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MEMORANDUM
m™0: Richard Mountfort, Product Manager #23
Registration Division (TS-76T)
FROM Roger Gardner. Toxicologist
E Toxicology Branch
Hazard Evaluation Divisicn (TS-TEQ) ’ 'l|~9}

‘Review Section 6
Toxicology Branch /
Hazard Evaluation Division (Ts- 769) ?//2 d¢

ERU: Jane Earris, Ph. D., Headﬁ?f , ;,/V/(L.

SUBJECT: Experimental Use Permit (EPA Reg. Yo. 352-EUP-RGN)
and Temporary Tolerances for Residues of DPX-L5300
in/on Wheat and Barley grain (0.05 ppm) anéd straw
(0.1 ppm): Petition No. 5G63296. Tox. Chenm. Ho.
k19s. Tox. Proj. Nos. LOT and L40OE8).

1. Experimental Use Permit for DPX-L5300 Eerbicide® (77
Dry Flowable) on wheat and bvarley.

2. Tolerznce as described above (Petition ¥o. 5G3203)

3. PReview of reports listed in Section IV. below.

Recomnendations and Conclusions

1. Crn the ba51s
2. througx. 8.
are supported.

available toxicological data:(see points:

of
telow) the proposed temporary tolerances

2a,  Techrical grade DPX-L5300 is classified into Texicity
Category I1I for acute inhalation and dermal texicity and
Category IV for acute oral toxiciiy.

a on the T5%

2b. Available irritation and sensitization dat
LT formulaztion (see toint 3. below), ari the relatively
small =1c;nts of DPYX-L530C tc te used (s=2e Sectior I. A. -
below)} sugzesi that irritaticn and sensizization hazards 1
are nct likely when conditions and precz:itions recommended 1F\,L
on the ladel are followed. l
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Therefore.'addifional testing on primary eye and'skin
irritation and dermal sensitization studies are not
needed to support the proposed Experimental Use Permit.

The T5% DF formn‘ation is claa51f1ed into Toxlc;ty Category

IIT with respect to. acute oral and dermal toxicity. No
acute inhalation toxicity study is needed because <0. 5%

of the granules are less than 105 um in diameter and are-
not respirable. The formulation is a moderate eye irritant
(Toxicity Category III), causes no skin *rrltation or

~ skin senSLtlzatlon.

Toxic effects observed in a 90-day rat feeding sﬁudyA(h)
included decreases in food consumption, body weight gain,

food efficiency, absolute weights for the heart, brain,

liver, and kidneys. Relative organ weights for the

_heart, liver, kidneys, testes. and spleen were. increased

because of the decreased body weights observed. Serum
glucose, globulin, and cholesterol concentrations were also
decreased, tut there were no treatment-related histcpatho-
logical effects. The LOEL is 1750 ppm, and the NOEL is

100 ppm. ' .

The NOEL is probably >2500 ppm: (highést dose tested) in
dogs based on results from a 90-day feeding study (5).

"A supplementary repfoductidn study which was an extension

of the subchronic study in rats (see point 4.) irdicated
that pup viability and pup weights were decreased at the
5000 ppm level. no final conclusions can be drawn from
the reproduction experiment since there were only 3 to €
dams with litters available for analysis and the ezperirent
was carried out ‘for only one generation.

Maternal toxicity reported in a rat teratology study (6)
at 125 mg/kg and higher included: decreased body weight
gain and food consumption, ircreased liver-to-body weight
ratios, and excess salivation in some animals. Fetuses
from dams given toxic doses of 500 or 125 mg/kz had
reduced body weights, Increased resorpticns and fetal
deaths, and incomplete ossification vere observed at
the highest dose tested. These results indicate that the
NOEL's and LOEL's for maternal toxicity and developmental
toxicity are 20 and 125 mg/kg/day, respectively. ‘ ‘

No mutagenic activity was observed in Chinese Hamster
Ovary cells in vitro {8); no cytogenetic effects wvere’
seen in bone marrow cells or treated rats {9); no induction
of micronuclei were found in normochromatocytes from
treated mice (10); and no unscheduled DNA sysnthesis was
duced in primary hepatccyies fronm treated rats {11).
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8h. A reverse mu,atlon assay in Salmonella tyvhimurium is
unacceptable “ecause the report was not complete ( nissing
~page b4, (T)). ,

9. Using a NOEL of 100 ppm (5 mg/ g/day) e<tabllshed in a
‘90-day rat study (%) and a Safety Factor of 1000, a
Provisional Acceptible Daily Intake (PADI) of 0. 005 .
ng/kg/day is derlved (see Section III. B. and Appe"dlx
III below)

10. ’The Theoretical Maximum Residue Contributions for the
proposed temporary tolerances on wheat and barley grains
(0.05 prm) represent 2.6% of the PADI (see Section III.
B, and Append’x III.).

'I. Background 3
DPX L5300 (chemical name: benzoic zcid, 2-{][[H-b-methoxy-5-
methyl-1, 3. S5-triazzin-2- yl)-N- nethf‘am’ro}carbcnjllam‘no] sul-
fonyl] -, methyl ester r) is proposed as a herbicide for use on

-wheat and barley. It is to be formulated for that purpose as
a dry flowable (T75% active ingredient). The inert ingredient s
have been cleared for food use (see Append’x I below)

The formulation, which is called DPX L5300 Herbicide,'is to
be applied at rates of 1/6 to 2/3 oz. active ingredient per
acre according to the label, and the application is to be
made between the 2-leaf and boot stages of winter or spring
wvheat and spring barley. The herbicide is to be mixed with
water, and the mixiure is to be sprayed by air (1 gal/A) or
ground (5 gal./A) equipment in the spring. The proposed
experimental prograa is anticipated to use T5 1lb active ‘
ingredient on 2500 acres during the first year and 150 1b on
5000 acres during “he second and third years.

No previous tolerances have been reguested fof DPX-L530C0.
The proposed temporary tolerances are 0.05 ppm in/on wheat
and barley grain aznd 0.1 ppn in/on wheat and tarley strawv.

According to a memorarndum from the Residue Chemistry Branch
(dated Octoter 18, 1985. From: J. M. Worthington., Cherist.
To: R. Mountfort, 4 No. 23. Registrztion Division. Sutrjlect:
PP #5G3296. DPX-1.2300 on wheat and barley. Comments on the
analytical method and residue data. Accession Numbers 073785
and 073786. RCB #1L2T and 1L428.), DPX-L5300 is the residue

cf primary ccncern, and there are adequate da%ta tc indicate
that residues will not exceed the proposed temporary tclerances.
Meat, milk, poultry, and eggz tolerances have not been regquested
beczuse of a restriction imposed against feeding treated

creops or for

tec livestock.
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TI. Tummary of Submitted Data

ix II. below contains Data Evaluaulon Records for al‘
tnxicity studizs submitted.

A. Technical grade DPX L5300
1. Acute toxicitf-

The results of acute toxicity studies cn technical DPX 25300
are summarized in Table 1. .

2. Sﬁbchronic.toxicity
In a three-nmonth feeding study (4}, groups of rats were given
diets containing 0, 100, 1750, or 5000 ppm DPX LS53C0. . The
100 ppm dietary level had no effect (NOEL).  The two higher
Table 1
Summary of acute foxicity data for -

technical grade DPX L5300 (references 1 - 3)

Route of , : LDgg or Toxicity

adninistration Species  Sex __LCsg Category
Oral " Rat  Both >5,000 mg/kg IV
Inﬁalation Rat ) Both >6.7 mg/L* COIIT o
‘Dermal Pabbit Botﬁ _>2.000 mg/kg - - ITI

#Tour hour exposure.

levels caused significant dose-related decreases in food
consumption, body weight gain, and lower food efficiency.

There were also significant decreases in absolute weights for
the heart, brain, liver, and kidneys at the two highest dietary
levals. Relative organ weights for the heart, liver, kidneys,
testes, and spleen were increased significantly because of

the decreased body weights observed. Serum glucose, globulin,
and cholesterol concentrations were also decreased in—the—mid —~
and high dose groups, but there were no treatment-related .
histopatholcgical effects. These effects were described by the.
investigators as indications of cachexia. The LOEL is 1750

opo.

In another 92-day feseding study (5), DPX-LS5300 was ziven to
dogs in their diet 2zt levels of 0O, 5C, 500, or 2502 ppm. The
highest dcse tested caused nc clearly treztment related
effects. These results suggest a I0EL >2509 pom in dogs.
d
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3. Reproductlve effects

As part of tne subchronic feeding study in rats (h) a one-
generation. reproduction expe*lment was conducted. Six male

and 6 female rats from each group were mated to produce the
litters. Decreased pup viability and pup weights were observed
in the 5000 pbm dose group. These results were consistent

with the decreased body weights and generally poor condition

of the dams given the highest dose level in the subchronic
experiment. However, no further conc1u51ons can be drawn

from the reproduction experiment since there were only 3 to 6
dams with litters available for analysis and the experiment was
carrled out for only one generation. ’ ’

L Developmental toxic1tj

Doses of 0, 20, 125, or 500 mg DPX~-L5300 pe*>kg body weight -
were adminlstered to groups of pregnant rats on gestation )
days 6 through 16 {(6). The mid and high doses were found to
cause maternal toxicity in pregrant rats when administered by
oral intubation on gestation days 6 through 15. Those doses
decreased matérnal body weight gazin and food consumption,
increased the liver-to-body weight ratios (at the highest dose),
and caused excess salivation in some animals.. Fetuses from
dams given the two highest doses also had reduced body weights.
The highest dose caused rescorptions, fetal deaths, incomplete
ossification. These results indicate tha% the NOEL's and
LOEL's for maternal and developmental toxicity are also 20 and
125 mg/kg/day, respectively. ‘ ' ‘ :

Se Mutagenicity

No inerease in the incidence of reverse mutations was observed
in Salmonella typhimurium strains TAX535, TA9T, TA983, and

TA100 when exposed to levels as high as 500 ug/plate without .
metabolic activation or as much as 2000 ug/plate with metabolic
activation (7). However, it should be noted that page U4 of

the original report is missing, and there we.2 no toxicity
data presented to indicate that =z sufficient dose range was
tested. The study is considered unacceptable because tae
repcr: is inccmplete.

No mutagenic activity was observed ir Chinese Hamster Ovary
cells exposed in wvitrc to concentrations of 0.5 to 5.0 mM
DPX-L3300-20 with and without activation (8).

Single oral doses of 50, 500, or 5000 mg DPX-L5300 per kg
body weight had no effect on the incidénrce ¢f chromosonmnal
aberrz-ions or mitotic index of bone marrow cells in male and’
female rats (9).

A single oral dose of 5000 mg DPX-L5300 per ¥g body weight
was shown to be cytotoxic (reduced polychromatic/normochromatic

(W
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erjthrocyte ratio) ih mice (10). However, that dose did not
increase the incidence of polychromatlc erythrocyfes with
micronnclel in treated mice.

Under - the condltlons of an 1n vitro unscheduled DNA sysnthesls
assay {11), DPX-L5300 did not induce UDS in rat primary
hepatocytes at concentratlons of 0 to 2500 uM.

B. TOX¢Clt“ data on DPX-L5360 Herbicide (75% a. i;)

Acute toxicity resuTts are summarized in Table 2 below. In
the listing. of toxicity studies provided with the submission,
the Registrant stated that an acute inhalation toxicity study
with the formulation was not conducted because <Q0.5% of the
water-dispersible granules in the fornu’atlon are smaller
than 105 um. -

g

Table 2

Summary of acute toxicity datékfor
DPX-L5300 Herbicide (references 12 and 13)

_Route'of LDsg or 'k__ Toxicity
administration Species Sex LCSO . Lategory

© Oral Rat Female 5 T00 mgl.g v
Maie 4,800 mg/kg III
Dermal Rabbit Both >2,ooo‘mg/kg , III

Most of the deaths observed in the acute oral toxicity study
(12) occurred 2 to 3 days after treatment, and some were noted
as long as 9 days after dosing. Gross lesions obscrved at -
necropsy were not organ-specific. 8Signs of toxicity noted during
post-dosing observation includee staining of the face and
perineum, chromodacryorrhea, and body weight loss.

An eye irritation study (1¥) indicated that mean irritation
scores for unwashed eyes 24, L48. and 72 hours after treatment
were 14, 6, and 6, respectively. At U and T days arfter
instillation the mean scores were Y and. C. Thé results were
sutlTicient to classify DPX-L5300 Herbicide® into Toxicity
Category IITI for eye irritation.

The Primary Irritaticn Score for dermal irritation was 0 (15)
which ‘places the formulation into Toxicity Category IV.

No dermal sensitization was observed in guinea pigs (16)

004943



ITI. Discussion

A. Data Gapsr

There are no primary eye irritation, skin irritation, or dermel
sensitization studies available on the technical grade material.
However, studies with « T5% Dry Flowable formulation (1k, 15,
and 16) indicated that DPX-L5300 is associated with no skin
irritation (Toxicity Category IV) or sensitization and moderate
eye irritation (Toxicity Category III). In addition, there

' were no signs of sxin reactions noted in the acute dermal,
toxicity study on technlcal grade DPX- LSBOO (2) «

The label warns that DPX- L5300 is an eye 1rr1tant and recommequ
that skin contact with -the herb1c1de should be avoided.

Available irritation and sensitization data and the ‘relatively
small amounts to be used in the three-year experimental
program (see Sectlon I. A. above) suggest that irritation and
sensitization hazards are not likely when conditions and
precautions recommended on the label are followed. Therefore,
the three studies are not needed to support the proposed
Experimeqtal Use Permlt. :

B. Tolerance assessment

Using a safety factor of 1000 and the NOEL of 100 ppm (5
mg/kg/day) established by the 90-day rat feeding study (L)},
the Provisional Acceptable Daily Intake (PALI) is calculated
~as follows: ‘

5.0 mg/kxg/day = 0.005 mg/kg/day
1000 ’

The Theoretical Maximum Residue Contribution (TMRC) which
wou2ld result from the proposed tolerance of 0.95 ppm in/on
barley is based on a food factor of 0.03% and a total »f 1.5
kg diet consumed daily by a 60 kg person. The TMRC is calcu-
lated 2s follows: ‘ .

1.5 kg diet/day X 0.0002 X 0.05 prm = 0.00002 mg/day

For a 60 kg’peréon this result would represent a daily intake of

0.00002 mg/day = 3.3 X 10-T mg/kg/day
60 kg body weight -

The percentage of the PADI represented by the propcsed tolerance
would te

3.3 X 10-T mg/kg/day X 10C = 0.66%
0.005

05 mg/kg/day
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- .Similar calculétloﬁs with the proposed temporary tolnrarcesk
on wheat indicates that TMRC accounts for approx1mate1y 1.99%
of the PADI (see APPENDIX I1I below) -

1v.

1.

Blbllography
Wylie, C. N., Jd. W. Sarver, D. B. Warheit, and N. C.
Chromey. May 5, 1985. Median lethal dose (LDsg) of
INL-5300-20 in rats. U1published report no. 167- 8s prepared’
by Hasksll Laboraty. Submitted by E. I. DuPont de

Nemours and Co. EPA Acc- No. 073787.

Cunningham, B.,J. ¥W. Sarver, and D. B, Warieit. May. 30
1985.- Median lethal dose (LDs5g) of INL-5300-25 in rats.
Unpublished report no. 280-85 prepared by Haskell Laboraty.
Submitted by E. I. DuPont de Nemours and Co. EPA Acc.

No. 0T3787. , ) '

P . . con ‘

' Gargus, J. L., N. G. Phipps, and 5. D. Wsbber. December

24, 1984%. Skin absorption single dose study in rabbits:

~Has%ell No. 15,527: Final Report. Unpublished report no.

ELO-21-85 prepared by Fazleton Laboratories America, Inc.
Submitted by E. I. DuPont de Nemours and Co. EPA Acc.
No. OT3787. )

Brock, W. J., R. W. Rickard, D. F. Krahn, and C. Barba.
June 6, 1985, Ninety-day feeding aznd one-generation
"enroductlon study in rats with benzoic acig, 2-[[[[¥-
(methOXJ 6- me*ﬁj’-‘,3,S—triazin—Z-yl)—umethj¢am1no]ccroo—
nyllaminolsulfonyl]-, methyl ester (INL-5300). Unpublished

" Report No. 413-83 prepared by Haskell Laboratory. Sub-

mitted by E. I. DuPont de ¥emours and Co. EPA Acc. Nc.

- 073790.

Daly, I. 8., and A, L. Xnezevich. August 1%, 1985, a4
Thres-Month Feeding Study in Dogs with H-15527. Final
Report. Unpublished Report No. HLO-514-85 prepared by
Bio/dynamies Inc. for Haskell Labecratory. Submitted by
E. I. DuPcnt de Nemours and Co. EPA Acc. Nos. 073788

‘and 073189

Christian, M. S., and A. M, Hoberzman. August 16, 1985.
Developmental toxicity study cf L-5300 in the rat.
Unpublished Report HNo. HL0O-513-85 prepared by Argus
Research Laboratories, Inc. Submitted by E. I. DuPont
de Xemours &nd Co. EPA Ace. No. 073790.

Hasxell Laboratory Tor Toxicology znd Industrial Medicine.
May 25, 1985. Mutagenicity evaluation in Salmonella
typrimurium. Unpublished Zeport %3. 245-83 prepared by
Hasxell Labhoratory. Sutmitted by Z. I. DuPont de Nemours
and Co. EPA Acc. HNo. 073790C. -
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-Richard, L. B., D. V. Ullman, W. N. Choy, and A. M.

Sarriff. May 30, 1985. Mutagenicity evaluation of INL
5300-20 in the CHO/HGPRT assay. Unpublished Revort No.
58-85 prepared by Haskell Laboratory. Submitted by E. I.
DuPont de Nemours and Co. EPA Acc.. No. 0873790.

Ullmann, D. V., and A. M. Sarriff, June 1lh, 1985. In
vivo assay of INL-5300-20 for chromosomal aberrations in
rat bone marrow cells. Unpublished Report No. 286-85
prepared by Haskell Laboratory. Submitted by E. I..
DuPont de Nemours and Co. EPA Acc. No. 073790.

Ullmann, D. V., and A. M. Sarrif. July 22, 1985. Mouse
bone marrow micronucleus assay of INL-5300-20. Unpublished
Report No. 420-85 prepared by Easkell Laberatory.  Subnitted
by E. I. DuPont de Nemours and Co. EPA Acc. No. 073790.

Vincent, D. R., G. T. Arce, and A. M. Sarriff. July

18, 1985. Assessment of INL-5300-20 in the in vitro
unscheduled DNA synthesis assay in primary rat hepatocytes.
Unpuullshed Report No. 565-84% prepared by Haskell Laboratory.
Submitted by E. I. DuPont de Nemours and Co. EPA Acc.

No. 073790.

Gargus, J. L., P. Burlew, and R. J. Dean. April 11,
1985. Skin absorption LDgp study in rabbits. Unpublished
report no. HLO- 2?h 85 rrepared by Hazleton Laboratories ‘
America, Inc. Svbmitted bdy E. I. DuPont de lemours and
Co. EPA Acc. No. 073787. : :

dutt, C. ., L. A. Kinney, and N. C. Chromey. August
13, 1985. 1Inhalation Median Lethal Concentration (LC50)
INL-5300-20 by EPA Protocol. Unpublished report no.
431.85 prepared by Haskell Laboratory. Submitted by E. I,
DuPon: de Nemours and Co. £PA Acc. No. 073787.

Gargus, J. L., P. L. Burlew, and. J. A. Ralph. May 24,
1985. Primary eye irritation study: Faskell No. 15,73h.
Unpublished report no. HLC-305-85 prepared by Hazieton
Laboratories Am merica, Inc.  Submitted by E. I. DuPont de

)

Gargus, J. L., P. L. 3urlew, and L. DP. Williams. April
11, 1985. EPA Skin irritation test. Haskell No. 15, 73k.
Final Report. Unpublished rercrt no. ELO 233-85 prepared
by Hazleton Laboratories America, Inc. _Submitted by E.

I. DuPcnt de Nemcurs and Co. ZPA Acc. No. 073 .
Gzrgus, J. L., P. L. 3urlew, z1d S. L. Brozena. May
22, 1985. Dermal sensitizztiogn in guinea pigs: Hazskell
¥c. 15,73k, Unrudlisked repors no. HLO 29535 prezared by
HFazleton lzboreitcories Americz, Inc Sutmitted by Z. I.
DuPont de Yemours and (o ZPA 2cc. No. 073787.
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Express science review

Page ZZ&: is not included in this copy.

Pages through are not included in this copy.

t

The material not included contains the following type of
information:

_z; Identity of product . inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredientéﬁ
Sales or other commercial/financial information
A draft product label

The product confidential statement of formula
Information about a pending registration action

FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request ~ ..l ¢

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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DATA EVALUATION RECORD

1. CHEMICAL- DPX-L5300 _
2.  TEST SUBSTANCE;. Benzoic acid, 2-{{[[H—bfmethoiny—méthyl-
"1, 3, S5-triazin-2-yl)-H-methyraninolcarbonyllaminol-sul=
fonyl]-, methyl ester (96.8% active ingredient).

3. STUDY/ACTION TYPE:  Acute oral toxicity - rats (limit test)

4. STUDY IDENTIFICATION: Wylie, C. ¥., J. W. Sarver, D. B. -
Warheis, and N. C. Chromey. May 5, 1955. Median lethal
dose (LDgg) of INL-5300-20 in rats. ' Unpublished report
no. -,|-35 prepared by Haskell Laboraty. Submitted by E.
I. DuPcnt de Nemours and Co. EPA Acc. No. 073787 (Tab
10).

5. REVIZWZD BY: L . . -

: :  ’Hame: Roger Gardner = ' )

Title: Toxicologist - Signature: p.”

Crganization: Review Section € Date:

Toxicology Branch . .
6. APPROVED BY:
¥ame: Jane Harris, Ph. D. .
Title: Section Head Signature: <l
Organization: Review Section 6 Date: 7 ~fI/ED
Toxicology Branch ‘ /

T.VICONCLUSIONS: The results of the study indicated that the
acute oral LDgg is grezter than 5000 ng/kg, and DPX-LS5300
should be classified into Toxicity Category IV, .
Core classification: Minimum

8. MATERIALS AND METHODS

Test species: Eiéht—week 0ld rale and femazle Sprague-Dawley

(Crl: CO33 CD (SD) BR) rats were usei.-

Experimental procedure: A grouz of 5 male and 5 female rats

vas given a single oral dcse of 5000 mg test substiance per

kg body weight. The test subsiance was sispended in corn oil

and admicistered by gavage. The rats-wers fasted for approxi-

mately 24 hours befdre treatnmeni, and they were observed for
mortality aand appearance c¢f toxicological and pharmacclogical
sizns twice daily for the 14 dzvs thzt followed dosinz. Sur-
viving animzls were sacrificed at tha end of the observation

—@-2ricd ani necropsied. Pssimeorianm examirztions were limited
tc gross coservaticns.




9. REPORTED RESULTS

There were no clinical signs of toxicity observed ir the
test animals during the lh~day period tollowing dosing, and
no deaths ocyurred.

There were no specific gross observations at necropsy that
could be associated with the test substance according to
the report.

- The reported LD50 for both sexes was greater than 5000 mg/ﬁg.

‘lO. ‘DISCUSSTON

There were adequats data to support the reported conclution.




® o
004943

DATA EVALUATION RZCORD
1. CHEMICAL- DPX-L5300
2. TEST SUBSTANCE; Benzoic acid, 2-[[[[N-b-methoxy-6-metnyl-

1. 3, 5-triazin-2-yl)-N-methylaminolcarbonyllamino]-sul-
fonyll-, methyl ester (96.8% active ingredient).

3. STUDY/ACTION TYPE: Acute dermal toxicity - rabbits (Limit :
test) . o ' ' - T mm

k., STUDY IDENTIFICATION: Gargus, J. L., N. G. Phipps, and S.
- D. Webber. December 24, 1984, Skin absorption single
dose study in rabbits: Haszell No. 15,527: Final Report. :
Unpublished report no. HLO-21-85 prepared by Hazleton ) B
Laboratories America, Inc. Submitted by E. I. DuPont de =1
Nemours and Co. EPA Acc. ¥o. 073787 (Tab 11). : gl

5. REVIEWED BY:

Name: Roger Gardner
Title: Toxicologist - Signature:
Organization: Review Section 6 Date: ¥ /M1/ 34
Toxicology Branch ‘ )

6. APPROVED BY: ' :

Name: Jane Harris., Ph. D. ‘ \ f;é:AAb

Title: Section Head " Signature: g;%ﬂ £

Organization: Review Section 6 Date: > /7
Toxicology Branch

T. CORCLUSIONS: The results of the study indicated that the
acute dermal LDgg is greater than 2000 mg/kg, and DPX-L5300
should be classified into Toxicity Category III.

Core classificaetion: Minimun

8. M.TERIALS AND METHODS

Test species: Male and female iHew Zealand White strain
rabbits weighing 2139 to 2390 g (males)} or 2086 to 2153 g
(remales) were used

Experimental procecdure: Twenty-four hours before the beginning
of the study, the rabbits were prepared by clipping their

becks free of hair. The report stated thzat 5 animals of each
sax were used, and the clipped skin of each was abraded.

The test substance was moistened to form a paste, and 2000
mgz was applied per kg body welight to the prepared skin of
ezch test aninal.
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MATERIALS AYD METHODS (continued)

After the épplication of test substance, the-trynkéfof'the
test animals were wrapped with nonabsorbant rubber damming,

and
end
and

All
for

the animals were restrained with plastic collars. At the

of the 2h—hour exposure period the dressings were removed,

the test sites were gently rinsed and wiped clean.

animals were observed twice -daily for the next 1k days .

the appearance of toxic signs and mortality. The rabdits -

were welighed on the day of dosing and on days T and 14 of the
observation period. Surviving rabbits were sacrificed at the

end

of the lb-day observation period, but gross postmortenm

examinations were not conducted.
/ .

9.

The

REPORTED RESULTS

authors noted nc - deaths and no sign.of~compound-related

effects. All animals gained weight during the study.
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DATA EVALUATION RECORD
1. CHEMICAL: DPX~L5300 .
2. TEST SUBSTANCE; Benzoic acid, 2-[[[[N-b-methoxy-6-methyl-

1, 3, S-triazin-2-y1)- N-methflamlno]carbonyl]amlno] -sul-
fonyl]—, nethyl ester (96 8% active ingredient). o

3. STUDY/ACTION TYPE: Acute inhalation toxicity - rats

L. sTUDY IDVNTIFICATION Hutt, C. W., L. A. Kinney, and N.
C. Chromey. August 13, 1985. 1Inhalation Median.Lethal
Concentration (LC50) INL-5300-20 by EPA Protocol. Unpu-
blished report no. 431-85 prepared by Haskell Laboratory.
‘Submitted by E. I. DuPont de Nemours and Co. EPA Acc.
‘HWo. 073787 (Tdab 12). , '

5. REVIEWED BY: , ' . B

Name: Roger Gardner ) - : .
; Title: Toxicologist Signature:
Organization: Review Section. 6- ‘ Date:
~ Toxicology Branch ,

6. APPROVED BY:

Name: Jane Harris, Ph. D.
Title: Section Head ) Signa

t
Organization: Review Secticn € D
Toxicology Branch

7. CONCLUSIONS: The LCSQ for male and female rats in a b~
hour exposure was greater than 6.7 mg/L. The results of the
study indicate that DPX-L5300 should be classified into
Toxicity Category IITI with respect to acute inhalation
toxicity..

Core classification: Minimun

8. MATERIALS AND METHODS

Test species: Male and female Crl:CD@(SD)BR strain rats were
used.

Exposure conditions: Test atmospheres were generated by a
K-Tron® Bin TFeeder with a K-Tron® Volumetric Feed Contrcller.
They were discharged into a 38 liter test chamber. The
report stated that different atmospheric concentrations were
generated by changing the flow rate of air through the Jeeder
mechanism. Test substance concentrations were determinsd
grevimetrically at 30 minute intervals during the bL-hour
exposure pericd. A cascade impactor was used to measure the
mass median aerodynamic diameter and per cent respirable par-
ticles during the exposure.
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8. MATERIALS AND METHODS (continued)

. Chamber temperature, oxygen content, and relative humidity
- were measured also. The test animals were restrained in
"perforated stainless steel cylinders designed for nose only

exposure. : ' “

Experimental procedure: Two groups of 10 male and 10 female
rats were exposed nose only to concentrations of the test
substance, and two concurrent control groups were exposed to
air containing no test substance. Exposure was U hours in
duration. After exposure, the animals were observed twice a
day for the appearance cf toxic signs and mortalities during-
the next 1lb days after exposure. The rats were also weighed
each day during the experiment. Three rats per sex from each
group were sacrificed at the end of the observation periwod
and necropsied. Gross observations were noted. ’

9. REZPORTED RESULTS
L 2* o

The reported temperature and humidity for the control group -
animals were 26° C and 24-32%, respectively.. Those respective
values for the treated group were 24-25° C and 29-34%. The
reported concentration of test substance inp the first atmosphere
ranged from 0.88 to 1.9 mg/l with an average for the L-hour
exposure period of 1.3 mg/l. The second test atmosphere .
contained from 3.4 to 13 mg/L with an average of 6.7 for the
exposure period. The mass median aerodynamic diameters for

the first and second test atmospheres were 2.2 and 3.5 um,
respectively. Respecitve percentage respirable particles

were 96 and 86.

There were no mortalities observed during the study.

The authors noted that the test animals' faces became coated
with the test substance during exposure, and when removed

from the restraints, they exhibited oral and nasal discharges,
wet perineum, and feces stained with test substance. The
signs were  not seen after the third day following exposure..
Rats which were not exposed to the test substance also had -
nasal discpharges according to the report.

Group mean bedy weights were comparable at days T and 1% of
the observation period, and the animals gained weight during
that time. -

The only necropsy findings included a soft testis in one
centrel group rat and a female in the treated group with red
foci in the lungs.

10. TISCUSSICY

There were adeguate data to susnpor*t the conclusions of the
investigators.

1
A 1
;




_DATA EVALUATION RECORD
1. CHEMICAL: DPX-L5300 - |
2., TEST SUBSTANCE; Benzoic acid. 2-{[[[N-b-methoxy-6-methyl-

1, 3, S-triazin-2-yl)-N-methylaminolcarbonyl]aminol-sul-
fonyl]l-, methyl ester (96.8% active ingredient) was used.

3. STUDY/ACTION TYPE: Subchronic feeding/one-generation
"reproduction study - rats ,

L, STUDY IDENTIFICATION: Brock, W. J., R, W. Rickard, D. F.
Krahn, and C. Barba. June 6, 1985. Ninety-day feeding
~and one-generation reproduction sindy in rats with benzoic
acid, 2-{[[[¥-(methoxy-6-methyl-1,3,5-triazin-2-y1)-- .o
‘methylaminolcarbonyllamino]sulfonyl]-, methyl ester
(INL-5300). Unpubiished Report No. 413-83 prepared by
HaskXell Laboratory. Submitted by E. I. DuPont de Nemours
and Co. EPA Acc. No. 073787 (Tabv 18). : )

5. REVIEWED BY:

Name: Roger Gardner

Title: Toxicologist Signature: ‘
Organization: Review Section 6 ' Date: i /2L,

Toxicology Branch
6. APPROVED BY:

Name: Jane Earris, Ph. D. :
Title: Spmaitieiet Sec. Heod Signature: <
Organization: Review Section 6 - Date:
Toxicology Branch

T. CONCLUSION: A level of 100 ppm DPX-L5300 in the
" diet of rats for 90 days had no effect {(NOEL). Two

higher levels (1750 and 5000 ppm) caused significant dose
related decreases in foed consumption, body weight gain,
and lower food efficiency. There were also significant
decreases in absolute weights for the heart, liver, arnd
kidneys at the two highest dietary levels. Relative organ
weights for the brain, heart, liver, kidneys, testes, and
spleer were increased significantly because of the de-
creased body welgits observed. Serum glucese and globulin
concentrations were also decreased in the mid and high
dose groups, and cholesterol was increased in high dose
group females. There were no treatment-relzted histopa-
thological effects. Thease effects were’
described by the investigators as indicaticns of czachexia.
The LOEL is 1750 ron.

Core classificaticn: Minimum fTor the subchronie pcriion
L

of the experiment.

9
=
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7. CONCLUSION (continued) Decreased viability and pup weights
observed in the 5000 ppm dose group during the reproduction
phase of the experiment were consistent with the decreased
body weights and generally poor condition of the dams
given the highest dose level in the subchronic experiment.
However, no further conclusicns can be drawn from the
reproduction experiment -since there were only 3 to 6 dams
with litters available for analysis and the exvperiment
was carried out for only .one generation. : :

Core classification: Supplementary for the reasons
descirbed ahove. : o

8. MATERIALS AYD METHODS

Test speéies: Eight-week o0ld male and female SpragueQDawley
Crl:CD® (SD)BR strain rats were used. The males weighed from
213 to 271 g, and the females weighed from 171 to 213 g.

Experimental procedure (subchrcnic phase): Groups containing

16 male and 16 female rats were given test diets containing

0, 100, 1750, or 5000 pprm DPX-L5300 for at least 90 days. Ten
animals of each sex from each group in the experiment vere
designated for sacrifice after 90 days on test diets. The 6
remaining rats of each sex in each group were maintained on
test diets during their mating and until weaning of their
offspring (approximately 1L6 days after initiation of the
study). '

Test diets were analyzed for stability and homogenity of
mixture. The report 2lso stated that all rats were weighed
and food ccnsumption was estimzted weekly during the first 90
days of the study. - These results were used to determine food
efficiency and test substance intake for the animals.

All animals in the study were observed twice each day for the
occurrence of mortality, abnor=al behavior, and changes in
appearance. They were also individually handled and examined
for changes in appearance at least once a week. These
observations were made throughout the experiment.

The 10 animals of each sex in each grcup which were designated

for sacrifice after 90 days wer-e placed in metabolism cages for
24 nours and subsequently fasted for 16 hours prior to coliec~

tion of blood and urine samples. These samples were collected

after one, two, and three months' feeding of test diets.

Blood samples were drawn from the tail vein of the arnimals.
Hematological observations included hemoglobin, hematocrit,
red cell count, mean cell volume, mezn cell hemoglobin, mean
cell hemcglobin concentration, Total and differential white
cell counts, anrd platelet coun*. '

21




8. MATERIALS AND METHODS {continued)

Clinical chemistry observatiohs‘of blood samples included

urea nitrogen, creatinine, calcium, potessium, sodium, glucose.

triglycerides, albumin and total protein {globulin was
calculated from these two results), cholesterol, lkallneb
phosphatase, alanine aminotransferase, and aspartate amino- )
transferase. These tests followed the same schedule as that
‘of the hematology ‘

Urine was collected, and the following observations were
made: volume, pH, osmolality, occult blood, glucose, ketones,
protein, bilirubin, and urobilinogen. Color and transparency
were alsc noted, and sediment was examined microscopically.

According to the report, the animals designated for the 50-
day subchronic phase of the study were sacrificed after 91 or
.92 days on test diets. These animals were subjected to
necropsies, and the Investigators noted that one animal that
died during the 90-day feeding period was als» necropsied.

The report noted that the following organs were weighed:

brain, heart, liver, kidneys, spleen, and testes. Organ-to-
tody weight ratios were calculated and expressed as a percentage
of the final body welght.

The following tissues from the control and high dose groups
were processed for histological examination:

Adrenals Ileunm ’ Spleen

Aorta : JeJunum Stomach

Bone Kidneys Thymnus

Brain Liver Thyroid wlth para—
Cecum’ Lungs . thyro_d
Colon Lymph nodes Trachea
Duocdernum Pancreeas Urinary bladder
Epididymides Pituitary Uterus
Esophagus Prostate Vagina

Eyes Salivary gland All macroscopic
Gonads Skeletal muscle abnormalities
Heart ) *

The heart, liver, kidneys and all gross lesions from the low
and m.rd dose groups were rrepared and examined microscopically
also. ) ) R _ U :
The report also stated that samples of brain, heart, liver,
kidney, spleen, muscle, testis, fat and blood were collected
at necropsy for residue azalysis. Szamples from each anin al
within a _ group were pooled for the analysis. Fecal and
samples wera also collected during the feeding period f{
similar residue aralyses. According to th= report, res
froz these tests were regported elswvhere.

,.'1
¢




8. MATERIALS AND METHODS {continued)

Experimental procedure {reproduction phase): Six rats of
each sex from each group were continued on test dlets as part
of a one-gene'atlon one-litter reproduction study.

After 97 days on test dists, one Fp male was cohabited with
a female from the same test group for 15 days. Each day'
after pairing the investigators examined the females for the
presence of a copulatodry plug indicative of mating. At the
end of the 15-day mating period, the females were transferred
‘individually to cages that contained nesting material. Six
days after transfer, each female was checked twice a day for
birth of a li<ter. The offspring ware designated F1A genera-
tion animals. ’ : S )

According to the report, live and dead pups were counted as
soon as the last pup cf each litter was born. Counts of live
and dead pups were again made one, four, 12, and 21 days post
partuz. On the fourth day after birth each litter wdas culled
to 10 pups with an effort to maintain equal numbers of each
sex whenever possible.

Litters were weighed 2k hours and % days after birth (before
and after culling), and pups were iadividually weighed 21
da;s post parium. The weanlings were also sexed, secrificed,
and discarded witkou%t further examination on day 21 after
birtk., The weight of the dam was also noted.

All of the Fqp animals were then sac:ificed and discarded
without further examination accordiag to the report.

Reproduction znd lactation indices were calculated as follows:

-

ertility = total number of litters delivered X 100
tctal number of Zemales mated

Gestetion = total number of litters with live pups X 100
total number of litters delivered

% pups born = number born alive X 100
elive number born
Viability = number of live tups at day & ¥ 100
{days 0-%} number borz alive i
Viabili<y = number o live tups at day b+ X 100
{days 1-1%} number alive on day 1
Lactation = number of pups alive at weaning X 100
number alive aZter culling {(day L)
Litter survival = <tctal nunmber of litters at weaninrg XK 100
total nunmber of litters delivered

]
Lo
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8. MATERIALS AND METHODS (continued)

The report stated. that these indices were calculated for each
litter containing one or more live pups on-a "per litter"
basis. The percentages for each female in a group were
averaged, and those results were rerorted.

Statistical anal&ses: Body weight; body weight géin,forgan
weight (relative and absolute), and clirical laboratory )
parameters were analyzed by one-way analysis of variance.

Pairwise comparlsons were made between treated ‘groups and the .
control group if statistically significant differences amoéng
group means were ooserved (F-test). Thne pairwise tes*ts were

as follows: : )

Test . Parameter

Least significant Body weight and body ?eight‘gain
" difference (LSD) ’ '

LSD and»Dunnett’s‘ Organ wéights

Bartlett's .test for homogeneity of variances was used with
clinical laooratorf results, and the reproductlon and lactation
indices were analyzed with Mann-Whitney U, Xruskxall-Wallis,

and Jonckheere tests.

Incidence of c¢linical signs was analyzed by Fisher's Zxact tests.

The level of significance for differences was p<0.05.

2. REPORTED RESULTS

Subchronic vhase: After correctioh of =z diet mixing prcblen
during the first week of the study, the investigators noted
that test diets were within 9% of the nominal concentrations-
chosen for the experiment. The mean concentrations (+ standar d
deviation for concentration, stabvility, and homogeqelty
measurements) were reported as follows:

test concen- - Concentration measzured on test day

tration (ppn) 6 gk 139
100 98.9 (20.0) 98.1 (14.8) 92.1 {(5.7)
1750 1758.4 {(111.9) 1658.4% (75.9) - 1717.1 (11i2.Lk)
5000 5095.7 (7Lk.8} k997.1 (189.7) k567.9 (201.1°
The investigators stated that mean body weights and body
w2ight gains for the id and high dose group males and females
were 22 tec 30% less than those wvalues Tor the control group




9. REPORTED RESULTS (codtinyed)

{see Tabie 1 below)  they described the results as dose-
related. There: were also 15 to 25% decreases in food
consumption and food efficiency noted in the mid and high
dose group male and female rats (see Table 1 below).

The group mean daily intake of the test substance for males
wvas reported to be 7, 118, and 335 mg/kg for the low, mid,
and high dose groups, respectively. The respective daily -
intakes for low, mid, and high dose group females were 8,
135, and-386 mg/%g. ' , '

The only clinical sign observed to occur in a dose-related
manner was colored nasal discharge in male rats. The incidences
reported for the 16 control, low, mid, or high dose group males
were 1, 0, 5, and 9, respectively. These signs were noted

after approximately 5 weeks in the control group and after

1 week in the high dose group. The discharges were noted in

the mid dose group approximately 3 weeks after the study began.

During the third week of the experimernt, the investigators
stated that a control group female was switched with a low
dose group female. These animals remained on the wrong test
diets for a week according to the report, and the control
group rat (designated for the reproduction study) was removed
from the study without further evaluation. The low dose
zroup animal was placed back on the zppropriate diet.

A female rat in the 5000 ppm dose group was found dead on day

28 of the feeding period, and after histological examination -
of the tissues, the investigators concluded that cachexia was
probably the cause of death. '

No other mortalities were reported during the course of the
study. B A

Tables 2 and 3 below summarizes hematology and clin
chemistry results that showed statistically signif
changes.- The authors noted that only the statisti
significant decreases in serum glucose, toctal prot , and .
globulin 2% the two and three-month observations in male rats :
were treatment-related. The decreased total protein was

" further associated with the observed decrease inh globulins.
The remaining differences between control and treated groups
were described as being within the normel ranges of variation
for the perameters in male rats. The only statistically
significantly different cbservations in treated grcups that,

were considered-to-bte-toxicologicalXy significant in female
rats were the increases in serunm cholesterol and decreases
in glucose {see Table 3 below) at one and three morths.

004943
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Table 1°
Group mean body V“ighu, weiéhf gain, food

consumptlon, and food efficiency results (summarlzed
from Tables 2-9 of the original report)

_ Dietary concentration (ppm)
Parameter ' 0 100 1750 5000

Males

30dy weight (g) S
(Week 13) 537.8 537.7 L28.1% 373.9%

Weight gain (g)
(weeks 0-13) Lo8.1 Lk08.1 29T7.7*%  2L3,.T*

Food consumption ) : .
(weelks 0-13; . : ' S
g/rat/day) o 25.1 - 25.2 21.3 18.9

Food efficiency
(weeks 0-13;
g wt gain/ g
food consumed) C.179 0.178 "0.154 . 0.1k2

Females

Body weight (g)
(Week 13) 272.0 262.8 210.3*% 197.3%

Weight gain (g)
{(weeks 0-13) 154.9 1Ls .7 93.9% 80.3%

Food consumptio=z
(vveeks 0-13;

g/rat/day) 17.1 17.0 1h,2 13.2
Food efficiency

(weeks 0-133

g wt gain/ g

food consumed) 0.099 0.093 0.073 0.067

¥Statistically significantly different from corntrols,
2<0.05.
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Table 2

‘Summary of hematology and clinical chemistry results
that exhivited statistically 51gnif1cant changes
(p<o. 05) durlng the 90-day feeding period

" for male rats

. ‘Dietary conceatration (pnn)
Parameter 0 - 100 - 1750 5000

One-month observations

Hematology

a Mean ccrpusvuTar volume

volume (fL) . 59 — e 56 .
Lymphocytes (WBCxo) 11¢78 e e 15270
Platelets (106/mm3) 1026 _— 1211 —-m
Blood chemistry ' S -
Globulin {g/dL) 1.8 _— - 1.6
1h45

Scdiu:'(mM/L) 1L3 -—- . 1hs
Two-month observations

Hemauology

Platelets (106/mm3) 962 _— — 1144
Leucocytes (106/mm3) : 17.0 12.8 _— -——
Blood chemistry

Glucose (mg/dL) 119 —— .- 100 95
Total protein (g/dL) 6.8 - 6.4 6.4
Potassium (=M/L) 5.3 - - 5.7
Globulin (g/dL) 2.9 - —_—— 2.5
Scdium (mM/L) iL3 1hs5#* 1bs5* 145
" Alxzaline phosphatase o

-~ (u/L) 72 10L — —

Three-month observaticns

Hematology .
Neutrophils (WBCx%) . 1603 Cm— 936 Tho

Blood chemistry

Glucose (mg/dL) 116

Total protein (g/dL) €.9 6

Globulin (g/dL) 2.9 _— (2.5 2.
14k 1
5.5 5

S 98 9
_— 6.4 .

e

Sodium (mM/L) _— _—
Potassium (=M/L)

Cholesterol {

Alxeline phosphatase - 53 76 - -—
(u/%)

Urine znalysis _ -

Osmolality (mOe) 1015 —— _— 588

m

O
143
3
ct
i
»
£,
s
th
rh
1]
3]
)]
3
F

*¥Wot s%atistically signifi

from controls.

o




'9. REPORTED RESULTS (continuesd)

Table 3

Summary.of hematology and clinical chemistry results
that exhibited statistically significant changes
{p<0. 05) during the 90~day feeding period

for female rats : .
: ; Dietary concentration (ppm)
Parameter 0 100 1750 5000

Ore-month cbservations

uenatolog : )

Platetets (106/mm3) 986 _— 1238 1368

Blood chemistry o

Glucose (mg/dL) , 105 —_— 89 90

Cholesterol (mg/dL) 73 - —-—- 105,

Potassiuz (mM/L) 5.2 -— C e 5.8

Two-month observ atlons

Hezatology ) .

Lymphocytes {(W3Cx%) ~ 69L2 —— e 10682

Blood chemistry .

Total proteir (g/dL) 6.9 —_— .- 6.5 . 6.4

Globulin {g/dL) 2.5 2.3 . 2.3% 2.3%
Three-month observations

Hematology .

Platelets (108/mm3) 105k _— 1323 1260

Blcod chezistry

Giucose (mg/dL) ' 113 - 89 96

Chelesterol {mg/dL) 79 -—- S e 105

*¥lct statistically significantly different from controls.

Tatle L cresents selected organ weight results as they were
shewn in the report citzd abeve.

"hne investigators described the
observations at necropsy as nons
lesions ¢id no% suggest dose-rel

nd microscopnic
The 1nc1denc° cf

ffacts.
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Table &

) Summary of absolute organ veights (g) and
- organ to body weight ratios (% body weight) for those shoving
' statistically signlficant differences from controls

Dietary concentration (ppm)

‘Weight R , 0 —100. . 1750 . 5000

kMales ’
Final body weight - - 539.2 516-7 . b1s.,2% .0 353.3%

Srain weight 2,232 2.162 - 2,161  2.076 : )
Weight ratio : 0.4%16  o0.422 0.525% 0.596% : :
Heart ©1.429 1.L10 " 1.255%  1.111% :
Weight ratioc : - 0.265 0.27L 0.303*% 0.316% : .
Liver ‘ 180155  18.7TT3  13.707* 13.866% :

Weight ratio ‘ 3.367 3.627 3.288 3.923%
Kidneys 3.323 - 3.407  2.931% 2.862%
Weight ratio 0.616 . 0.661  0.705% 0.762%
Spleen L 0.806 0.716 0.T1k 0.724 . >
Weight ratio 0.1k9 0.139 0.179 0.205% o
Testes o 3.382 3.k81 - 3.Lk96 3.335
Weight ratio : 10.630 0.575 = 0.850%  0.95u»
Temales
Final body weight o 273.3 260.7 - 209.L* 199.1%
'Brain weight ) 1.870 - 1.902 . 1.85% 1.878
Weight ratio 0.689 0.736 0.891% 0.945%
Heart . 0.905 0.855 0.756*%  C.T738%
Waight ratio 5.330 0.330 0.361% C.371%
Liver _ 9.436 8.9k49 7.919%  8.0LQ¥*
Weight ratio 3.431 3.446 3.772% Lh,036%
Kidneys 2.012 1.86L  1.708% 1.6L7#
Weight ratio 0.736 0.719 0.81k% 0.827%
Spieen 9.471 0.546* 0.4%5k 0.453
Weight ratio 0.173 0.200% 0.213% 0.235%

*Statissically significantly differernt from conirol {p<0.05).

23
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‘Incidence of microscopic lesions observed
in rats given L[PRPX- L5300 in the diet fo* 90 days

Dietary concentration {ppm)

Tissue ,and lesion 0 100 - 1750 5000
Males
Number examined L 10 o* 0% 10
Heart : ’ :
Focal myocarditis T 3 5% 1% .2
Kidney i ) ) -
Rodent nephropath; A L» L= 4
Liver ' . .
Inflammatory cell infiltration 1 1% . ~% 1
Lung .-
Interstitial pneumonitis P 1*% - . 24 5
Pancreas (exocrine). ‘ N )
Periductular lymphoid aggregates & —— - i .
Thymus i .
Multifocal hemorrhage - 1k= 3t¢ -
Thyroid

n

Folicular atronhy ) - - -
Urinary bladder

-Proteinaceous cast - l 3 - - 1
‘Females

Xidneys ’ ,

Bilateral hydronephrosis - -* 2% -

-Rodent nephropathy 3 , 2% 1% -
Lungs : : :

Interstitial pneumonitis 6 - 2% 5 N
Pancreas (exocrine)

Periductular lymphoid aggregates 2 -* -* =

*¥0nly the heart, liver, and kidneys oif all 10 animals of .
each sex from tha2se grcoups were examined microscopically.

¥*¥A11 gross lesions examined microscopically szowed the
diagnosis. :

t+Two of the three gross lesions examined showed tne dlagnos_n
indicated. ) ) )

ttThree of the four gross lesiozs examined shcwed the d
indicated.

e

1 e

agnosis
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9. REPORTED RESULTS (contirued)

One-generation. reproduction experiment: The fertility indices
reported for the control, low, mid, and high dose groups were
80, 83, 100, and 83%, respectively.’ The gestation index was
100% for all groups in the experiment, and the percentage of
“pups born alive per litter was.100% for the control and low
dose groups and 98.2 and 98.6% for the mid and high dose
groups, respectively. The reported lactation indices were
100, 78, 100, and 98% for the control, lcw, mid, and high
dose groups, respectively. With the exception of the low
dose group, the litter survival was 100%. In the low dose
group that value was 80%. o

The investigators noted a significant decrease in the viability
-indices for the high dose group (80.8% for the . day 0-k and

85.7% for the day 1-4 index compared with 100% for the control , ' ‘ﬁ

indices}. They attributed the decrease in viability indices. -
to the loss of 9 pups in one litter during the first 4 days post
partum. There were also statistically signilicantly decreased
pup Wweights which were consistent with the decreases. 1in

viabili ty (see Table 6 below). .

Group mean body weights for the dams at weanlng of their Fjja.
Offsp*lng were also reduced in the mid and high dose groups.

The reported group means for the control, low, mid, and high
dose groups were 306.L, 311.7, 260.1, and 23h.k g, respectively.
The group mean weights for the mid and high dose groups were
statistically significantly less than that of the control

group (p<0.05). : :

10.  DISCUSSION

The report contained sufficient infcrmation to support the
authors' .conclusions. :

A level of 100 ppm DPX-L53CC in the diet of rats for 90 days
had nc effect on body weight, body weight gain, or food
consungption, but the two higher doses used in the experiment
{1750 and 5000 ppm) caused significant decreases in those
parameters (see Table 1 above). Along with these decreases,
lower food efficiencies were noted in animals given the mid
and high dose levels. '

There were also significant decreases in absolute weights for
the heart, liver, and kidreys in the two highest dosed groups
{see Table & above). 2Relative organ weighis for the train,
heart, liver, kidneys, testes, and spleen were increased
siznificantly because of thz2 decreased body weights observed.

P
'
LY 5
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Table 6

‘Summary of group mean 1itter data as provided
in Table 19 of the original report

. ’ Dietary cozcentration (ppm)
Parameter - ‘ 4 100 1750 5000

- Live pups pér litter ) :
- At birth . - 10.7 11.L -~ 13.0

"12.0
At 2% hours 7 11.3% 11.5 - 12,7 11.Lk
At b days** ' 11.3 o 11.k C12.7 9.6
At L dayst - 8.8 8.2 9.7 8.8
At weaning 8.8 7.8 9.6 8.6
Males L.s 3.6 5.0 5.6
Females L.3 L.2 L.7 3.0 .
Mean pup weight : : .
At 2% nours _ 7.2 6.8 6.1 " -~ 5.1t¢
At L days%* . 10.8 C9.bh 8.7t+ T.1t+4
At L dayst 10.8 9.5 8.7 T 1tt
At weaning - '
Males = 51.2 . 50.2 k2.0 - 32.8+¢t
Females L8.0 kt.9 36.0tt ° 30.9tt

"#Individual animal data indicated that one litter was
eliminated from calculaticns of means because of a
discrepancy in pup counts. ' :

¥*Before litters were culled.

tAfter culling.

- 4+Group mean is statistically si gnlflcantly different
froa that of the control (p<0.05).

10. DISCUSSION (corntinued)

The above mentioned body weight and food consumption effects,
the lower serum glucose, total protein, and cholesterol
~concentrations, and -the lackx of specific dose-related histo-
pathological findings support the authors' conclusion that

the test substance has a gereralized eZfect on several organ
"systems. The 1nvest4gators furtaer cnzracterize these effects
as cachexia which, as they roint out, was the apparent cause
of death for a female rat in the 5000 zpm dosed group.

On the basis of these resulis the low2szt-observed-effect
level (LOEL) is 1750 ppm. Since there were no consistent
differences btetween the low dose group and control group with

5y observations made in the study, the 1CO0 ppm

respect to a
distary level-
above descri

4s a no-observad-e®rEct Zevel (¥OEL) undsr the
2ed test conditions.

l




10. DISCUSSION (continued)

Decreased viability and pup weights (see Table 6 above) }
observed in the 5000 ppm dose group during the reproduction
phase of the experiment were consistent with the decreased .
body weights and generally poor condition of the dams given
the highest dose level. However, no furthkraconclusions can
be drawn from the reproduction experiment.since there were
only 3 to 6 dams with litters available for analysis and the
experiment was carried out for only one generation.. '
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DATA EVALUATION RECORD
1. CHEMICAL: DPX-L5300 ‘ _
2. TEST SUBSTANCE; Benzoic acid, 2-[[[[¥-b-methoxy-6-methyl-

1, 3, 5-triazin-2-y1)-N-methylamino]carbonyllamino]-sul-
fonyl]l-, methyl ester (96.8% active ingredient) was used.

3. . STUDY/ACTION TYPE: Subchronic feeding -1ddgs

Y, STUDY IDENTIFICATION: Daly, I. €., and A. L. Knezevich.
‘August 1k, 1985. A Three-Month Feeding Study in Dogs with
H-15527. - Final Report. Unpublished Report MNo. HL0O-51L-85
prepared by Bio/dynamies Inc. for Haskell Laboratory. ' o :
* Submitted by E. I. DuPont de Nemcurs and Co. EPA Acc. ’ : -
Nos. 073788 and 073789. ‘ . : : C -

' 5. REVIEWED BY: A - : T
Name:kRoger.Ga:dner _ ; . '
_ Title: Toxicologist . . Signature:
Organization: Review Section 6 Date:
Toxicology Branch -
6. APPROVED BY: B _
' Name: Jaﬁe.“ar is, Ph. D. ; . P .
Titler m Signature: % F )4/%0

Organization: Review Section 6 Date: / = //>/¢7
Toxicology Branch v A

T. CONCLUSIQN: Levels as high as 2500 ppm DPX-L5300 (highest
dose tested) in the diet of dogs for 90 days caused
no clearly treatment related effects. These results
_suggest that a NOEL is likely to be >2500 ppm in dogs
under the test conditions.

Core classification: Minimum.

8. MATERIALS AND METHODS

Test species: Male and female beagle dogs from 4-1/2 to 5
morths of age were used. The body weights of the males were,
from T.9" to 10.2 kg, and that for females was from 6.6 to 8.2
kg . B -

perimental procedure: Four groups containing 4 male and &

Ex
female dogs were given dists containing 0, 50, 500, or 2500 -
b )

m test substance for 3 months.




004943

8. MATERIALS AND METHODS (continued)

Al]l test animals were observed twice each day during the

study. and the appearance of toxicological signs or mortality
were noted. Bcdy weights were measured once each week starting
two weeks prior to initiation and during the course of the
study. The amount of food eaten by each animal was noted:
daily, and the amount of test substance consumed by each

aniral was calculated in terms of mg/kg body welght.

.

The test animals were given a physical examination to evaluate
:he central and autonomic nervous systems: cardiovascular,
gastrointestinal, and genitourinary systems; general condition;
and eyes, mucous membranes, skin, and fur condition. These
examinations were conducted prior to the start and ‘at weekly
1ntervals until the end of the study..

Blood and urine samples were taken prior to the start (at two

and one weeks prior to start of the study) and at 1, 2, and 3
months in the experiment. The dogs were fasted overnight
before blood samples were collected.

Hematclogical observations included hematocrit, hemoglobin,
differential and total white cell count, red cell count, and
platelet count. From these observations mean corpuscular volume,
hemoglobin concentration, and hemoglobin were calculated.
Zrythrocyte morphology was also observed.

Blood biochemistry observations included fasting glucose,
tetal protein, albumin, globulin, urea nitrogen, creatinine,
alkaline phosphatase, aspartate aminotransferase, alanine
aminotransferase, cholesterocl, uric acid. total bilirubin,
and electrolytes. '

Urinalysis included gross appearance, DbH, specific gravity,
zrotein, glucose, ketones, bilirubin, urobilinogen, protein,
occult tlood, and microscopy of sediment.

At the end of the 3-month feeding period the animals were
sacrificed and subjected to grcss necropsy. Lesions were
noted, and organ weights were determined for the adrenals,
btrain, heart, kidneys, liver, pituitary, spleen, gonads, and
thyroids/parathyroid,

Samples of the following tissues were processed for microscopic

examination: adrenals, aorta, bone, bLone marrow, brain,

cervix, epididymis, esophagus, eys with cptic nerve, gall

cladder, heart, intestines, kidneys, liver, lungs. lymrh

Eodes, mammary gland, nerve (sciatic). ova”ies;~nantT€25g“ o

tuitary, prostate, rectum, saliivary gland, skeletal ruscle,
p-hal cord, spleen stomach, testes., thyroid/parathyroid,-

..4

;’.‘
o

il
0
[¢]
jo
1’}
o
.

o 'L!l

rinary bLadder, uterus, vagina, and gross lesions




8. MATERIALS AND METHODS (continued)

Samples of blood, urine, and feces were collected prior to
sacrifice of the animals and sent to the sponsor for residue
analysis. Samples of brain, kidney, liver, muscle, spleen,
testis, and fat were ‘collected from each animal at necropsy.

pooled by group, frozen, and sent to the sponsor for possible

residue analysis also.

StatisticaiT}roce&ures are déscgibed below aékappropriate.

9. REPORTED RESULTS

None of the animals died during the Study,'and the investigators"

noted no physical or clinical signs that could be attributed

.to the test substance.

There were no statistically significant differences noted
between the control and trezted groups with respect to group
mean bodj welght. However, the authors s<ated that the mean
body weight for the high-dose group males was lower than that
for the controls throughout the test pericd. The decrement
in mean body weight for the high dose group was described as
progressive, and the difference between ttat group and the
control group was a 6% decr=ase by the ené of the study. The
progressive nature of the weight difference was considered by
the authors as suggestive of a test substance effect. Table
1 summarizes the reported g“oun mean body welgnts for the
control and high dose group males.

Table 1
Summary of selected group mean (andkstandard
deviation) body weights (kg) for control and

high dose group male dogzgs.

Dose zroup

Week of study Control 2500 Ebﬁ
0 2.5 (0.5) 9.5 (1.1)

k 12.5 (0.8) 10.2 (1.3)

8 11.2 (0.9) 10.8 (1.1

13 11.8 (0.9) 11.1 (0.9)

The report stated that there were no statistically significant
or renmarkatie group differences for food consumption or frod
efficiency {g body weight gzined/g food ccnsuu‘d)

Si. 004943
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TH aily 6F test sutstance during -he feeding rperio
(mg/xg/day) was reported to de 1.5, 1b.9, znd 73.3 ng/kg/iay
for low, mii, ani high dose grcus males, r=stectively. Those
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SULTS (cont: nued)

9. EPORTED_R

respective values calculated for females were 1.6, 15.1. and
78.0 mg/kg/day. The authors described these values as wlthln
BO to 100% of nominal valuss. :

Tne onlj statistically sigrificantly different hematological
values observed included slightly decreased mean corpuscular
hemoglobin concentration (MCHC) and slight increases in mean
platelet and total leukocyte counts. These differences were

noted in the high dose group males and at one of the observation.

times. The difference in MCHC values were observed at 2
months (36.3 g/dL in the control group and 3L4.6 g/dL in the
high dose group; p<0.05). Differences in platelet and total
leukocyte counts were significant at the month 3 observation
(p<0.05). Platelet counts for the control and high aose
group males averaged 2.53 X 10° and 3.54 X 105 cells/mm3
respectively. Respective leukocytes counts reported for tbe
control and high dose grours were 10.2 and 13.3 (X lO3
cells/mm ).

According to the report, there were no consistent patterns in
the clinical chemistry or urinalysis results that could be
attributed to the test substance.

The report stated that the thyroid/narathyroid weights were
the only. organ weights possibly affected by the test
substance. The only group that appeared to be significantl
affected was the high dose. group. Table 2 summarizes group
mean weights and weight ratios for the -thyroid/parathyroigq
in. the control and high dose group males and females.

Table 2
Summary of group mean organ weight
and organ-to-bodry weight ratios for the

thyroidi/parathyroid

Dose Body Organ Weight ratio
group wt (g)* wt (g) (X 100.000) -

Males
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9. REPORTED RESULTS (contlnued)

The report concluded that macrcscoplc and hlstopathologic‘

" findings occurred in both treated and control animals, or they
were noted sporadically. None were associated with administration
of the test substance. Histopathology data are reproduced in
Appendix A below. :

10; DISCUSSION

The investigators concluded that there were no treatment-re-

lated effects on. survival, food consumption, food efficiency,

clinical signs, clinical chemistry, urinalysis, or post mortem
observations. A no-observed-effect level (NOEL) of 500 ppm

was selected by the investigators on the basis of hematplogical - L
effects and organ weight changes for the thyr01d/par thyroid

seen in the high dose group-.

Differences(noted in platelet and total leukocyte counts were :

descrited as slight, and they were reported at one observation

“time during the study. The increéased thyroid/parathyroid

weights also appeared to be slight, and in the case of the ) .
females, were probably associated with the increased body ) Ct
weights observed for the high dose group. These effect s are o
unlikely to be toxicologically significant, especially when

considered along with the absence of other dose related

effects descrited above.




APPENDIX A

Summary of histopathology in dogs
treated with DPX-L5300 (reprcduced from
the original report cited above)
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DATA EVALUATION RECORD
1. CHEMICAL: DPX-L53C0-
2. TEST SUBSTANCE; Benzoic acid, 2-[[[[N-k-methoxy-6-methyl-

-1, 3, 5-triazin=2-yl)-N-methylaminolcarbonyllamino]-sul- - v
fonyli-, methyl ester (9#,2? active ingredient) was used. S -

e

3.  STUDY/ACTION TYPE: Tératoloé} - rat

k. STUDY IDENTIFICATION: Christian, M. S., and A. M. Hoberman.
August 16, 1985. Developmental toxicity study of L-5300
in the rat. ~ Unpublished Report No. HLO-513-85 prepared
by Argus Research Laboratories, Inc. Sutmitted by E. I. :
CuPont de Nemours and Co. EPA Acc. No. 0T73790. p -

5. REVIEWED BY:
Name: Roger Gardner : ) : B . o hh

Title: Toxicologist Signature:
Organization: Review Section 6 Date:

Toxicology Branch

6. APPROVED BY:

Name: Jane Harris,,Ph. D. o 3 : ;/ °
Title: Géﬁgiizl$5”*4 Signature: Aad T - .
Organization: Review Section 6 Date: -/ ~ /NS
./ 4

~Toxicology Branch

-

. CONCLUSICN: Doses of 125 and 500 mg/kg/day were found to
‘cause maternal toxicity in pregnant rats when administered
by oral intubation on gestation days & through 15. Those
doses decreased maternal body weight gain and food con-
sunption, increased the liver-to-body weight ratios (at
the highest dose), and caused excess salivation in some
animals. Fetuses from dams given the two doses also had
reduced body weights. The highest dose caused resorptionas,
fetal dezths, and incomplete ossification. These results
indicate that the ¥OEL's and LOEL's are 20 and 125 mg/kg/day,
fcr maternal and developmental toxicity,(zespectivelx}—e——*—fr

Core Classification: Guideline

8. MATERIALS AND METHODS

Test species Seven- tc ten-week-o0ld male and female Crl:

CO2S®.CD® (SZ)BR stirain rats wer= used.,” Each female was

cohabized with a mzle for up to five days and was examined

daily for a vzgirnal plug or the cresence2 of sperm in vaginal 4%
smears The day either were fcound was designated Day 0 of




004343

gestation, and the an1mal was assigned to a test group.
8. MATERIALS AND METHODS (continued)

Exg;i*mental procedureS' The test substance was suspended in
0.5% aqueous (w/v) Methocel® and administered by gavage on
days 6 through 15 of gestation. Doses of 0, 20, 125, or 500
mg test-  substance rer kz body welght were given to groups of
25 mated dams.

Each dam was obs erved at least once dally for occurrence of

toxic signs and mortality during the treatment period. - Body . _
weight determinations were made on day O and on days 6 through

20 of gestation. Feed consumption was a;so measured on days

o, 6, 10, 16, and 20.

The rats were sacrificed on day 20 of gestation. Gravid
uteri, maternal livers, and individual fetuses from each dam
were weighed, and the numbers of corpora lutea, implantation
sites, live and dead fetuses,,and resorptions were noted.

The report descrlbed the examinatlon of ;etuses as follows.

+»+A11 live fetuses were examined for gross external
alterations. Dead fetuses were examined for these
parameters to the extent possible.

Gross external alterations observed in fetuses
found dead were not included in data summar‘zatlon
or statistical ana’ysesr

...Apbroximately'one half of the fetuses Iin each
litter, exciuding stunted fetuses (fetuses that
weighed less than 1.25 grans), were examined for
visceral alterations using Staples' technigue.
These feituses. were decapitated, and the heads were
fixed in Bouin's solution for subsegquent free hand
ectioning and examination. Approximatelr one-
half. of all remaining fetuses were eviscerated.
Cne-half of all stunted fetuses were examined for
soft tissue alterations.

Al]l fetuses were examined for possible skeletal
alterations.

Statistical procedures are discussed below as appropriate.

The report noted that animals dying during gestation, aborted,
or not pregnant were not included in the litter analysis of
results.

ions: Cne death was reported in the study.
e low dose grcup after the sixth dose was
thors attr;bufed it to intubation injury.

+
u
It was notﬂd in th
given, and the aut
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9. REPORTED RESULTS (contiﬁued)

The only 51g4 assoclated with the»test substance was excess
salivation which ogcurred in 0, 0, 2, and 11 animals from the
control, low, mid, and high dose groups, respectively.

The authors reported statistically significant decreases in
_.mean body weight for the mid and high dose groups compared
with the control group at Day 9 of gestation. The differences
persisted in the high dose group until termination of the
study, but the difference between control and mid dose animals
renmained statistically significant through the Day 16
observation. Body weight gain for the mid and high dose
groups was statistically significantly decreased during the
dosing period, especially during the first three days of
dosing. After the dosing period, body weight gain for the
mid dose group was statistically significantly greater than
that for the control group. A similar "rebound effect" was
not observed in the high dose group according to the report.
Table 1 summarizes reported maternal body welght results that
reflect these patterns.

Table 1

Suzmmary of group mean maternal weight and
" food consumption results :

' Dose (mg/kg/day)

Observaticn o 20 T 185 500
" Body weight (g) 2t :
Day O 262.5 263.6 263.5 262.0
Day 6 ; - 282.0 ~ 280.5 283.1 278.2
Day 9 "~ 290.9 285.2 275.L#*% - 265, 3%%
Day 12 30k.7 300.3  28L.5%% 271, ,0%%
Day 16 329.L 327.0 306.5%%  282,1%%
Day 20 393.3 394.7  377.9 323.3%%
Day 20% 319.6 315.2 303.2 263.Lx»
Body weight gain
Days 6-9 8.9 L.7 ~T.Ttt ~-12.9%+
Days 1€-20 63.9 67.7 T1.4¢ Li.2++
Days 0-20 130.8 131.0 11h .4+t 61.3t+
_Days 0-20% 57.2 51.5 ©39.7Ttt 1.3tt

*Day 20 weight and weight gain are based on body weigzht
corrected for waig“t of the gravid uterus.

¥*¥3tatistically significantly different from controls as
determin=d by Dunnett's test {p<0.01 ,

ttStatistically significantly differern:t from controls =zs
determined by Mann-¥hitney U %“est (t<0.01)
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9. REPORTED RESULTS (continued)

Feed consumption for dams in the mid and high dose groups

were -also statlstlcally 51gn1f1cantly decreased from that of

the control group. Reported group mean daily consumption )

values during the dos*ng period for the control, low, mid, . - 5
and high dose groups were 7.2, TT.1, 66.7, and 50.7, . . B
respectively (the latter two means were significantly less’ oo o
than the control group mean, " p<0.01 by Mann Whlbney U test).

Although the authors stated that there vere no statistically
. significant differences between treated groups and the control - : T E
group with respect to group mean liver weight, they noted o . Sl
that the liver weight was decreased a2t the high dose (15.55 g . o
compared with 16.05 g for the control group). The liver to . ° ' -

body weight ratio (% ) for the high dose group dams was

statistically significantly increased over that for the.

control group (4.38 vs. 4.08, p<0.01 by Mann-Whitney U test).

Group mean uwterine weights were reported to be 73.66, 79;51,
T4.75, and 59.9k g for the control, low, mid, and high dose.
groups, respectlvel )

Litter observations; Table 2 summarizes the litter observations
as they were reported. The authors noted that 15 of the 16
fetuses in one litter from the high dose group were found

dead, but there were no ‘totally resorbed or aborted litters in
any of the test groups.

Fetal observations: The most freguently observed fetal
alterations are summarized in Table 3. The authors stated
that the number of litters containing one or more altered
fetuses was statistically significantly increased in the mid
and high dose groups above that for the control group. These

increases were associated with increased incidences of incom-
pletely ossified or unossified sites (see Table. 3J), and in
‘the high dose group, an increased incidence of edematous
fetuses. The authors described the dose-related alterations
as follows:

Dose-dependent increases in the litter incidences
of incomplete ossification of the thoracic and
caudal vertebrae, sternebrae, xiphoid arnd pubes
ccecurred in the middle and high dosage groups.
These increases were significant (p<0.05 to p<0.01)
for the high dcsage group litters, and bifid
thoracic vertebral centra and urossified caudal
vertebrae were significantly increased {(p<0.05)
for middle dosage group litters, as compared with
control values. Although not significantly
inereased {p>0.95), the observations of edenma, 4:3
(=4




9. REPORTED RESULTS (continued)

enlarged fdntanellé, unossified‘supraoccipital,,; _
altered ossification of lumbar and sacral vertebrae
and unossified metacarpals and metatarsals in high
dosage group fetuses were also considered felated -
to administration of this dosage of the test '
substance to the' dams. - :

The authors also nbted that there were no inéidenées of other
fetal alterations occurring in a dose-related manner. :

Table 2
Summary of litter observations

- Dose (mg/kg/day)

Observation 0 20 125 500

No. presumed ‘ : ’ ; ; ’
pregnant ) ’ 25 25 25 ) 25

No. pregnant 22 20 23 .22

Deaths ) : 0 1l 0 0-

No. litters with ,
live fetuses 22 : 19+ 23 ~ 22

Corpora lutea/dan 17.9 - 18.6 "18.0 . 18.5

Inplantations/dam 14.8 15.8 15.7 . 15.8

Eesorptions/litter 1.0 1.0 0.9 1.5

Mean % resorptions
or dead concep-

tuses/litter 5.7 6.2 5.1 13.9
Live fétuses/litter 13.8 " 14,8 1b.g 13.6 )
Dead fetuses 0 0 0 15
Userine weight (g) T2.66 79.51 Th.75 59.9b%
Mean live fetal
weight {g) 3.22 3.20 2.98%% 2 38%x

tExcluding the litter of the dam that died.
¥Statistically significantly different from controls
(g<0.01) by Dunnett's test.
¥%¥Statistically significantly different from controls
{p<0.01) Tty Jonckeere's test.




004943

- 6 -

9. REPORTED RESULTS (continued)
Table 3
Summary of frequently reportited fetal dltera;ioné

Dose (mg/kg/day)

Observation ' ' 0 20 125 500
No. fetuses éxamined 304 282 ,’352' ©.299 - k A

External alterations

Skeletal alterations

Skull ) :

Enlarged fontanelle 0 0 0 1.

Surraoccipital unossified O 0 0 1

Hyoid urossified 26 15 24 21
Vertebrai- .

Thoracic centra ) . . ) -
Unossified _ 0 -0 1 6
Unossified (unilat.) - 1 ‘ 0o 0 2 .
Bifid 0 1 6 11

Lumbar centra
Unossified 0 0 c 4
Unossified {unilat.) 0 0 0 2
Bifid 0 0 o] 1

Sacral - unossified 0 0 0 2

Caudal - unossified 0 1 5 17
Sternebrae

Yanubrium {total with al-
tered ossification) 1 1 3 3

Centra (total with alter-
ed ossification) T L 11 17

Xipnoid unossified 9 L 17 132
Pelvis (total with alter-

‘ed ossificatiorn) 6 3 T bl
Metacarpals - uncssified 0 0 0] 1
Metatarsals - uncosssified 0 8] 0 2

¥Ztatistically . 0<0.05.
®¥Stasistically , p<0.01.
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9. REPORTED

ESULTS (ocntinued)

Table 3 (COntinue57

Dose (mg/kg/day)

Cbservation 0 20 125 500
‘No. litters examined 22 19 23 22
External alterations -
Edematous 0 0 Q 2
Skeietél alterations
Skull , ' ;
‘Enlarged fontanelle 0 0 0 1
Supraoccipital unossified 0 0 0 1
Eyoid unossified 12 8 12 11
Veftebrai
Theracic centra } .
Unossified- 0 0 1 5%
Unossified {unilat.) 1 0 0 2
Bifid o 1 5% Te*
Lumbar centra .
Uncssified 0 0. C L
Unossified (unilat.) 0 0 0 1
Bifid 0 0 0 1
Sacral - unossified 0 0 0 2
Caudal - unossified 0 1 9% Bxx
Sternebrae
Menubrium {total with al-
" tered ossification) 1 1 z 3
Centra {total with alter-
ed ossification) 6 3 9 18 %
Xiphoid unossified 6 3 12 19%%
Pelvis (total with alter-
ed ossification) L 3 7 11%
Metacarrals - unossified 0 G o] 1
Metatarsals -~ unoossified 0 0 c 2
¥Statistically significantly different from controls; p<2.05.
¥¥Z3taticstically significantly different from centrols, p<l.01.

 ooaeas
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10. DISCUSSION

The report concluded that the 125 and 508 mg/kg/day ‘dose

levels caused maternal toxicity as indicated by decreases in

body vweight gain and food consumption, excess- - salivation, and

-at the highest dose tested 1ncreased llver~to-bodj—welght ST T
‘ratios. The data presented in the report indicated that th, ; _ T R
adult toxieity NOEL and LOEL were 20 and 125 mg/kg/day, o
respectively.

The investigators further concluded that the test substance ‘
was associated with a decrease in fetal weight at the maternally - e
toxic doses of 125 and 500 mg/kg/day. The highest dose also
increased the incidences of resorptions, fetazl deaths, and
fetuses with incomplete ossification. There were adequate
data presented to indicate that the NOEL and LOEL for
developmental toxicity are also 20 and 125 mg/kg/day,
respectively.




L DATA EVALUATION. ASSAY
1. CHEMICAL: DPX-L5300

2. TEST SUBSTANCE; Benzoic acid, 2-[[[[N-k-methoxy-6-methyl-

] 1, 3, 5-triazin-2-yl)-¥N-methylan nolcarboryllamiro] -sul-
fonyl]-, methyl ester {The composition was.reported on
page 4 of the original repori which was not included in
the copy reviewed herein.)

3. STUDY/ACTIGN TYPE: Mutagenicity - Ames assay’

L. STUDY IDENTIFICATION: Haskell Latoratory for Toxicology
" and Industrial Medicire. ‘May 25, 1985. Mutagenicisty
evaluation in Salmonella typaimuriun. Unpublished Report
No. 245-83 prepared by Haskell Laboratory. Submitted by -
E. I. DuPont de N¥emours and Co. EPA Acc. No. 0T73790.

5. REVIEWED BY:

Name: Roger Gardner

- Title: Toxicologist Signature:
Organization: Review Section 6 Date:

Toxicology Branch

6. APPROVED BY:

Name: Jane Harris, Ph. D. . ’ ¢ éﬂ i .
Title: Section Head Sigrature: {éé:;Av

Organization:

7. DISCUSSION

Review Section 6 Date
Toxicology Branchn

AND CONCLUSIONS: No ircreas

of reverse
strains TA

mutations was observed in S

s A A
(7 PYST

e in the incidence
almonella +yphimurium

1535, TA9T, TA98, and TALGO

when exvosed to

levels as high as 500 ug/plate without metabolic activation
or as much as 2000 ug/plate with metabolic activation.
However, it should be noted that page b of the original
report 1s missing, <nd there were no toxicity data pre-
sentcd to indicate that a sufficient dose range was

tested.

Core classification: Unacceztabls because the report is
incomplete as described in the previcus paragraph.

3. MATERIALS aND METEODS

feference mutazens: 2-Aminoanthrzzine, G-amincacridina,
i—methyl-N'-nicro-N-nitrcsoguaniiine, and Z-nitrcflourene
ntrols.

vare used as pcsitive co
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8. MATERIALS AND METHODS (continued)

Bacterial culture media: Top agar for selection of histidine
revertants. This minimal agar medium contained 0.6% agar and
0.6% NaCl. Immediately before use of the selective top agar
0.05 mM L-histidine .ad 0.05 mM D-biotin .was added to the
‘medium. ’ N '

M1n1mal bottom agar. "Davis Minimum agar was used as the
bottom agar. S :

[
a

Midrosomal enzyme (S-9) prezarztion: Liver microsomal
pr2parations were obtained Irom Aroclor 1254 induced
Crarles River CD® rats. To eack 0.3 ml sample of the .
S-9 was added 0.7 ml of the follcwing: 8uM MgClp, 33 uM KC1,
4 uM NADP, 100 uM sodium phosphate -buffer (pH 7.4), and 5 ul

glucose-6-phosphate

Toxicity testing and dose-selection procedures: Up to 10 mgz
test substance per plate were tested with cultures of the
. N .TnlSBS strain on minimal selective agar plates with and
2 o thout metabolic activation. The steted criteria for selsc-
K : . ftion of the highest dose level to be used in the mutagenicity
assays was slight toxicity. : ’

Yutagenicity assay prozcedu t stated that the

tes%t substance was serially dilute S'Qr 6 doses were .
tested in all 4 strains with and without metabelic activation.
The tes* substante was solubilized in LMEO. Fach dose and
vehaicle control was tested in duplicate. For tests without
metabolic activation, 100 ul of each tester strain (100 cells)

-l

& and 100 ul test or control sclution were added to 20 ml selec-
tive minimal “opr agar. In tests with metabolic activation,
122 ul of <he tes*% strain, 500 ul of test solution, and 0.°%
rl of the 5-% mixture were addei to 2.2 ml of the selective
minimal top agar. These soluticns were overlaid on nminimal
bcttom agar, and the plates wers then incubated at 37> € fer
42 hours. After incubation the revertant colonies on each
plate were c¢cunted. 2-Aminoaniiracine (244) was used in a1
test strains as the positive ccrntrol for assays with metabelice
aztivaticon; for assays without =etadbolin activation, 2-nitro-~

" fluo e (2-HF) was used in strzins TA93 and T2100, 9-aminc-
acridine (92A) was used in strain TALS35, .and H—metnyl—ﬁ'—
nisr itrosoguanidine {MNNG)} was used as the positive-
ccnt in strain TASY.

9. REPCRTED RESULTS
Ccneentraticns of the ¢
mezabeolic aztivation we
tha 53-0 mix, concanirz:
texic.




9. REPORTED .RESULTS {continued)

-0n the basis of the breliminary results, the report noted

that maximum dose levels of 2000 and 500 ug were selected for

the mutagenicity assays with and without metabolic¢ activation,
respectively. ’ : , o : :
Mutagenicity assays: The investigators noted that the test
substance did ‘not cause & positive response in any strain tested.

The mean numbers of revertants/plate~(calculated'ffom the
duplicate plates in each trial independent of the original
report) are as follows: ' ST

Dose (ug : S , .

per plate) - Tal53% TA9T -~ TA98 TA100
Without acﬁiqatioq~ ’

0 23 98 16 - 100
5 - . 23 109 - 16 87

10 26 106 . 15 98"
50 21 157 15 . 101
100 17 - 110 - 19 96
500 16 106 13 79
oNF == -- 1683 ' 3753
MNUG 3200 -- _— -
98A S -- ‘826 - PP

With activation -

0 16 133 2 93
10 17 139 25 101
50 1L 12k 23 88
100 1k 133 27 95
50C 11 130 20 : 7
1000 3 123 © 18~ 90
2000 7 120 15 . Lo,
247 16 968 1405 518




'DATA EVALUATION ASSAY
1. CHEMICAL: DPX5L53OO
2. TEST SUB STANCE; Benzoic acid, 2- [[[[3-b-methoxy-6-metnyl-

1, 3, 5-triazin-2-yl}-N-methylam? nolcarb01y1lamﬁno] sul-
foryl]l-, methyl ester (96.8% actlve~1ugredxent), ’

3. STUDY/ACTION TYPE: Mutagenicity - Point mutation assay in
Chinese Hamster Ovarj cells in v1tro.

L, ‘STUDY IDENTIFZCATION: R

chard, L. B., D. V. Ullman, W
N. Choy, and A. M. Sarrifs. May 20, 1985. Mutagen?
evaluation of INL 53C0-20 in the CHO/HGPRT assay. . )
Unpublished Report To. 58-85 pre“ared by Haskell Laboratory. -
Submitted by E. I. DuPont de Nemours znd Co. EPA Acc. )
No. 0T72790.

.
city.

5. XEVIEWED BY:

Name: Roger Gardner )

Title: Toxicologist Signature:

v Organization: Review Section 6 = . Date
) Toxicology Branch -

5. .APPROVED BY:

Name: Jane Harris, Ph. D.
Title: Section Head Signature:

Tone
Organization: Review Sectionk6 ‘ Date: //2;2£y{£zyv ’

Toxicology 3ranch

T. CCNCLUSIQONS: No mutagenic activity was observed in CHO
cells exposed to 0.5 %o 5.0 n% 33/—;3300 with and without
activation. :

Core classification: Acceptatle

@
.

MATERIALS AND METHODS

Test species: The BHL clone of the Chinese Hanmster QOvary

(CEC) K1 cell line was used. They were routinely maintained
in ¥aM's Fl2 medium without hyzoxanthine -and contained 5%
dialwvzed heat-inactivated fetal borize serum (DHIF3S) without
anti%ioties. Cultures were incubauv=Z at 37° C in 5% COo and
9C% relative humidity. Cells were reamoved from these cultures
for subtculituring with 0.03% trypsin.

Positive ccnitrcl substances: 9,10-Dimethyl-l1,2-tenzanthracene
ZWEZLY and methanesulloniz acid, ethyl esser [EZMS) were usgeil.
Seclvent: Dlimeshylsulfzxids (2#30) was used.
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8. MATERIALS AND METHODS (cont 1nued\

Metabolic activatlon (S 9) mixture: Ten male Crl:CD® rats

were induced with Aroclor 1254. .Subsequently, the animals - .
were sacrificed. The livers were renoved and homogenized in . o
cold {L4* C) phosphate buffered saline. The homogenate was ' § ok
centrifuged at 9000 X g, and the supernatant (S-9 fraction)’ K i
was decanted and stored at -T0° C until needed. 'According to :

_the report, the protein concentration was determined, and

then the Cytochrome Plsg concentratloﬂ was determlned (3.3

nmoles/ng’ prote-“).

"" .

[

ledia: - Treatment medium for cultures in assays without :
metabolic ac*ivauloq was the same as that for culture mainte- ) :
nance mentioned above with addition o< penicillin (50 units/ml)
and streptomycin (50 ug/ml). The medium {pH 7.2) was buffered
with HEPES (2.5 X lO'ZM) Test substance was added in the ’
solvent at an approprlaue concentration with the total volume
of 60 ul added o 3 ml of the culture medium.

The same treatment medium was modified for assays with meta--
bolic activation. For -these assays the S5-9 fraction {1 mg
protein/ml), magne31um chloride (5.6 X 10-3M), glucose-6-phos-
phate (5 X 10-3M), and nicotinam*de adenine d1nLcTect1de phos-
phate (-.5 K 10- BM) ‘

Tra medium used to allow the cells to express mutations
ontained 6-thioguanine, but the ccmposition of that medium
was not described in the report.

Cytotoxicity studies: The report stated that preliminary

cytotoxicity studies with and without metabolic activation .
were conducted to provide a2 basis for dose selection in the i
mutagenicity assy. The criteria for selection of tes: ) :
ccncensrations were described as follows: . . i #

Ideally, the highest concentration of test chemical
used should give about 10% survival as compared to
the control. In cases where sufficient toxicity
could not be demon strated,.the test compound was
tested up to and slightly beyond the limit of
solubility in the treatment medium..

Experimental procedure: The report stated that approximately

5 107 cells were plated in a 25 cm? culture flask with 5 nl

of the culture medium (descri“ed abova). Thess flasks were i
irncubated until %“he next Jday when the culture medium was i
removed and the itreztment mediuz was z2dded to the cells. The

cultures were then incubated for 16 <5 20 hours (witheut %he

S-3 fracticn) or for 5 hours {with ths $-% frz-ticn). Zubge-

zuently, “reatment iium was rezcveZ, and the cells wer=e




8. MATEZRIALS AND METHODS (continued)

washed with culture medium. Those cells treated w thout the
S-9 fraction were immediately subcultured in the 2xpression
medium (described above), while those treated wiih the S-9
fraction were placed in culture medium and incubated for 21
to 25 hours before subculturing in.the expression medium.
Incubation conditions were-.the same as those described abqvé
for routine culture ma*ntenance.

Data analy515' A two varlable (do:e and experiment) Ana1y51s
of Variance (AWOVAJ model aliowing for unegqual sample sizes
and nuzbers of doses for eachk trizl was used according to the
report. Mutation frequencies had to be transforpmed before
such a statistical model could be usd because of the complex ) -
nature of the experimental errors and the data characteristics

requiredi by the assumptions associated with the analytical

nodel. The investigators indicated that the frequencies were

sub’eiged to a power transformation (Y = [mutatlon freaquency o , ‘
+1]0.13) ‘ !

Each se% of results for a given test substance concentration

was compared with the solvent control by 2a t test to determine

statistically significant increases in mutation frequency.

ANOVA was used to itest for statistically significant dose- i
response relatlonsrlos. The report stated that linear,

gquadratic or higher order effects were analyzed by an F test. -

Historical control daua"*dn 20 assays without S- 9 fraction

and 20 with the fraction were used to establish the following
criteria of acceptability for each trial: 3
n 42 and 93%.

1. A cloning efficlency.hetwee
n fraguency between 0 and kS

2. A spontaneous mutat_o
rer millicn cells

b

cordizg to the report, a pcsitive result meets the following ¢
cr iteria:
1. The nutation fregquerncy at one or more test substance
concentrations is significantly greater {p<C.01) than
that of the solvent coatrol.
2. The correlation beiween mutant freguency and test
substance conceniraition is significantly (p<0.01)

greater than 0.

A test substance 1s considered to be negative if:




9. REPORTED RESULTS

2. The correlatlon between mutant frequency ‘and test
substance concentratlon is not signlflcantly (p<0 01)
greater than O.

sdlubility} Thevreport noted that the maximum attainable
concentration of the test substance in DMS0O was 250 mM.

Test substance cytotoxicity: In preliminary cytotoxicity E
studies with and without activation (S-9 fraction), respective
concentrations up to 5.0 mM or 2.5 mM did not cause toxicity.
The authors noted that concentrations higher than 5.0 mM
would require cytotoxic concentrations of DMSO, and therefore
higher concentrations were not used. (The report noted that
tne 5 m¥M concentration was achieved by adding . 60 ul of the
25C. mM stocx solution to 3 ul of the culture medlum.)

Cn the'basis of the number of cells per flask, the investlgators
concluded that concentrations of 2.5 mM and higher were
cytotoxic. Results reported for those concentratlons and_ the
control group are summarized 1n Table 1,

Table 1

Cytctoxicity of the test substahce to CHO/HPRT cells'(prior
to inoculation of the expression medium)

. » Cells per flask (x 1066)

Concentra- Without activation With activation
tion (=) Trial 1  Trial 2 Trial 1 Trial 2
0 - 2.70 3.0L 2.11 3.21
- 2.55 3.07 2.03 . 2.87
2.5 2.39 2.82 “1.81 2.35
©2.k9 2.56 o 1.69 2.81
3.75 2.22- 2.39 1.23 2.b2
2.25 2.85 1.36 2.22
5.0 _ 2.GC3 2.61 1.43 2.45
2.132 2.55 1.63 2.1%
Table 2 sunrarizes the reporied mutant frequencies. The 011J
statistically significan®t increased mutant frecguency result
were those ¢f the positive control groupns when comgpared w1th
results frem the sclvent controls. The dose-response
ccrrelation was deternined to be insignificaptly difrerent
from C (p=C.13h2 for the assay without activatiocon and p=0.0687
in the aztivated assay).
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9. REPORTED RESULTS (continued)
’ Table 2 °
Mutant ‘frequency (per 106'surviving cells)

. Concentra- Without activation  With activation

tion (mM) Trial 1 Trial 2 = Trial 1 Trial 2
o 0 A L 10.0 -
: 1.2 © 3.6 6.9 6.2
0.5 2.4 0 0 "o :
8.5 o217 5.6 0
1.0 13.0 16.5 1.6 20.1 -
9.9 5.9 © 9.5 24,9
2.5 o 16.5 G 31.8 i
8.1 1.3 0 L.3 g
3.75 0 ) o 0
3.1 LTS 6.7 1.9 -
5.0 10.5 1.5 L.y 3.1
1k.h 10,3 0 5.9
0.5%+ .  1L1.3 191.2° - ——- !
: 167.0 134, 4 N S
0_015*:* —_—— —_——— ’13’4.0 162.4

—-- - _ 132 108.5

¥Positive control; EMS
®¥*¥Positive control; DMBA

10. DISCUSSION D

There were adequate data presented by the ad}hors to suprert
their conclusion that DPX-LS5300 is not mutageniec in CHO
cells under the conditions of the experiment.
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DATA EVALUATION RECCR

1. CHEMICAL: DPX-L5300

2. TEST SUBSTANCE; Benzoic acid, 2-[[[[d-b-methoxy-6-methyl-~
‘ 1, 3, 5~triazin-2-yl)-d-methylaminolcarbonyl]amino|-sul~
fouylff; methyl ester (96.8% active ingredient) was used.

‘f3.k‘STUDY/ACTION TYPE: Cytogenetics = rats

L. "STUDY IDENTIFICATION: Ullmann, D. V., and A. M. Sarriff. ‘

‘ June 1k, 1985.  1In vivo assay of INL-5300-20 for chfomosomal
aberrations in rat bone marrow cells. Unpublished Report
No. 286-85 prepared by Haskell Laboratory. Submitted by B
E. I. DuPont de Nemours and Co. EPA Acec. No. 073790. R

5. REVIEWED BY: . .

Name: Roger Gardner o .

Title: Toxicologist Signature:

Organizatior: Review Section 6 Date:
o . Toxicology Branch

6. .APPROVED BY:

 Name: Jane Harris, Ph. D.v
Title: TS Signature:
Organization: Review Section 6 " Date:
. Toxicology Branch '

7. CONCLUSION: Single oral doses of 50, 500, or 5000 mg
DPX-L5300 per kg body weight had no effect on the inci-
dence of chromosomal aberrations or pitotic index of bone
marrow cells in male and female rats. )

R .

Core classification: -Acceptable

8. MATERIALS AND METHODS

Test species: Eight-week o0ld male and female Sprague-Dawley
Crl1:CD® (SD)BR strain rats were used. The males weighed from
213 to 271 g, and the females weighed frozm 171 to 213 g.

Positive control substance: Cyclorhosphanide was used as the
reference mutagen in this study.

Exrerimental procedures: Three groups containing 15 male and
15 female rats were given single oral dosss of 50, 500, or
5000 mg test substance per xg body weigh®. The test substance
was administered in corn oil by gavage. Cne group of 15

males and 15 females was given corn oil without the test 2
substance, and a second group of 5 animals per sex was given
20 mg cycloprosphamide per kg in distille? water.




8. MATIPIALS AND METHODS (continued)

Five animals of each sex from each . of the three groups given

the test substance and from the vehicle control group were .
sacrificed 6, 24, and 48 hours after dosing. The 5 rats of
~each sex from the positive control group were ‘also sacrificed

24 hours after dosing. Two hours before the animals. were -
sacrificed, each was given an 1ntraperitonnal injection of 1

ng colchicine per kg body weight to arrest dividing cells in'
metaphase-. -

The report stated that bone marrow-cells were then harvested
from both femurs by aspiration with Hank's Balanced Sa
solution. Cells were treated with a hypotonic KC1 so;ut*on
{0.075 M) and fixed with glacial acetic acid:methanol {1:3).
Slides were made from these preparations and flame dried.
They were stained with Giemsa stain and mounted in Permount®
for microsconic obsefvation.

Cytotoxlclty was determined. by the mitotic 1ndex for ‘each
sanple. )

According to the report;"there'ﬁere 50 metaphase cells
evaluated on each slide. The number and type of chromosomal
abarrations were noted along with the position in the
optical ‘field scanned of cells with abnormal metaphases.
Only those cells with 4O to 43 chromosomes were considered
adequate for scoring.

The authors stated that chromosomal aberratlons were c13551f1ed
as follows:

Chromatid type aberrations including chromatid breaks,
iscchromatid breaks, fragments, triradials, auadr;radlals,
intrachanges, a2nd cells wlth 10 or more aberratlons.

Chromosonme type aberrations including acentric fragments,
dcuble minutes, ringed chromosomes, translocations,
dicentric chromosomes, pulverized chromosomes, and
pulverized cells. -

Chromatid and isochromatid gaps which were noted but not
considered as aberrations.

tatistical analvses: The individual animal was considered as
the experimental unit with the percentage ¢f cells with one
or more aberrations, percentage of abnormal cells with more
than one aberrztion, and the number of aberrz tlons per cell
were subjected to statistical analyses. The analyses included
the Mann-Whitney U test, Fisher's Exezct test, and the Jonckheere
test for trends. Results from both sexes for each of the
three otservation times were poocled before statistical . 6
procedures were con e

)

D. |l-(

ucted.,
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8. MATERIALS AND METHODS

Mitotic indices and body weight data Qerevanaly;ed by two—wéy
analysis of variance. i )

9. REPORTED . RESULTS

A red discharge frqm the eyes, nose, and mouth was reported
in 2, 1, and 8 females from the low, mid, and high dose
groups, respectively. Five males in the high ‘dose group also
exhibited the dlscharges. : ’ o
Other signs whlch occurred sporadically 1ncluded whee21ng,
lethargy, hunched back, sen51t1vity to touch, and one closed
eye. There were one or two animals with one of these signs.

The only other clinical sign noted by the investigators was
soft feces or diarrhea which was associated wlth the use of.
corn oil as tne vehicle in the experiment.
A statistically significantly decreased body ﬁeight~was
reported at the highest dose level for males and females and
mid-dose group females 24 and L8 hours after dosing (see
Table 1). I
Table 1
- Group mean body weight (g) results ]

Dose (mg/kg)

Parameter ' 0 50 500 5000
Males
Body wt at 24 hr 2k9. L 24ko.2 251.2  235.6°
Body wt ga’n 9.6 L, 6 2.0% ~8.0%%x
Body wt at 48 hr 265.6 252.6 - 254.0 226.54
Body wt gain ik,2 14,8 3.8%%  _B Lxxx
Females
Body wt at 24 hr 197.4  189.2 196.6 182.2
"Body wt gain 1.6 1.4 L. 6 —13. ke
Body wt at L8 hr 202.4  195.6 190.0 189.6
Body wt gain 7.6 L.2 -1l.h* 11, 6%xx
*¥£<0.05; *¥%¥p<0.01; *¥%¥%¥p<0.001
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9. REPORTED RESULTS (continued)

-There were no compound related effects on the mitotic indek,

percentage of cells with aberrations, percentage of abnormal

cells with more .than one aberration, or number of aberrations
per cell (See Appendix below for reported group means). ‘

10. DISCUSSION

There,vere/adequate data presénted in the report to supﬁoft
the conclusions of the authors [(sees Section T. CONCLUSIONS
above). Co ‘ :




) , APPENDIX

Summary of group mean mitotic indices and
chromosomal aberration data as presented
in the original report cited in Section 4. above

fa)
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DATA EVALUATICK RECORD

1, - F-AICAL ppx-L5300 - - . -

2. mEST SUBSTANCE; Benzoic acid, 2-][[(N-l-methoxy-6-methyl-
1,3, 5-triazin-2-y1)-N-methylaminolcarbonyllamino]-sul-:.
fonyll—f methyl ester (96 8% ac*ive ingredient) was used.

3. meUDVfACTIOJ TYP Microrucleus assay - ra*. '

4, cmuov IDENTIFICAWIOV:'Ull—ann; D. Y., and A. 4. Sarri=.

uulv 22, 1985 Mouse ‘bone marrow micronucleus assay of
u-*300 20. Unpublishad Report Yo. L20-85 prapared hy
sx=211 Labkoratory. Submit%ted by Z. I. DuPont dé ' Nenmours

ind Co. EPA Acec. ¥o, 073730,

5. REVIEZWED BY:

Name: Roger Gardiner . T
Title: Toxicologist Sigrature: ﬁL#L-
zion: BReview Section £ " Date: a '(“ zs‘

Toxicology Branch

Organlz

: Jane Hérr‘s Ph. D.

Jamé - A
Ti<le: d%ﬁﬁﬁiﬁﬁk‘i Sigrnature: >ﬁ.4,£; «/bL‘L
Organization: Review Section 6 ~ Date; /1/7?>4sz )

Toxicology Branca

7. ©DISCUSSICN AND CONCLUSION The repert contained adeguate
infermation to support tbe authors' conclusions. A singie
‘eral dcse of 5000 mg DPX-L5200 ter ¥g body weight was
shown to be cytotoxic ed Tolychromatic /noruochr-matic
erythrocyte ratio) in mice. Thz 5000 mg/xz dose did not
increase the an'de ce of poly:hromatic arythroecytes with .
micronuclei ‘in treated mice. . , . -
3. 00M TEZIALS AND METEOLS
Test speclies: Seven-weex-old nale z2nd female Trl:CDl€-1
"ICR!BR s=rain mice wers used. The males weighed from 20.2
o0 2:.2 gz, and the females waizhed fronm 22.5 to 27.9 z.

Positive ~ontrol substance:
rzosizve control.
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8. MATERIALS AY YD METHODS

of 5000 mglkg vas selected because 1t is equivalent to a
limi t dose. for acute oral toxicity studles. :

‘Experimental proce.ure: A group containing 18 male and 18
female mice was given a single dose of 5000 mg/kg by oral
intubation, and a2 second group containing 15 animals of each
sex was given the corn 0il vehicle without test substance. A
third group that contained 5 male and 5 female animals was
‘given a single oral dose of cyclonhosphamide in distilled
wvater. Four hours after dosing, the animals were observed
for the appearavce 'of clinical signs. . They "ere,also weighed
and observed dai j for toxic si gqs thereafter

Subgroups of 6 animals of each sex given th° 5000 mg/kg dose
and 5 of each sex from the vehicle control group were subse-
guently sacrificed 24, LB, and 72 hours after dosing. The §
male and female mice 11 the positlve control group wvere
sacrificed 2L~ hours after reatment.

The bone marrcw was asparated fron both femurs of each mouse,
and the cells were suspended in fetal bovine serum and )
centrifuged for 5 min at 1000 X g. One or two drops of fetal
bovine serum were added to ea¢ch button, and the suspension

was sneared on a microscore slide. Four slides were prepared
for each aaimal, and they were dried at 56° C and fixed with.
metharol. Slides were then stained with Giemsa stain, cleared
in xylene, and coverslipped with Permount®.

Scoring of the slides was described as follows.

Yy cells showing gcod morphology‘and staining

Cnl
were se’ected for scoring. PCEs {polychroma*ic
erythre cytes) were identified by their characteristic
blue-purple-gray staianing; NCEs (normochromatic
erythroc ytes) appeared reddish~-orange. One-thousand-
" PCEs per anizmal were scored for the presence of
mnicronuclei,...Inclusions which were irregularly
shaped or stained, or not in the foczl plane of
the cell were Jjudged to be artifacts and were
rot sccred. Cells containing more than one
micreconucleus were counted as having s single
mnicrenucleus; the unit of scoring was the
nmicronucleatasd PCE, not the zmicronucleus. The
rumber of micronucleazed NCEs seen in the optic
© £ield scored for PCEs was also recorded.
The report further stated *hat the ratio of the number of
PZZs to iICTIs encountered <during sccoring of PTZs was determinei.
A ratio less %han one was Z2fired as an Indicator of bone
marrow toxicity.




8. MATERIALS AND METHODS (continued)

‘Statistical analyses: Each animal was considered the
experimental unit, and the report stated that an arcsine :
trarsformation of the proportion of PCEs and thé PCE:¥CE. = -
ratios was done. The transformed data were then subjected %o
analysis of variance on the basis of a 3-factor model
(treatment, sex, and time of observation). Two factor. ,
considerations were also included in the model ac¢cording to
the report. Body weight changes were analyzed by a two-way
(treatment and .sex) ANOVA. -If dose related effects were
roted, pairwise comparisons were made using the Student's t
test. Differencés were considered to be statistically
significant if p<0.05. :

9. REPORTED RESULTS

According to the report, there were no clinical signs observed
in the negative control group, but 6 hours after dosing, one
treated male exhitited tremors, hyperseasitivity, and
hyperactivity. These signs were observed in more male mice on
the day after treatment, but only 1 to % animals were reported
with these signs. One male and one female from the treated
group were observed in moribund condition on the day after

~ decsing and were found dead on the second day after treatment.
‘Ore female given the test substance was found dead on the day
aftar dosing also. One male from the pesitive control grous
showed decreased activity the day after dosing. A% the T72-
hcur observation none of the surviving animals exhibited
clinical signs according to the report.

vestigators concluded that there was no statistically
icant effect on body weight gain during the study (see

ix A below). There was 2 statistically significant

se in the PZE:NCE ratio (Appendix B below) which was

bed as an indicaticn that the test substance is cytotoxic
the test conditions. o '

There was no significant effect noted on the proportion of
PCZs with micronuclei in the INL-5300-20 treated mice (se=
Atpendix 2 below). ’
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DATA EVALUATION RECORD

1. CHEMICAL: DPX-L5300

2. TEST SUBSTANCE; Benzoic acid, 2-[! [[1 b-methoxy-6-methyl-
. 3, 5-triazin-2-yl)-N-nethylamino! carucnyllamlno] sul-
fnn“l]-, methyl ester (96.8% active ing*edlent) was used.

"

3.  STU3Y/ACTION TYPE:’ Unschedulei DHA synthesis assay

L., SsTUZY IDENTIFICATION: Vincent, D. R., G. T. Arece, and A,
M. Sarriff., July 18, 1935. ‘Assescs=zent of INL-5300-20 in-
the in vitro unscheduled DNA synthesis assay in primary
rat Repatocyies. Unpublished Repor: No. 565-2% prepared.
by ZFaskxell Laboratory. Submitted by E. I. DuPont de
Nemours 2rnd Co. EPA Accs No. 073730. ' '
S. REVISWED BY: T
Name: Roger Gardner N
Title: Toxicologist Signature: {t
"Organizatiorn: Review Sectiocn 6 Date:

Toxicology Branch

D BY:

: Jav'-n Harr Ph. D. )
; W . Signature: % %
Organizz : Review Section 6 Date: ;2 :;%j;ég

T : Toxicology Braach . : o .

6. APPIOV

I
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DISCUSSION AND CONCLUSICN: There wasz adequate informa*tion

presented in the repcrt to suprort the conclusion of the

investigators. Under the condi<ions of the ex;efiment,

DPX-L530C did not induce unschedulei DN syrnthesis in

rat primary hepatocytes at concentrztions of 0 %6 2500 uM.

Core classification: Acceptable

8. MATERIALS AND METEQDS

nd cell cultures: ZTight-week 0ld male Crl:CD®
rats were anesthetized. Abdozens of the animals
ed arnd the livers were perfused with Hanks
Soluticrn (p% 7.35). The livers were then
William's Medium Z ceontairing Z-glutanine (292
cin (50 ug/ml), anad collazenasa {Type IV, 100
buffered to pE 7.2. 2 rerfused livers were
‘zlaged ia sterile 4i g with <he collzgenase
%he heratocyiass wars mzzi fraom the sr;an ani
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8. MATERIALS AND METHODS (continued)

collected by centrifugation. The cells wvere resUspendedkin
the William's medium with gentamicin, L-glutamine, and bovine
fetal serum, and the suspension wvas filtered to remove debr1s
and breazk up. clumps of cells. <0

Viability and cell density of the suspensions was cliecked by
adding .trypan blue dye and counting the stained and unstained
cells in a hemacytometer. According to the report, the
unsuained ceTls were viable. -

The report stated that culture pla es (35 mm j . wells, 6 L -
wells per plate) were inoculated with 5 X 105 cells/well.

Fach well contained 2 ml William's Medium E and was covered ,
with a 25 mm diameter coverslip. Cells were allowed to attach S -
to the coverslips in an incubator (37° €5 5% COp; 90% relative ‘ _ .
humidity) for 2 hours. ‘ o ‘ o ‘ R

Positive control and vehicle: The reference substance used L
in this assay was dimethylbenzanthracene (DMBA), and the . ‘ ’
 vehicle for the test substance was dimeuhylsul’ox1de (DM°O).

Treatmentkmedie"The‘tfeatment'conSisted of William's Medium
E with L~ glutamine (292 mg/1), gentamicin (50 ug/ml), and 5
u”1/ml [methyl- H]-thymidine.

prerimental ngcedure:,The culture medium (described under
"Test species and cell cultures" above) was removed, and the
cultures were washed with William's Medium E. Two ml of the
treatment medium described above were added to each washed
culture along with 20 ul of stock solutions or dilutions of
the test substance and positive contreol substance in DMSO.
The cultures werevthen incubated for 18 rours.

According to the report, the treatment medium removed after
the i8-hcur incubation was assayed for lactate dehydrcgenase
a_thltJ as an indicator of cytotoxicity.

The cultures were washed with William's Medium E, and the

- adhering cells were treated with 1% scdium citrate to swell
the nuclei. They were then fixed with ethanol:glacial acetic
acid (3:1), dipped in distilled water, and air dried. The
coverslips with these treated cells adhering to them were then
attached with the cell sirface up onto labelled glass slides.

The slides were dlpped into ruclear track emulsion and dried ;
for two hours. After 3 days of storage in dessicated slide
boxes kept at 4°® C, the slides were developed and stained

with methyl-gzreen pyronin Y.
BPY

The report stated that b4 siides were exani
cocncentration in each trial. Cells were s

for each test
.
[
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8, MATEIRIZ

MATEITATS AND METHODS (continued)

examination 2-cording to~the folloving criteria:

Those wishecut mor“hologlcally altered nuclel.

Cells with anparent cytoplasm as 1nd1cated by trltlu: e f:w

labelling or the pink "ounter 'stain. Y
Cells free’of debris and staining'artifactéf_ -
Cells with one nucieus. l
A1l four critearia were‘required bafore a cell ves evalueted, and .
25 cells were scored on each slide. = o , 5. -
The reporf described the scoring‘procedure_asvfolleve:
The areas of the graiﬁs over the nucleﬁs'aﬁd \ o ' - ‘ B -

several nuclear-sized regions over the cytoplasm .
adjacent to the nucleus were measured. - The areas . e
were converted to grains, and the net nuclear. B
grains value (nuclear grains zinus cytoplasmic ; k ' B
grains) was calculated for each of the 25 cells. ’ ,
The highest cytoplasmic value was used in these : ;
calculations. :

Statistical analysis: A two-variable (dose and trial)

analysis of variance was corducted to evaluate &3 . fZerences. ‘

between the treated and negative cont:ol groups and between - . o

trials. The relationship bestween concentration ani response

was evaluated by linear or higher order F-tests. '

Tha z2riteria used to identily a pecszitive result were described :
as follows: )

An average ipcrease of 5 or mcore net grains at one

cr more tes%t ccncentrations, and the ine¢rease is

statistically significant (p<f.0l) when compared

“ith the negative control. - .

The probability is <3>01 that there is not a2 tositive

correlation tetween the averaze net grains an:i

increasing concentraticas of the test compouni.
Bcth of these criteria must be satisfied according to the !
reccri.
A “est substance is consifiered negative 1If one of ithe following
critaria ara mat:

an average Increase ¢f 5 or mcre net grains is not
> - ry = £
seen a% zny tes*t concenirztion, or the increase 1is 79




8, MATERIALS AN¥D ME THODS (continued)

not stat1=tically significant (p>0 Ol) vhen compared
~to the negative control response.

The probabilify is greater than 0>91 th at there is
not a p031u1ve correlation between the avarage net
grains ‘and nc*ea51ng c0ncenurations of the 9est
compound.

9. REPORTED RESULTS

There was no c"‘otoxieity reported (see Appendix A helow)}.

The investigatcrs noted tha* thres trials were atiempted, but
the second was rejected because the critesria for acceptability
(see Section 8. MATERIALS AND METHODS, above) were no% met
by the control grcurs. On that basis only results for tie.
first and taird trials were reported. ’ o

N¥o group, except thaf treated with DMBA, was reported to have
a net grain value of 5 or nore,.and the probabilities of dose
resgonse for each trial were reported to be greater than 0.5
(See Appendix B below).
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'Cytctoxicity results from primary
hepatocyte cultures treated with
) INL-5300-20 : i
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" T. CONCLUSIONS: The results of the study indicated that the

_DATA EVALUATION RECORD -~ .. R

EEMICAL: DPX-L5300

[
.
"O

2. TE!S'11 SUBSTAVCE ‘DPX- L5300 Herbicide .or Benzolc acid, .

C2-T{{[y-b-_methoxy-6-methyll, 3, 5- triazin—?—yl)é]-méthyl-
anmino]earbonyllamino|-su lfcnyi]—, methyl ester (T75% active’
ingredient) ~ SR 5 . o

3. STUDY/ACTION mYPE- Acute oral toxicity - rats

L., STUDY IDEY”I?ICA“IOT Cunni ngham, B.,dJ. J.‘Sa:vér, and D.
8. Warheit. May 30, 1985. Meiian lethal dose (LDgg) of -
INL-5300-25 in rats. Unpublished report no. - . .
230-85 prepared by Haskell Laboraty. Submitted by E. I. - - oo
DuPont de N¥emours end Co. EPA Acec. - No.:-0T3787. :

5. REVIZWED BY: . S : P

‘ N¥ame: Roger Gardner o ; L
Title: Toxicologist Signature: o
Organizetion: Review Section 6 Date: ’! ‘

Toxicology Branch

S

6. APPROVED BY:

Name: Jane Harris, Ph. D. jg&itb , ‘7‘
Title: Section Head Signature: 1
Crganization: Review Section & Date: "77$40m4/§€2 : .
Toxicology Branch . - ) P

acute oral LD5g is 5200 mg/kxg for both sexes, 5700 mg/kg

for male rats, and 3800 mg/kg for female rats. These re-~
sults indicate that DPX-L5300 Herbicide should be clagsified
into Toxicity Categories IV and III for males and- femeles,
respectively. :

Core classification: Minimun

8. MATERIALS AND METHODS

Tes% species- Eight-week 0ld male and female Sprague-lawley
(Crl: COBS CD (SD) BR) rats were used.

Experimentael procedure: Groups of 10 male rats

were given single oral doses of 5000, 6000, or T009O
mg test substance per kg body weight. Groups of 10 ferale
rats were given single oral doses of 3000, 5000, €000, or
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8. MATERIALS AND MZ7Tu90S (ccntinued)

The test substance was suanended in corn o0il and administered

by gavage. The rats were fasted for approximately 2L hours

before treatment, and they were observed .for mo-talitj and. . )
appearance of toxicological signs twice daily fcr the 1l days B
_that followed dosing. Necropsies were done {where possible) ’ .
on 3 animals from each group that died during tkhe observation’

"period and 3 from each group that survived and were sacrificed

1% days after dosing. ' o

The repors stated that a probit analysis was used to calculate
an LDgg and 95% confidence limits.

9. REPORTED RESULTS

Signs ¢f toxicity observed by the authors iancluded red nasal
azd oral discharges, wet perineum, limrness, anrnd slight to
severe weight loss. o i

Tvo of 10 males given the 5000 mg/kg dose died, and there was

one death in the 10 females given 3000 mg/kg. All rats given o
the TO00 mg/kxg dose died. Most of the deaths observed during -
the study occurred from 2 to 3 days after treatnent to as long .

as 9 days after dosing. - '

The guthors reported that the gross lesions observed at
necropsy of animals were not organ-spﬂci ic. Those observations
reported were consistent with clinical observat*ons made
during the post-dosing period (e. g., staining cf the face

and perineum, chromodacrycrrhea, etec). ' )

ed LD5O for both sexeés was 5200 :g’kg'v‘ th undefined

The report
95% confidence linits.  The calculated LDgg for nales z2lone ]
was reported to be 5700 mg/xg with 95% confidence limits of

5200 ts 6200 mg/kx5, and those values for females were repcried
tc be 4800 and 3800 to ST00 mg/kg, respectively. :

10. DISCUSSION
There was adeguate informaticn presented in the report to

support the conclusions of the investigators (ses Section 7.,
atove). : ‘ e

59




DATA EVALUATION RECORD

1. CHIMICAL: DPX-L5300
"2. TEST SU3STANCE; DPX-L5300 Herbicide® cr benzolc acid, S

2-[1T[¥-5-nethoxy-6-methyll, 3, S~triazin-2-y1)-¥-methyl-
am*no]carbonyl]amlno]-sulfonyl]-; methyl ester (75% active
ing—ediﬂnt) - o o — T

3. STUDY/ACTION TYPE:
test)

Acute dermal toxicity - rabbits (Limit .

S”"“V ICENTIFICATION: Gargus, J. S, Burlew,-and.ﬂ.

.
L,

J. Dean. April 11, 1985. 'Skxin absorrtion LDs5g study in _ o
rabbits. Unpublished report no. HLC-234-85 prepared by o ‘ -
Hazletor Laboratories America, Inc. Submitted by E. I.

EPA Ace. Xo- -

DuPont de Nemours and Co. 073787.

5., REVIZYED BY:
Name-

" Title:
Organizatiorn:

Roger Gardner R ‘ AP _ ~ : o
Toxicologist Signature :w_ T
Review Section 6 . Date: 27/ /Xl ' ‘ © T

Toxlicology Branch . . - } -

6. A?PéOVEﬁ BY:

Name:
STitle:’

Jane Harris,
Section Head

Ph.

D.

CQZLax- E?’

‘Signature:
Review Section 6 " Date:

Toxicology Branch

’Organization:

Lﬂd'ca*ed

T. CI¥ CLUSTOVQ. The results of the study _u“at ta
i acute dermal LD5p is greater than 200C ng) {g, and DPX-L53C
Zérbicide® should be classified fnto Taoxi city Cat egory IIT
Core classifica*tion: Minimum
8. ATERIALS AND METHODS
Test species: Male and female MNew Zezland White strain

rabbits weigaing 2139 to 2390 g (males) or 2086 to 2153 g.
(females) were used

Experimental procedurs:
0f the study, the

Twenty-four hours before the beginning
rabbits were prepared by eclipping their

&

backs free of
sex were

used,

kair
and

e
fne
.

the

was molistened

kg body weight to

report stated that 3
clipped skxin of =

eac

to ferm
the

M W

animals of
was adrade

(D '
[ NS

and
sxin.
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e
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pa

each
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8. MATERTALS AND METEODS (ccntinued)

After the application of test substance, the trunks of the
test anizmals were wrapped with nonabsorbant rubber damming,
aad the animals were restrained with plastic collars. At the
en"bf the 2L-hour exposure period- the dressings were removed
and the test sites vere gentlf rinsed and viped clean.

- All animals vere observed twice daily for the next li days

for the appearance of toxic signs and morta1ity. - The rabbi

were weighed on the day of dosing and on.days T and 14 of tHe“
ohservation period. “Surviving ribbits were sacrificed at %he
ead of the lh-day observaticn period, but gross postaorten
"examinations were not condugt d. .

9. 'REPORTED RESULTS~

T‘e aushors noted no deaths and no siga of coapcund-relat ed
effects. All animals gained weight during the study.

92



DATA Z7ALUATION. RECORD
1. CHEMICAL: DPX-L5300 A
é;jK""ST SUBSTAYC H DPX-L=300 Ee'b1cide@ ¢r bernzoic ac'd .
2-[[[IN-k-pmethoxy-5-methyll, 3, S5-triazin-2-<yl)-¥- me*hyW-

amino]carbonyl)amino] sulfonyll-, metkyl ester (75% activ
*ngredient) : ~ .

- STUDY/ACTION TYPE: Primary eye irritation -~ rabbits . - S

3 .

L, eTyDpY IDENTIFICAT Gargus. J. L.; P. L. Burlew, and.
<. A. Rz2lgph. an 2+, 1985, Primary eye irritation siudy: .
Faskell No. 15,73%. Unpublished repor:s no. ELC-305-35 - o -
vrepared by Hazletorn Laboratories America, Inc. Submitted .
ty E. 'I. DuPont de Nexmours and Co. EPA Acec. YNo. 073787.

5. ZEVIEWED BY:

"Name: Roger Gardner

: . . } N o A '. ) .
. Title: Toxicologist = = Signature: &}15 gﬁﬂ‘ﬂk o B
Organization: Review Section 6 Date:__2 ar 4;3 . oo

. ; ‘ Toxicology Brarnch

6. APPROVED BY:
o Name: Jane Harris, Ph. D. -
Y Mitle::8ection Feac . Sibnature' Z

Crganization: Review Section 6 Date: )%7/2%7 ‘ '
: : Toxicology 3ranch - L - .

RPN I

"7. CONCLUSIONS: The results of the study indicate that
DPX-L53C0 Herbicide® szould be classified iato Toxicity
Category III with respect to eye 1rrit=tion.

Core classification: Zu

deline

€. MATERIALS AND METHOLS

ot
'
w
e
3

Tast species: Male and fezale Jew Zealand White s
rabbits were used. -
Egperimental procedura: Nine rabbits previously examined and
al darmage were used in the expe-
the test substance was instilled
bbi4, and the eyelids were gently
nd. Thirty secornds ater the
2yes of 3 radbits wer= washed for
r. The eyes of tte 6 remaining

found withous signs of corn
rimenz. Thirty-seven ng o?
into the lef+t eye 07 each r
teld sogether for cne se
1"Ta.‘cion, the %= e

.

X, 48, znd T2 hours after =
Y and 7 days after treatme:




8.

MATERIALS AND METHODS (cdntinued)

lar reacuions vere scored according to the following scales:

kCornealenacitz

‘Degree of density

vigible

2 - easfily discernlb‘e trans-uscent a
details of iris slightly oosc"red
oralescent areas, no details i

(WY
}

1l - scattered or diffuse ar ea details of iris

of

size of pupil barely discernible

F
i

opague, iris invisible
Area of cornea involved

one-quarter (or less but not

[\V I
1

one-half

zero)
greater than one- quarter to less than

,3 ~ greater than one-half to less than three-

quarters

4 - greaser nan _three-quarters L
score = score for degree x score for extent x5
) ‘maxinum = 80
Iris

1l -~ folds abovn qorna , congestion, swelling,
circumcorneal inlecticn f{any one or a
cenbination cf tnese); iris still “eacting to

- light (sluggisH reaction is positiv

2 - no reaction to iight, hemorrhage, g*oss de—

struction (any one or all of these)
score = score for iIris x 5 *
maximunm score = 10
ConJunctivae

Redness

1l - vessels definitely injected above normal

2 - more diffusa, deeyver crimson r=d, individual
vagsels not discernible :

3 - diffuse besfy red

aQ
14
®
t3
o]
0
R
®

1 - any swelling above normal (including

94

L=y,
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3. MATERIALS AND METHODS (continued)

nictitation menbrane o .
2 - obvious swelling vit* ‘parital eversion of the Ceme e e
© lids _ co o
‘3 - swelling of lids about hal? closed
4 - swelling of 1ids about hal? to coapletely -
closed

Discharge

rom noraal ‘ices not
innar canthus of

1 -"any =mount di--,rer:

include small anmount

: nor=al aaimals) .

2 - discharge with moistening of %he lids anig ' -
hairs Just adjacent to the 1lids

: 3 - discharge with moitstening ¢ *i

Thaory
12

ne lids and -
considerable area around the -eye :

Score = sum of wvalues forkfedness, chemosis,
and discharge multiplied by 2. Maxizmum = 20

9. REPCRTED RESULTS

According to the report, opacities co"e-ing 75% o2 the cornea

vere observed in 5 of 6 of the unwashed eyes 2% hours.after - - ———
~treatment, and con:f'unctiva1 redness was observed {grades 1 to o
_2) in 211 of the unwvashed eyes. The redness persisted through

the 72 hour examination and was observed in two unwashed eyes

a% b days. Chemosis was seen ia b o2 the 5 unwashed eyes at

2% hours. A discharge was noted in 5 of tan_u1vasned eyes at

24 hours and 11 2 a4 the 72 hour otservatica.”

Cracities covering 25% of the cornea

] were rapcrted ina
the 3 washed eyes at the 2k-hour exanination, and iritis was
aoted in 1 of the three eyes at that tize. Ccnjunc ival

redness was observed at the 24, 48, and 72-a2our examinations;
chemosis and discharges were seen 1n oze eye 2% hours after

treatment. . Co.
Yean irritation scores for unwashed eryes 2%t the 2k, 42 ang
72-hour examinations were 1L, 6, and &, rescectively. At &
azd 7 days after instillation the mean scorss were.l and O.

[
(@]

. DISCUSSION
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Organization:

DA“A EVA TATION

SOy Oy Y

RZCOZED .
‘CH_MICAL DPX L5300
'TES? SUBSTANCE; Benzoic acid, 2-{[[[%- ~-set:ox?-€«:e
31, 3, S5-triazin-2-yl)-N-rmeshylanmizolcarbonylamiznz -
'ony’]- nethyl ester (75% active Iingrediez:) wasz :3
’STUDY/ACTION'TYPE: Dermal irritation study - rasi:izs
STUDY ID?HTI?ICA ION: Garzas, J. Z., P. L. Euriev, a
D. #illia=ms. April 11, 1335. EPA Szins irr:itaticn =
Haskxell Ho. 15,734, :lra- Repors. CUnpublished reis
‘no. EL0 223-85 prepared by Hazletcn lLaborataries fze
Inc. Subaitted by £. I. ZuPont de Je=ours zand Ca.
Ace. Ho. 0T3787. T ' ‘

DPX~-L53300 E
. Cazegory

REVIZWED .3Y:

Jaze: Roger Gardner
Title: Toxicologist
Review Section €
Toxicology Brancih

>
)
u
143

D
]
tg
[
[8}]
v

Uaze: Jzne Harris, Ph. D
Title: Sectiocn Head
~ion: Review Section ¢

Toxicology Branzia
CORCLUSIOYS:

I7 with

irricaticn

respect =3
score = 0).

Cora classificaticn

8. MATTIRTALS AND METHODS

Toegt scecies: YNew Zealand Whize
Experizmental

o2 the study

bTacks fres o

FPive-huzndred =gz test substance W
gauze rzzicies 2T four gitas ¢c- e
left intzet dni twe ware ahraisd
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8. MATERIALS AND METEODS (cohtinﬂed)

'Twnnty-four hours after applica ion o;rthe test substance the
dressings were removed, and the test s‘tes were rinsed and
gently wiped clean. The test sites wers =cored for edema and
erythema at that time, and they were scored again 48, and T2.
~hours after removal of the dress ings. :

urythema and eschar formation 235 well a3z edema were scored on
a 5-point scale (0-U4) with 2 maximum poas*ole score of 8 for
any site. Scoring was done according ts the following classi-
. fications: ‘ .

Erythema and eschar : Zdema

No edama

Very slight edema
Sligzz edema
Mcder te edema
Sev=re edema

Jo erythema

Slight erythema

Well-defined erythena

Moderate to severe erythemz

Severe erythema to slight
eschar formation

F whpo
FLWN O

9. REPORTED RESULTS

= signs of edema or

According to the report, no znizal shove
tzz w2re observed.

erythema during the study, and zo dea

9. DISCUSSION

The report included adequate inZormatizz <o support tke
conclusion that DPX-~-L5300 Herbi:ide® is zrzctically non-irri-
tating. ) .



DATA EVALUATION =Lco§‘

1. CHEMICAL: DPX L5300

2. TEST SUBSTANCE; DPX-L5300 Herbicide® or berzoiec acid,
2. [[[u-Emethoxy-6-methyll, 3, 5-trizzin-2-yl)-J-methyl-
amino]carbonyl]amino] -sulfonyl] -, zmeizyl ester (75% active
ingredient) was used.

3. STUDY/ACTION TYPE Dermal sensitizzticn study - guinea
pigs ) ' -

4, STUDY IDENTIFICATICN: Gargus, J. L., P. L. Burlew, and S.
L. Brozena. May 23, 19835. Dermel sezsitization in guinea
pigs: Haskell No. 15,73k. Unpudiiszei report no. HLO 295-
85 prepared by Hazleton Laboratories imerica, Ine. ~
‘Submitted by E. I. DuPont de Nemours znd Co.. EPA Acc.

No. 073 .. ‘ : :

5. REVIEWED BY:

Name: Roger Gardner B
: Title: Toxicologist Signatars:
Organization: Review Section 6 Dats: N/

Toxicology Branch

6. APPROVED BY:

Name: Jane Harris, Ph. D. ) T

Title: Section Head Sigraturs: % &,7@4449-

Orzanization: Review Section 6 . Dzts: :
Toxicology Branch

7. CONCLUSIONS: DPX L-5300 Herbicide® wz
dermal sensitization in male guiresz
conditions described below.

shown to czuse no
5 under tha test

Core classification: Minimum

€. * MATERIALS AND METHCDS

Test species: According to the repor:s, y:ung male Hartley
albino guinea pigs were used. :

Experimental procedure: In a preliminary rz qge--lndl 74

experiment, tiae hair was clipped freozm tke Backs of three test
animals 24 hours prior to the treaume:t, ind the test substance
wzs applied to the prepared skin in Q.02 2l aliguots. Three
ccncentrations of the test naterial Zin2%hyl phthalate

wzre used {25, 35, and 50% «/v}, and w25 a23plied to a 25
z2 test site on the prepared sxin s5ites wers gcored
2% and L8 hours after applization ac to the fellowing

s:ale

8]

[




METHODS (continued)

8. MATERIALS ;ID
0,="»o
1 o=
2 = nb
3 ==2in
4y = z9
S =z=
B =%l
R =r=

Results from te

S and 53% corcs
study.

In the primary ZIr
10 anipals wers
an‘mala in tke 23

tLie s

group wzile
phthalate vekirlie
received 0.05 =1

report stated =
compared to thrse
at the end of I

-

el —

After tize las<

znimals were us
experimant. Tta
a 0.05 =l aligizs
to the prepar=sc sx
alternate sicder <2
three cznsecuzivz
Two weeXs aftar
all 20 znimals

applicazions.
test suistance ¥
and corn3 -

0
N\“n\mu

rol znZ

i

One weexz afte
was applied 1

After tiz ra
apolicazions,

described abew
hours alter
éach irniuetics

3]

o

ct s
(1

ani
stu

v

reaction'
ttered mild redness
derate and diffuse reiness

tense redness

tense redness aud swelling (edema)
crosis
znching
w areas
reiiminary studv were the basis for cXosing

ations for the pr;ma-f phase of the mzin

tation phase of the study,

ri : two groups of
repared in the same nznner as the test
liminary experiment. Each tast conceztra-

‘40 a test site on eaci animal in the first
ezond group retceived only the dimethyl
without the test substance. Each aninal

aliquots of the approzriate solutions. - The

+t irritation scores for these sites we:rs
recorded after the ckallenge applications
sensitization period.

fimary irritation scoring, the same grozps of
in the induction phase of the sensitization

hair was shaved rrom “he sacral/hip a and
of a 35% suspension vas topically appli
in. These applicaticns were repeated 2n

2 the sacral/hip area three times a we='
weeks. ’

rza

’
ed

for

ast induction aprlication, the bacis of
haved in preparation for challenge

0.05 ml of 2.5 and 25% suspa2nsions c?® the
each applied to test sites on the t-22ted

w2

1
s

o
a

=
-
a
-
A

2
S

h

irst challenge, a
ame manner as the

second czallenge
Zirst.

0 s

primary irritztion, '2a2d challe-:
tes were scored according to the s-z
ese observations were mede at 24 arn:

Test sites wers scored 24 hours =
application.

He
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%. ~REPORTED RESULTS

rding to the report there wersz o mortalities during the

Ageo
zzudy.

TZze only skin reaction noted in ths study was mild scattered
rzdzess at some treated sites (a2 szzr2 of 1). The authors
zzxmarized the responses as Zcllows:

¥

During the induction pkase, tie dermal respoanse
noted was scaitered nild redners in the test
animals at eight of the nine zr2ziment. sites. .
Scattered mild redness was =crt=Z in most of tke
~»test and control aninals fclloxizg the challenge
dose. Scattered mild redness 2z noted in most of
the test and control anirals fzllowving the rechal-
lenga dose. : ’
: t substance was

Tze investigators concludei tha® s
e ons of the

14
zo% a skin sensitizer under th
exzeriment described above. "

wi

- -a
- -2
K- 3
TOLLLTR

¥

Z2. DISCUSSION

e was enough informaticn nr=3e-.ﬁ£ in the repors to
rt the conclusion that DPX-I5Z77 Zerbicide® is not
in seasitizer. )
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E.. 1 g PQNT pE NeEMoOURS & COMPANY

INCORPOAATED
‘-WW'S MiLL, BARLEY MI!TL PLAZA
AFICLMINGTON, DELAWARE 19898

| mo#im. s aBBL CHEIMICALS OEPARTMENT

PTSTERED MAIL
EZITEN RECEIPT REQUESTED

ol Richard Mountfort, PM 23

P

m.—-‘*,.stration Division (TS-767-C)
%- ¥ Street, S. W.
ﬂhﬁm.ngton, DC 20460

Teayr Gir:

5@3 MA

August 22, 1985

T . Environmental Protection Agency - ‘ '

The undersigned, E...I. du Pont de Nemours and Company,
srwits this petition pursuant to Section 408 (d) (1) of the Fedaral
®w4i, Drug, and Cosmetic Act, as -amended, and reg'ulation's thereunder
weos respect to the herbicidal chemical methyl 2=-[[[[N~(4-methoxy-
H.ue.hjl -1,3, 5-tr1azm~2-yl)-N-methylamlno]carbonyl]amino]sulfonyl]

Dty rate(DPX-LSBOO).

Specifically, request is made that temporary tolerances for
rezi.dues of DPX-L5300 ke established as follows:

\_

mmodity

Barlsy, grain
Barley, straw
Wheat, grain
Wheat, straw

Rpm

0.05-
0.1
0.05
0.1

102

rer
rrcr




" Attached hereto in duplicate, and constituting a part of
this petition, are the following data in the form directed by Section
180.7 (b) of the regulations: ;

Name, Chemical Identity, and Composition _
.Amount, Frequency, and Time of Application.
Investigatlons Made With Respect to Safety

Results of Tests on the Amount of Residue Remaining
Practicable Methods for Removing Residue that
‘Exceeds any Proposed Temporary Tolerance

F - Proposed Temporary Tolerances

mohm»
RN

: We enclose herewith six copies of an application for an
Experimental Use Permit for Du Pont DPX L5300 Herbicide in wheat and
barley, dated August 22, 1985. In the application, the prcposed
period of shipment/use is February -1, 1986, through October 1, 1988.
We request that the temporary tolerances be effective for a time
period consistent with that proposed in the application for
Experimental Use Permit.

Enclosed is a check, certified by the Wilmington Trust
Company, in the Sum of $6,000, payable to the Envirormmental
'Protectlon Agency as regquired by Section 180.33 (c).

We would like to be notified in advance if the Agency
determines that they must disclose this petition for temporary
tolerance on EUP application in the Eede;a; Register prior to its
acceptance.

It is requested that all communications in reference to this
petition be addressed to:

E. I. du Pont de Nemours & Co., Inc.
Attn: Mrs. Billie Lynn Rash
Agricultural Chemicals Department
Walker's Mill Building

Barley Mill Plaza :

Wilmington, DE 15898

If any questions arise, we would appreciate.that Mrs. Rash
ke advised by phone (collect) at (302) 9%2-62C7.

L g
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: This submission contains coﬁfidential Du Pont trade secret
formulation or commercial information, and protection from public

disclosure is claimed to the extent pernitted by Section 301 (j) of

the Federal Food, Drug, and Cosmetic Act; Section 552 - (b) (3) and (4)
of the Freedom of Information Act, 5 U.S.C. 552.. :

BLR: kmm
Attachments
04

Respectfully submitted,
E. I. DU PONT DE NEMOURS & CO., INC.

s S T e
Billie Lynp“Rash - : ,
Registration Coordinator

)

-




Express science review

Page is not included in this copy.

Pages ﬁzg— through /[S are not included in this copy.

H

The material not included contains the following type of
information:

____ Identity of product .inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedgres
Identity of the source of product ingredientg;

Sales or other commercial/financial information

A draft product label

The product confidential statement of formula

Information about a pending registration action

X FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request : @ .~

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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Express science review

Page !’Q is not included in this copy.

Pages through are not included in this copy.

¥

The material not included contains the following type of
information:

____ Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedgres
Identity of the source of product ingredientéﬁ
Sales or other commercial/financial information
____ A draft product label

j&_ The product confidential statement of formula
Information about a pending registration action

FIFRA registration data

The document is a duplicate of page(s)

S e

The document is:not responsive to thef‘equest'”

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




Express science review

Page _ is not included in this copy.

Pages ZZZ through ZA? are not included in this copy.

2

The material not included contains the following type of
information:

___ Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quaiity control procedgres
Identity of the source of product ingredientéf
____ Sales or other commercial/financial information
X, A draft product label

The product confidential statement of formula
Information about a pending registration action

FIFRA registration data

The document is a dup11cate of page(s)

The document is not responsiv "'o the request

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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