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THRU: Judith Hauswirth, Ph. D., Section Head
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Hazard Evaluation Division (T3-769)

FROM: ,Rdgbr Gardner, Toxicologils

Toxicology Branch /lf!u-.w I~ ’S”gz/ ( /'.'IS
Ha‘ard Fva;uation DiviSion (TS-769) 7

SUBJECT: Review of Acute Toxicity Studies of DPX L5300 (EPA Reg. No. 35°—LRU)

Tox. Chem. No. L19S. Tox. Proj. No, B- 0210)

Actions Requested

Review of reports on priméry eye irritation, primary dermal irritation, and
dermal sensitization studies.

Recommendations and Conclusions

1.

The primary eye 1rr1tat*on study is supplementary hecause there was an
insufficient number of =animls used.

The primary dermal irritation study is supplementary since its purpose was
to find an irritating dose of the diluted technical grade material for use
in the dermal Sensitization study rather than to characterize the irritation
potential of the undiluted pesticide. .

A core minimum dermal sensitization study indicatea that technical grace
DPY L5371 is not a skin sensitizer in guinea pigs.

Primary eyve and skin irritation studies are needed to support registration
of technical grade DPX L5300.
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PeY L5300 (chemical hame: banzoiw acid. 2~-[{]IN- b -methoxy-6-methyi-1,3,5-
triazin-2-yi)-N-methyiamino!carbonyi] sulfonyl’ . methyl ester) is a new chemi-
cal that has heen proposed as a herbicide for use on wheat and harley. dr 15 .
to be formulatea fof that purpose as a dry fiowable (75%‘mctive ingredient).

2 previous Toxicology Branch review (Gardner. 1936) noted: S -

There are no primary eye irritation. skin irritation, or dermal
sensitization studies avaiiable on the technical grade material.
However, stuales with a 75% Dry Flowable formulation indicated that
DFX-L5300 is associated with no skin irritation (Toxicity Catégory
IV) or sensitization and moderate eye irritation (Toxicity Category
IIT). 1In addition, there were no signs of skin reactions noted in
the acute dermal toxicity study on technical grade DPX-LSBOO.

The submitted studies addressing those comments are described beloa (Section
11. and Appendix I.).

B. Previously Submitted Data

" The results of acute toxicity studles on technfcal DPX L5300 and a 75% flowable
formulation indicated that both should be classified into Toxicity Category III
for acute dermal toxicity (see Appendix II. below).

Resulits of eye and skin irritation studies with the 75% fiowable formuiation
-showed that it should be classified into Toxicity Categories III and IV, respec-
tively. ©¥No dermal sensitization was observed in gulnea pigs treated with that
formulation.

I1. Discussion
A. New Data

Tnere were indications of mild eye irritation in the washed and unwashed eyes

of two rebbits after instiilation of 10 mg technical grade DPX L5300 (Gargus,
210%3a). Redness with vessels injected ahove normal was observed in both ratbits
at the 1 end b hour oHsarvafion p2riods. The study is ciassified as supplemen-
tary because only two rabbits were used in the study.

There were no signs of skin irritation or sensitization after dermal applica-
tions of 7% or 70% technical grade IN L5300 in dimethyl phthalate to the shaved
skin of male guinea pigs (Gargus, 1983b). Silight to well-defined erythema with
blanching was observed 24 hours after intradermal injections of the test substance
diring the induction phase of the experiment. The reported results indicate

that under the test conditions technical grade IN L5300 is not & dermal sensi-~

tizer.




P. Data Gape A .
Sinze the primary eye trritation study usel only ‘two animals. nnd gince the
danrmal irritation study was condiacted to find an {rritating dose for the

technical grade materinl, the need for thone two studies Lo support reglstration
of PPX L5300 still exists, o ‘ ‘

I11. Keferences

Gardner. R. Memarandum dated Februsry 18, 1986, Subject: Experimental Use
Permit (EPA Rep.: Moo 352-EUP-RGN).and Temporary Tolierances fo: Hesidues of
DPX=L5300 in/on Wheat and Barley grain (0.05 ppm) and straw (0.1 ppm); Petition
Na.  45G329€. Toxs Chem. No. 4193, Tox. Proj. Nos. 407 and LOB). To: Richard
Mount fort, Product Manager #23, Registration Division. '

Garpur, J. L. June 6, 1983, 1IN L5300 Eye Irritation Test in Rabbits Unpu-
blished Report Ho. 201-616 preprred by Hazleton Laboratories America, Inc.
Submitted by E. 1. DuPont de Nemours and Co., Haskell Laboratories MRID No.
- ho3574 .01 : . - o : ~

Gargus, J. L. Septemher 12, 1983, IN L5300 Primary Skin Irritation and Sensiti-
zation Test on Guinea Pigs Unpublished Report No. 201-61T prepared by Hazleton
Laboratories America, Ina., Submitted by E. I. DuPont de Nemours and Co.,
Haskell Taboratories MRID No. L2357h-02 '
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APPERDIX T .

Data Evnluation Records for the Followiﬁg Sﬁudic#‘?

Gargun, J, L. .June 6, 1983. 1IN L5300 Eye Irritation Test in Rabbits Unpu-
blishea Report No. 201-615 prepired by Hazleton Laboratories America, Inc.
Submitted by E. I, DuPont de Nemours and Co., Haskell Laborntoriea MRID No.
Ly35TE-01 )

Gargus, J. L. September 12, 1983. IN L5300 Primary Siir Irritation and Sensiti-
zation Test on Guinea Pigs Unpublished Report No. 201-617 prepared by Hazleton
Laboratories America, Inc¢. Submitted by E. I. *puPont de Nemours and Co.,
Haskell Laboratories MRID Mo. L0O357L-02
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Ziceonaary Reviewnr: Juaith Hauswirth, Phe Do IR YV ) QZG~AGJ(FL44JL
festion 6, Toxleoiogy Branch (T35 T69C) o u?{/iﬁ

DPATA FEVALUATINN RETORD
STUDY: TYPF: Primnry-Eye Irritat1cnw(Gu!dellne'ﬁglgh);‘"

MRID KUMBER: LO35Th-01 . : -

TECT MATERIAL: Technleal grade (minimun of 95% astive ingredient) was described
ns A y2iiow powder. S '

AYHOKYMS: DFX-L5300; benzolc aeld, 2-|[[[N-k-methoxy-6-methyl-1, 3, S-triazin-

231 Nomathyl-amino] carbonyllaminol-sulfonyll-, methyl ester.

STUpY NUHBER(Sl: Haskell Laboratory Report No. 199-83, Hazieton Project No.
“01-616 ‘

£PONSOR: E. 1. DuPont de Kemours and Co., Haskell Laboratories
TESTING_FACILITY: Hazleton laboratories Amertea. Ine.
TITLY OF REPORT: IN L5300 Eye Irritation Test in Rabbits

AUTHOK(3): Gargus, J. L.

g

REPORT 18SUED: June 6, 1983

DISCUSSION AND CONCLUSIONS: There were indications of mild irritation in the
wighed nnd unwashed eyes of two rabbits after instiliation of 10 mg technical
grade DPX L5300. Redness with vessels {njected above normal was observed in

Loth rabbits at the 1 and b4 hour observation periods.

Tore ciassification: Supplementary. Only two animals were used.
1. PROTOCOL
A, Test species: Male and female New Zealand White strain rabbits were used.

R. ging{igcntalﬂp}ocedure: One mile and one female iabbit previousiy examined
and found withiout signs of corneal damage were used in the expariment. Ten
mg, of the test substance was instilled into the right eys of each rabbit,
ani the eyeiids were gently held together for one second. The eye of one
rabhit wis observed for 32 to 60 seconds after instillation of the test
materini, and the treated eye was left unrinsed. Twenty seconds
efter instillation of the test material in the other rabbit, the treated
was rinsed for one minute with lukewarm tapwater.

B. Observations: All eyes were examined 1, 4, 24, 48, and T2 hours after

Tnstillation of the test substance and i and 7 days after treatment.
Oceular reactions were scored according to the following scales:
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Cornea
Pvrrqe of dennfiy - B Aren of cornea involved

1= neattered or diffuse aren, ‘1'— one-quarter (orAlcSS‘hutrnot

dntalle of iris vigible - zero)

= easlly discernidia tranaluscent . 2 = greater . than oqﬂ-qanh#r to less

-arenn, detalls of iris slightly. . . than one-haif '

obsciren 3 - greater than one-half to less than
3 -~ omilescent areas, no dﬁtailq of = three-quirters

fris visibiel vize of pupil - L - greater than thraefquartersv
: bareiy discernible - ’ , :
h - opaque, iris {nvisidle )

score = ncore for degree x score for extent x 5 (maximum = 80)
Iris

1 -~ folds above normai. congestion; 2 - no reaction to.ligﬁt. hemorrhage,

swelling, circumcorneal injection gross destruction (any one or all

(any one or a coxbination of of these)

these), {ris still reacting to '

light (sluggish reaction {n

positive)

srore = score for iris x 5 (maximum score = 10)
Conjunctivae
Redness ‘ . Chemosis

1 - vessels definitely inJected 1 - any swelling above normal

abave normal * . {including nictitation membrane
2 - more aiffuse, deepar crimson - © 2 - obvious swelliing with parital

red, individual vessels not eversion of the lids

discernible 3 - swelling of 1lids about half closed
3 - diffuse beef Yy red . swelling of lids about hdlf to

compietely closed
Discharge

1 - any amount different from normal (4oes not
include small amount in inner canthus of
normal animals)

2 - discharge with moistening of the 1ias and
nairs Jusl adjacent to the 1ids :

3 - discharge with noistening of the lids and
considerable area around the eye

- Score = sum of values for redness, chemosis,
and discharge multiplied by 2. (Maximum = 20)
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Primary Eye Irritation

IT. REPORTED RESULTS

The report stated that both rabbits exhibited redness (grade 1) at 1 and b
hours, and the redness had cleared by the 24 hour ' observation. There were no
other signs of eye irritation. . g : :

- .
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| ~ DATA_EVALUTION nrcunn L | ’
STUDY. TYPE Primqry kin Irritntiow and qunqin tzation (Guinoline £81-4 nnd‘551—6)
MRID RUMBER: L03574-02

T ' MATERIAL' Technical grade (minimum o' 95% acttvé ing?edlent) was degeribed
as a yﬂlxo" povwders, ‘

SYNONYMS: DPX-15300: benzote neid, 2-1{[[N-l-hethoxy-6-methyl-1, 3. S-triazin-
E-ji)~b-m"thy1-umin0’ carbOﬁyl]nminol-sulfcnyl]-. methyl ester.

STUDY NUMBER(S): Haskeil Laboratory Report No. 369-83: Hazieton Project No.
201617 T . :

SPONSOR: E. I. DuPont de Nemours and Co., Haskell Laboratories

TESTING FACILIT\ Hazleton Lahoratories America, Inc.

TITLE OF REPORT: IN L5300 Primary Skin Irritation and Henzitizntion Test on
Gutnea Pig DiSJ :

AITHOR(S): Gargus, J. L.
REPORT ISSUED: September 12, 1983

DISCUSSION AND CONCLUSIONS: There were no signs of skin irritation or sensiti-
zition after dermil appiications of 7% or T0% technical grade IN L5300 in

L dimethyl phthalate to the shaved skin of male guinea pigs. However, slight to

wrll-defined erythema with blanching was observed 24 hours after intraaermai
intections of the lest substance during the induction phasea of the experiment.
The reportea results indicate that under the test conditions technical grade IN
15300 is not a dermal searitizer. v

Core classification: Primary skin irritation - suppiementary. The technical

grade DPX L5390 was diluted for piurposes of finding an irritating concentration
rather than characterizing the irritation properties of the undiluted pesticide.

Darmal sensitization - minimum
I.. PROTOCOL
A. Materials
1. Test species: Male Bartley strain guinea pigs were used.

. Vehicle: The solvent used in the study was dimethyil phthalate since, accor-

cxnb %5 the report, the test substance reacts with water.
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Dpmal gensitization

. Fxperimertal jrocedures » e

ﬁéﬁne r}npinbnstudyf Three nnimils were prepared for apbliéntlnﬂ of the =

Lest subatance by shaving of their backs. The test substance wan applied
tn 0.05 mi aliquots at concentrations of 2%, 50, 60, and T0% (w/v) 4n

cAimethyl pithaiate,  Each-conesntration was epplind al a espnrate site on

"7 each of the thres animaia, ana the sltes vere examined for signn of frritation

at 2k aad U8 hours afier doninp. The system usea for scoring the obnerved

akin reastionn fa deseribed in Section 1. €. below. R E

Senzitizntion ctudy

Primary irritation phase: One group of 10 animals was used in”this phase of
the experiment, The dorsal skin from the shoulders to the mid back was
shavnd free of hair and two sites were selected, A 7% or 70% solution of
the test suhstance in dimethyl phthalate was applind t¢ 1 selected site on
the back of euch test animal.

Induction rhase: The ten animals used in the primary irritation phase of
the stady had the sacral/hip region of thelr askin clippea free of hair, and
a 0.1 ml aliquot o7 a 1% solutlon of test substance in dimethyl phthalate
(w/v) was injected 'ntradermally. The inlections were repeated weekly for
foir covsecutive weels. ‘ )

Challenge phase: Two wneks after the finalfinjection in the induction phase,
the backs of the 10 animils used in the previous phases of the exprriment an
woll as those of an additional group of 10 animals were shaved. The 7 and
T0% test substance solut.ons were applied to separate sites on each animal
in both proups, and test sites wvere scored for skin reactions accordirg to
the secale descrihed above. '

Observations: At 2L and L& hours after each application of the test

suhstance in the primary irritation and challenge phasas of the expariment,
the test sites wera examined nnd scored according to the foilowing scules:

Erythema and eschar Edem
No erythema 0 Yo edema 0
Siight. erythema 1 Very slight edema 1
Well-defined erythema 2 Siight edema 2
Moderate to severe erythema 3 Moaerate edema 3
fevere erythemi to sligh Severn edema 4
eschar formation . L

The indlection sites were examined for edema and necrosls 2% hours after
each injeztion during the induction phase. :

IT. REPORTED RESULTS

There were no mortalities or signs of toxicity observed during the study
according to the report.
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- bermal .ennitization

1. REPORTED HESULTS (continued)

The oniy skin renctions were observed during the induction phase of the

experiment. In that portion of the study all animals exhibited very siight

to well-defined erythema with blanching. No necrosis or primary frritation
. osagoobserved in any -anirl during. other phases of the study. T

10
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CAPPENDIX 1T

Toxiecology Branch "One-Liners" for
DPX L5300 (Tox. Cham. No. 4195)

11
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