineal area,
diarrhea, alopecia, prostration, moribundity and weigh* loss.

b1

Death occurred in ! male rat within 1 day after dosi.g."

"Gross pathology revealed large livers in 4/4 of surviving
male arnd 4/5 female rats; and lungs which were moist, failed to
collapse, and contaired dull red mottling in a single male rat."
Conclusiq&:

LD50 males: > 5000 mg/hg © Category 1V
LD50 females: > 5000mg/kg

Core Classification:

Guideline,.



TOXICOLOGY BRANCH DATA REVIEW 0045.:

Study Type: Acute dermal toxicity in rabbits

Accession Number: 250071 (C 2)

MRID Number:

Sponsor: Du Pont

Contracting Lab: Hazleton Lab. Project No. 201-590

Date: 3-28-83

Test Material: 2-[4-(6-chloroquinoxalin-2-yloxy)-phenoxyl-, .
ethyl ter. EC formulation (10.5%) DPX-Y6202-7.

Protocol:

Groups and dosages were as follows.

No. of Animals . ’ Application Level
Males Females _ mg/kg

) 5 ‘ 2000

5. 5 5000

The test material was applied to clipped and abraded skin,
covered with a non-absorbent binder and allowed to remain in
contact for 24 hours., The excess was. then wiped off.

. -
Results: :
The only death was that of one male. of the 5000 mg/kg dosage level.

} - \
Clipical signs consisted of depression ‘and anorexia in some
but' not all animals. A cyanotic appgérance was seen in 2
males of the 5000 mg/kg groups. One:8f the two died.

No visceral pathology was noted in either group.

Considerable skin damage was reported. ‘' In addition to edema
and erythema, skin thickening, necrosis; sloughing, raw areas,
eschar, and (in the 5000 mg/kg group) black discoloration
were seen. .
Conclusion:

Acute dermal toxicity category: III

Categorization for skin damage has been evaluated from a .
dermal irritation test. . )

Core Classification: Minimum for Category III .
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v TOXICOLOGY BRANCH DATA REVICW

study Type: Acute inhalation toxicity in rats

Accession Number: 250071 (C 3)

MRID Number:

Sponsor: Du Font
Contracting'nab: Haskell Lab. Report No. 156-&3

Date: 4-25-83

Test Material: 2-(4—(G-Chlo:bquinoxalin-2-ylbxy)-phenoxy]-,
ethyl ester, EC formulation (10.5%) DPX-Y6202-7.

Groups of rats were exposed to atmospheres containing DPX-Y6202-7
or the solvent for single, 4-hour periods. Only noses. were
exposed. Also a control group was exposed to air only. Gross
pathology was performed on rats dying during exposure (up to

3 per sex per group) and on 3 rats per sex per group which
survived 14 days post exposure.

Group sizes and dosages are shown in table below with results.

Results:
DPX-¥6202-7 : T
Fractional Mortality

Concentration (mg/L) (4Deaths/#Expcsed)

Mean 5.D.° Range N Males Females
5.3¥ + 0.38 4,9 - 5.8 0/10 0/10

11* . 0.9 9.4 - 12 " 1/10 1/10

12+ 1.0 11 -~ 14 0/10 1/10

23* 1.8 20 - 25 7/10 8/10

36* 2.3 32 - 38 10/10 10/10

Solvent for INY-6202-7:

E Fractional Mortality
Concentration (mg/L) _ (#Deaths/#Exposed)

Mean S.D. Range Males Females
11+ 0.99 9.1 - 12 0/10 0/10
21+ 1.0 15 =~ 33 0/10 0/10

+ Gas chromatographic analytical method
* Gravimetric analytical method . .

Gravimetric and chromatographic analytical methods agreed
within 20%. The method on which reported concentration is 4
.based is annotated below: . : I ) ool
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All deaths occurred during exposure except of one rat at 36 mg/l.

"clinical signs for rats exposed to DPX~-Y6202-7 incluue
milky nasal discharge, clear oral discharge, labored brzath-
ing, gasping, no response to sound, staggering, lethargic or
no movement, and impaired righting reflex during exposures.
During the recovery period, rats exhibited dose-dependent
slight to severe weight loss lasting 1-2 days post-exposure,

Clinical signs for rats exposed to the solvent for DPX-
¥Y6202-7 alone include clear nasal and oral discharge, no
respor.se to sound, slow shallow breathing, decreased muscle
tone and no movement during exposures. During the recovery
peciod, rats exhibited dose- dependent slight to severe weight
loss lasting 1 day- post exposure.,

Pathologlcal examlnatlon revea‘ed a slight to mild
increase in the number of mitotic figures in the liver in all
exposed rats (DPX-Y6202~7 and the solvent alone). No dose-
response in the inciderice of the lesion was observed."”

"Rats exposed to 23 and 36 mg/L which &ied during expo-
sures exhibited distension of hepatic sinusoids, pulmonary
congestion and pulmonary interstitial edema. These changes
are associated with circulatory collapse," and may not be a
direct result of compound toxicity.

Conclusions:

LC50 for males: 20 (17-25) mg/1 Category III
LC50 for females: 18 (15-23) mg/l

Srme<téxic effects are apparently caused'by~solvent.

\

Core Cla551f1cat10n

Gu1del1ne
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throughout the study in some animals."

TOXICOLOGY BRANCH . 004589
DATA REVIEW

Study Type: Eye irritation in rabbits

Accession Number: 250071 (c4)

MRID Number:

Sponsor: DuPont

Contracting Lab: Haskell Lab report no. HLO 117-83
Date: April 11, 1983 : e

Test Material: 3?{4-(6-ch1croquinoxalin-2—yloxy)-phgnoxy]-,
ethyl ester. E.C. formulation (10.5%) DPX-Y6202-7.

Protocol:

EPA's proPoéed guidelines of 8-22-78 were followed.
Results: .

The test material "produced slight to severe corneal
opacj ty which was irreversible in three.unwashed and one washed
eye. Iritis occurfed ir all unwashed eyes ard none of the
washed eyes. Mild .to severe conjunctival irritation.occurred
in 2l1 animals and mild to moderate irritation persisted

Conclusion:

Severe corneal opacity. Category I .

Core classificatiéﬁ% i

Guideline e _ .

DCR-106631W.T, Edwards: Tox-32:557-1511:CH#2: Rm824: efs:8/2/83
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TOXICOLOGY BRANCH DATA REVIEW

004589

Study Type: Primary dermal irritation in rabbits

Acc:ssion Number: 250071 (C 5)

MRID Number:

Sponsor: Du Pont
Contracting Lab: Haskell Lab., report no. HLO 130-83

Date: 4-14-83

Test Material: 2-[4-(6-chloroquinoxalin-2-yloxy)-phenoxy’-,
ethyl ester. EC formulation (10.5%) DPX~-¥6202-7. °

Protocol:’

Six male rabbits were used, After clipping dorsal areas,
0.5 ml portions were applied to abraded and to intact skin of
each animal. Material was covered. with gauze and rubber dam-
ming. Material was wiped off after 24 hours. Dermal responses
were observed after hours 24, 48, and 72 and after days 4, 7,
and 14 from application. No necropsy was performed.

Results:

At 72 hours, ‘in addition to erythema and edema, which
reportedly resulted in a Draize score of 2.59, thickening of
skins were seen in all animals. Necrosis and/or sloughing
later also develcped in the other animals.

The following table shows the occurrence ci effects
other -than erythema and edema.

%

'  Animal  Exposure B Other Dermal Effects .
Number Site 24 Hours:: 48 Hours 72 Hours Dav .4 Day 7 Day 14
E32588 A/l - ST NT N NL S

- A2 - N NT N SL ="
1/1 ‘o ST NT N sL -
1/2 - T T ‘N N S
E32589 A1 - .. T~ T T, & -
A/2 - T - T T N -
. 11 - T T T S -
: 1/2 - T T T S, -



: -2- 004589 e
Animal Exposure Other Dermal Effects
Number Site 53 Hours 48 Hours 12 Hours Day 4 Day 7 Day 14
E32590 21 - T T N N S el
' p/2 - T T N N - St
171 - T T N N =
1/2 - T T N N -
E32591 a/1 - T T T N S .
a2 - T T T N -
' 1/1 - T T T TS S '.
172 - T T T N S
E32592 %! - T T T N -
A/2 - T NT - NI N S
o - T T N N -
1/2 - T NT NT N -
E32593 A/l - T T N - NP .S '
a/2 - T T T NF - '
1/1 - T T T TF S 4
1/2 - T T N NF S [
A = Abraded B = Blanching 's = Epidermal Scaling i
1 = Intact f = Fissuring - L = Sloughing
T = Thickening N = Necrosis - = = No Effect
Conclusions:
Primarg dermal irritation Category I is appropriate for this ;"
product. - N » N ;if'?
Coré‘classification: Guideline : L
. - &
.
.
: \
8
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Evaluation:

TOXICOLOGY BRANCH
DATA REVIEW

Study Type: -  Unscheduled DNA Synthesis in rat hepatocytes
in vitro.

Accession Number: 250071 (C6)

MRID Number:
Sponsor: DuPont

Contracting Lab: Haskell Laboratory Report No. 140-83

Date: 4-15-83

Test Material: 2-4[4-6- chloroquihoxalin 2-yloxy)- phenoxy]
' éthyl ester, DPX-Y6202-6, techrical.-

Protocol: s

Rat hepatocytes were used to perform two trials in an
unscheduled DNA synthesis study. Concentrations ranged from

"1 x 10™3mM to 6.0 mM. - The higher limit was the limit of

solubility in solvent, acetone.

Results.

No increase in neéwérain count over solvent at any conéen—
tration. Posxt1g§qpontrol, DMBA_gavewpos;tlve results.
Conclusion

Negative

Acceptable’

004589
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TOXICOLOGY BRANCH
DATA REVIEW

Study Type: Micronucleus Test in CD-1 mice.

Accession Number: 250071(C7)

MRID Number:

Sponsor: Du Pont

Contracting Lab: Nissan chemical Industries, Ltd.
Date: 12-1-81

Test Material: 2-[4-(6—chlor0quinoxa1in—2—yloxy)-phénoxy]-,.
ethyl ester (99.1%), DPX-Y6202, NC 302 N

Protocol:

Each of 8 animals per group were given orally 0, 300, 600, or
1200 mg/kg in‘corn oil (2 doses 24 hours apart) or as a

positive control, 3 mg/kg Mitomycin-C, i.p. {(one dose). Six
hours after last dose, DPX-Y6202 treated animals were killed
and frequency of polychromatic and normochromatic erythrocytes
with micronuclei determined in samples of bone marrow. Positive
controls were killed 24 hours after dosing.

Results:
DPX-Y6202 tresbed animals:- Negative results. - -
Positive controls:'posifive
Comﬂents: |

:

(i) No clinical effects mentioned, hence, presumed “insufficient
dosage.' - LA -

(ii) Only one-‘sampling time (6 hrs.) included for DPX-Y5202
treated animals. [If compound had effect of delaying
maturation of treated progenator cells in marrow, an
effect woulda't be seen until release from delay (say
at'24 hrs. after dosing, the time used in the mitomycin-C
group)}l. - : ‘

Evaluation:

Unacceptable.;‘




TOXICOLOGY BRANCH
DATA REVIEW 0045&¢

Study Tyoe: Chromosome aberrations in CHO cells i itro

Accession thber: 250071 (C 8)
MRID Number:
Sponsor: Du Pont

Contracting Lab: Nissan Chem. Ind. Ltd.

Date: Febuary 1983

Test Material: 2—[4—(6—chloroquinoxalin-2-yloxy)—phenoky]
ethyl ester, (99.1%), DPX-Y6202, NC 302

Protocol: - C s

Activity of chromosomal aberrations in Chinese hamster cell
live with and without rat 1ivetr microsome fraction-{S-9, from
Arclor 1254 stimulated microseﬁes).WrConcentrationsﬂwere‘from
125 to 1000 ug/ml for non-activation assay and 31,3 to 500
ng/ml for activation assaye. Treatment times were 24 and 48
hours for non-activation and 24 hours for activation-assay.
DMN was postive control substance. : :

Results: s e e e

wpreatment of the cells with NC302 at any concentration with
ot without S-9 Mix-did-not result .in chromosomal aberrations.
Cytotouicity was observed in the cells treated with NC302 at
500 ug/ i in the presence of S-9 Mix." Results for positive
conprol were positive. .
Coriclusions:

Negative for chromasome aberraticnt

-y

Evaluation: s o el

Acceptable Fe Tt v

Zmpiied

 mr— -t




TOXICOLOGY BRANCH DATA REVIEW 004589

Study Type: Mutagenicity testing in microbial systems

Accessioh Number: 250071 (9)
MRID Number:
Sronsor: DuPont

Contracting Lab: Nissan Chem Ind., Ltd.

’

Date:

Test Material: 2~[4-(6-chloroguinoxalin-2-yloxy)-phenoxyl-,
ethyl ester (99.1%). DPX-Y6202, NC 302,

1, Recomblnant assays (spot tests) were made using
—~m. Bacillus subtillis M45 and H1l7 strains -to assegs DNA damaging - -
',capablllty.. Concentrations. were. from 20 throsg% 2000 -ug/disk.’ -==ez-
Mitomycin~C was positive control substance. i

2. Reversion assays in E. coli WP-7 and S. typhimurium
TA1535, TA1537, TAl1538, TA98, and TAl00 strains (Ames tests)
with and without S$-9 activation were done. Concentrations
were from 10 through 2500 ug/plate. Negatlve cont‘ol was DMSO.
“~ The following positive control§ wete uséd.” '
T 7 WP2hcr- AF-2(0,04 ug/plate) ot - e
TA1535 =propiolactone (5 ug/plate) ) ' -
TA1537 9-aminoacridine (200 ug/plate)
TA1538 2-nitrofluorene (5 ug/plate) . :
{TA98 AF02 (0,02 ug/plate) L = . 3
,TA100 AF-2 (0.01 ug/plate) Tt

T Results: S T - ST '?.‘:s '@%@

- a:—.’r‘gz -
L. . 1. Recomblnant assay tests were negatlveao
control was p051t1ve, L et

3 2, " All reversion assay’ plate tests. (1nclualng pme— S Q
. incubation tests) were negative wlth and w1thout S -9 act1vat1on.

emal

N Conc1u51on : _;a; o

o1

Neither DNA damaglng capablllty or geneticactivity were
-demonstrahed in any of thz 1n v1tro assays condutted

LS T i

vk veas & - p—

Tﬁ?Evaluatlon- ; AV ST s f. DR LIE

Acceptable

2 sered - .. . . -

[P PP
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TOXICOLOGY BRANCH DATA REVIEW 004589

StudlexQe: Teratology
Accession No.: 250071(c 10)

MRID No.:

Sgon50t° DuPont

Contractlrg Lab: Nissan Experimental Medical Research Inst., Ltd..

Date: January, 10, 1983

_Test Material: Ethyl 2-[4-(6- chloro-z—qu1noxalyloxy)phenoxyl]
_proplonate (99.1%), NC 302, DPX-Y6202.

Protocol: Pregnant rats were allocaged at rardom to ‘the follow1ng
experlmental groups. : L e .

-~

Experimental Substance .Dbsage Amount of . .

groups - Administered suspernsion|’ No. of cases
containing|Laparotomized|Nursing
dosage subgroup subgroup

_1(mg/kg)

Control [ 0.5% CMC 2mg/kg (" 2 21 dams .. . .|.14 dams

,group , . ‘ - HE :

Positive Vitamin- A |600C00 .2 20 dams .. X

-control . - 1U/kg S S :

group S - - | ‘

'Small- - 'NC-302 ' 3&3; 2 21 dams . {13 dams

dosage mg/kg | R

group -~ | - SRR

Medium- - |  NC-302 100+ | 2 22 dams . | 13 dams

dosage . : : mg/kg|- - ; S :

group

‘Large- - - NC-302 - | 300 2 24 dams | 14 dams

dosage - . |- - < - .- mg/kgl - R - .l .

group g S




0045¢9

All doses were adjusted to 2 ml/kg with the solvent, 0.5% CMC:
» Dosing was by gavage on days .6 through 15 of.gestation.A_

Laparotomized subgroup was killed on day 21 The
nursing subgroup was maintained three additional weeks.
Four days after birth four young of each litter were selected
at random to remain alive 8 weeks.,

Reshlts

fhere were no deaths, abortions or remarkable signs
observed for DPY-Y¥6202 treated rats.

-

In rats given 300 mg/kg, gain in body weight was inhibited,
v food consumption decreased, and liver weight increased during’
o the period'éf‘prégnahcy. AGair: in«body ‘weights was also e
b - jnhibited in the 100 mg/kg group. - ‘ R

Also.in_the 300 group there was..a statistical increase . .
in occurrence of skeletal variation (mostly fourteenth rib B
variety). :
23 The average number of corpora lutea per litter decreased
2 in the 100 mg/kg group ard the rate of. implantation increased
in the 100 and 300 mg/Kg groups.

Body weights and food consumption of the>young (F1) of the
300 mg/kg nursing, group were decreased but no abnormality was
found in-frequency of l4th-rib variation. " o

_No decrease in reproductive soility » . cemonstrated.

No differences were fourd .in the yourg (F1) using
functiony»open-field, or learning. tests. : v _

Conclusidgnsi -

No £éréta‘w§re_seen in raté,'fMagefnal NOEL: 30 mg/kg/éay;
10 days=(6=15 of gestation). : Maternal LEL: 100 L

.- Core classification:
: Minimum- for terétology.-.Supplementary as a reproduction
- o study. - [P P e L ] .

s R

ST TRUME L]
T .14
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TOXICOLOGY BRANCH DATA REVIEW

Studz ngeﬁ " 90-Day Feeding Study in Rats

Accession No.: 250072

MRID No.:
Sponsor: DuPont

Contracting 'Lab: °Nissan Chem. Ind. Ltd.

Date: January, 25, 1982

Test Mater1al.' 2-~[4-(6- chloroqu1noxa11n 2—yloxy)-
phencoxyl]l-y ethyl ester =" R

DPX-Y6202, NC302 o P

:

Protocol:’ ., There were 4 “Freatment’ groups (including one untreated

control), each consisting of 20 males and 20 females. The rats
were. randomly allocated by computer program to the 4 h
treatment groups as follows:

Treatment level Rat Nos.
.Group - (NC-302 ppm) -. . . Male ... . .. . -. .Female
1 0 {Control) - 1-15(16-20) - 81-95-(96-100)
2 . 40 - : : ~- - 21=35{36-40). .101-110, 116~-120,(111-115)
3 128 0 . L. L 41-55(56-60) - 121-¥25{136-140)
3 1280 61~ T5{T0=-500 , 141-155(156- 160)

Bat Nos: -in parentheses were maintained on a 6-week. recpvery

_ phase follow1rg the termlnatlon of treatment.. .

Treatmert dlet was admlnlstered for 13 weeks, then 15 of
the 20 rats per groups were killed and examined: 5% of each .
group were ‘allowed a recevery per1od of 6 weeks before belng
killed. . ; : M

ReSultsé‘ 

Liver weight increases (compared to controls) were found in
the 1280 ppm dosage group ‘and to a lesser extent in the 128
level but-not at the 40 ppm leével.” Miéroscopically seen .were -
slight to minimal centrolobular and/or midzonal enlargement:
These charges appeared to.be reversible. During the recovery.
period the‘ratio of anlmals with liver lesions was_reduced taq.
3 of 5 instead of 14 of 15 fourd at end of treatment. )



: . 004589

Kidney-weights were increased irn females at the 1280 and
128 ppm levels but not at 40 ppm.

, Testes decreased significantly in 13 of 15 males at the
1280 ppm level and to a lesser extent at the 128 level.
Decreased testicular weight was still found after the recovery
period (P<0.01 for high dosage).

Testicular atrophy and suppression of spermatoéoa were
also found after the recovery perlod in 3 of 5 males in the
highest dosage group. -

Decreases in pituitary weight for all treated females
were considered "marginal" but were significant. No
morphological changes were reported. Pituitary weight
differences were dose-related at all levels including the 40
'ppm level.

Ccnclu51ons:
A‘ne4obsefved effectflevel was not aemenstrated.

Pituitary effects in females were seen at all treatment
levels. Testicular effects, ircluding atrophy, persisted”
beyond™ the recovery period and may be accumulative.

Core classification:

Supplemeﬁtal{

ISZerﬂﬁl&s ;:

4
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TOXICOLOGY BRANCH DATA REVIEW

Study nge: "Skin sensitization in guinea. pigs . B

Accession Number: 250554

MRID Number:

Sponsor: DuPont. Haskell Lab No. HLO 182-83

Contracting Lab: Hazleton Labs Project No. 201-591

Date: 5/20/83 .

Test Matg;ial: 2—[4—(6—chloroquinoxa1in—2-yloxy)—phenoxy]-

"ethyl ester. EC formulation (10.5%) DPX-Y6202-7 ~
Protocol:. N , - ;
48 hours, after 10 guinea pigs had been used for a dermal Lo
irritation study, they were sensitized by i.d..injection of" °
0.1 ml of DPX-Y6202-7 (the 10.5% formulation) in the back of
each, once a.week for 4 injections. S : AR

Thirteen days after the last injection 0.05 ml of undiluted
test material and 0.05 ml of 10% test material in saline were
applied to.separate test.sites on the backs of each sensitized
guinea pig. Ten unsensitized control animals were challenged
in the same way. -Responses to challenge were. compared. -

ter -

Results:-
One apimal died after‘an injection. -
Draize scores resulting Erom challenge are attachegd. e

Conclusions:

The followihg'inadequacies were founds - ’ o
1. de positive control'informatign’wés‘presented;::
2. éex of animals was not indicated.
3. 'iﬂduction exposure appears to have been inadequaté‘ﬁecause;
Ja;. Induction dosage did not~éauselirritatibn in all
animals although the test substance is irritating.
. b. "indwction'ékposure”ﬁas'by7i.d..injectioﬁ;'only?f'
once a week for 4 weeks.




2

0045¢

\G

c. Results were considéred negative by Haskell Lab.,
although scores resulting from challenge do show
irrictation in more animals of the sensitized

" group than of the quensitized control group.

Core Classification: Supplementaf .y

+




201-59
Table 4
Individual Dermal Irritation Scores
Prxmary Irrltatlon and Sensitization Study in Guinea Plgs
INY 6202-7 (14,809)
Challenge Phase
Test Animals-
Dose Observations
Animal . Site Level 24 Hours 48 Hours
Number Number (%) Erythema Edema Erythema Edema
H04264 1 10 0 0 0 0
2 . 100 1 0 1 0
H04265 1 10. . ..- O 0 0 0
2 100 1 1 1 0]
H04266 1 10 "¢ 1 0 0 0
‘ 2 100 1 -1 1 0
H04267 1 10°° 0 0 0 0
2 100 1 0 1 0
H04269 1 10 1 0 -0 0
2 100 1 1. 1 0
" H04270- 1 10- 0 - 0 0 0
2 100ﬂ” 1 1 0 0
H04271 1 10 0 0 0 0
2 100° 1 0 0 0
H04272 1 10 - 0 0 0 ‘0
! -2 100 - 1 1 1 0
H04273. "1 1000 0 0
2 10098 1 0
DALY 9/

1

004589

EN




201-591 O0C45&¢
Table 4 - Cohtinﬁéd o

Individual Dermal Irritation Scores
Primary Irritation and Sensitization Study in Guinea Pigs
: INY 6202-7 (14,8097
Challenge Phase
Control Animals

Dose  _ Observations
Animal - . Site Level 24 Hours - 48 Hours B
Number Number (%) Erythema Edema Erythema Edema '
H04294 1 10 0 "0 0 0
2 100 1 1 0 0
H04295 1 10 .0. 0. 0 . 0
2 100 1 <AL 0 0
H04296 1 10 0 0 0 0
2 100 1 0 0 0 -
H04297 1 10 0 o 0 0
2 100 1 0 1 0
H04298 1 10 0 0 0 0
2 100 1 0 0 0
H04299 B 10 0 “ 0 0 0
2 100 1 0 0 0
 H04300 1 10 0 T e g
2 100 1 -0 1 y]
H04301 1 10 0 o 0. 0
! 2 100 1 -0 0 0
H4302 110 0 Lo 0 0
| - w0 1 R 1 0
H4303 i 107 0 e 0 0
‘ 2 100 .1 s 0 0
s 10/10 72710 3/10 0/10
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D(’ . TOXICOLOGY BRANCH DATA REVIEW : 00458y

Stddz Type: ‘six-months feeding study in dogs.

Accession No.: 250553, replacement for 250074

MRID NoO.:
Sponsor: DuPont

Contracting Lab: ‘Nissan Chem. Ind. Ltd.

pate: April 28, 1983

Test Material: 2-[4-{6-Chloroquinoxalin~2-yloxy)-phenoxyl]-,
ethyl ester (99.1%).:

DPX~-¥6202, NC302. - - : e
Protocol:

The following table -indicates the dééign of this sik-months
feeding study in 5 months old dngs.

Group of No. of Animals Animal No.
administra=- -used . :
tion
Male Fen.ale Male ‘Female -
0 ppm 6 | 6 1191-1106 2101-2106
25ppn | . 6 e 1201-1206 2201-2206
100 ppm | 6 | s  1301-1306 2301-2306
400 ppm . 6 .| -8 1401-1406 | .:2401-2406.
Total




004589

Results: - - °
No dogs died during the feeding. 2

Interstiti: pneumonia was present in every animal..
Ovaries and uter:i tended to decrease in absolute weight and
in relative organ to body weights of females in the 100 ppm
group. The same values increased at the 400 ppm level as
shown in the following table.

Absolute Control 25 ppm 100 ppm 400 ppm
uterus weights 4.50 + 2.85 6.73 + 2.46 2.67 * 0.27 13.16 *+ 3.93
Percent of

" body weights 0.06 + 0.02 0.06 + 0.02 "~ 0.03 + 0.02- 0.10 + 0.03

The incidence of corpora lutea (shown below) correlates with B
uterus weights. !

-0 25 ppm ‘100 ppm 400 ppm R

Corpora lutea 5-1 0i 0 0i
. 0i 4-0 0 2-2 .
04 2-4  5-6 5-3 i
3-3 0 0 3-2
0i 3-3 0 3-6
2-2 0 0 2-4
Total 16 16 11 32

The incidence 6f'corpora lutea is shown separately for
each 2w v, »

- " .:3dicates immature ovaries ard no corpora lutea.

_ resticular atrophy was seen in—2- of 6 males in th> 100
ppm group and testicular infection in another of the same group.
Conclusions: . L . _ . } .
LEL 100PPpm

Core classification: .

Guideline.

. DCR-10638 :W. ThomasEdwards: TOX-27: Rm824 : CH-2:557-1511:7/29/83:efs . .
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TOXICOLOGY BRANCH DATA REVIEW

Study Type: - 90-Day Feeding Study in Mice

Accessidn No.: 250073

MRID No.:

Sponsor: DuPont
Contracting 'Lab: Nissan Chem. Ind. Ltd.

Date: June 24, 1982

Test Material: 2~[4-(6~chloroquinoxalin-2-yloxy)-

phenoxyl]-, ethyl ester
DPX-Y6202, NC302 wwn. . * I . e
Protocol:

- Dosages-of mice were as follows:

004589

Dietary Level

Group No. of Animals
’ Male Female

1l (Control) 20 20

2 (Low-) ... 20 20

3 (Mid-) 20 20

4 (High-) ... 30 30

ppm

0
100
316

1000

All mice were kllled after 13 weeks except that 10 males
and 10 females of group 4 were fed rormal rat1ons for 4 more

weeks) a recovery perlod.
H
Results:

groups.

PR

\

There was no{sign1f1cant dlfference in surv1val between

Swoller abdomens were. observed dur;ng the d051ng period

but not after the recovery period.

Slgnlflcant organ welght to body weight differences
were seen in all treated mice. These included ratios for
livers of males and> females, adrenals in males in the mid
and high-dose- groups. Changes in lestes were not dose related.
Incidzances<of liver dlscoloratlor were seen in all treated
yroups and appeared to be dose related.  Discoloration was

1evers’ble.
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- Compound-related lesions were observed in the liver of.
both sexes, adrenal gland of male.mice, and ovaries of female
mice, Liver changas were seen at all dose levels. The liver
changes were. diffuse hepatocytic hypertrophy,’hyperplasia,
degeneration/necrosis of individual hepatocytes, bile duct
hyperplasia and green-brown pigment. The diffuse hepatocytic
hypertrophy/hyperplasia was reversitle in recovery animals
while bile duct hyperplasia and green-brown pigment was still
evident. Degeneration/necrosis of individual hepatocytes
was observed in five of nine recovery male mice. Diffuse
cortical cell hypertrophy was increased in 1nc1dence in the
adrenal gldnd of high-dose male mice.

Increased numbers of corpora lutea appeared to be dose
related (18/19 ir high dosage level female group). At the
end of the recovery period 6/9 females still had increased
numbers of corpora lutea but change was less severe.
Conclusions: . . .. . - .. .. e

Liver changes were seen at all dosage levels. Increased
corpora lutea appeared to be dose related and some excess
persisted through the recovery period,:

A no-observed-effect level was not determined.

core classification:

SUpplemental Jw4;;[
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