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FPA IN No. L7 FFY
Leecessieon XNo, 4DRC3IT-(02
Test Matrerial Sulfosate
Svnonvm(s) N-phosphonomethvl glvcine trimethvl sulforniur salt:
SC-0224
Study Number(s) BLA £142-107

Testing Facility Kazeliton Laboratories America, Inc.
Madison, WI
Title of Report: 21-Dav Dermal Tori*itv Studv With &C-N224
Concentrate in Rabbits,
Luthorfe): Susan M, Henwood
Report Issued: March 1, 198R
Classification: Core-Guideline
Concl 1 8
This studv, which was well conducted, did not reveal anv
remzrrahle adverse effects of dosine upon the Jidelines-prescrihed
perameters, includlne hematclioev., ;.1?1ﬂa‘ ch 1istrv crean weight
datz, and gross or mi croccoplu patholcev, There were no clinica?
csignes of toxicitv., The only ﬂﬂgexﬁ*‘“v fFindine was that of glight
derTal irritation noted for Both males and fermales In all dese
grocps. This prenomwenon was slightlv worse “or males, but '
Toxicologv 3Branch (TR) does not consider the finding of slight
derral irritation to compromise the conclusion that for this studvy
K2FL > 1000 we/kg/dav for svstemic teoxicity (HDTY.
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Dermal irritation was sccred beiore each application of
tect cor contrcl material and a2t necrepsy.

Lfter at least 3 weeks on test, rabbits were weighed,
anesthetized, exsanguinrated ancé necropsiecd. nenatOLO,} and
clirical chemistry parameters wsre assayed on &ll animals.

At the terminztion of the study, all animals were subjected
tc a macroscropic {gross) pathologic examination. Brain,
kidnevs, liver, and testes with epididymides were weicghed at
necrops,. The f£oilowing tissues from contrel and high-<ose
grour animals recsived a microscopic pathologic examination:
treated and untreated skin, liver, kidneys, &nd target orcan
lesions.

Statistical treatment cf the data was pursuec as d<escribed
on pages 17 and 1€ cof the study report.

Results:

The study author indicates that in general, =animals
appeared healthy throughout the study and there were no dosing
related effects on body weight, food consumption, hematology.,
clirical chemistry, organ weight date or evidence cof pathologic
(macro- or micrescopic) effects. NMild dermal irritation was
noted in those arimzls treated with the test material (page
11). TB has examired the findinzs ané concurs with this
overzll essessment of the data.

Yence, excepting the cermal irritation finlings, con-
cifered as local effects of docsing, the RCEL = 1000 mg/kg/cay
for Zermal expesure.

from an inspection of dermal parameters as reported in
Tabhles € {males) and 7 (females) (pages 32 to 39), it is
acparent that only erythema was cbserved. This phencmenon
occurred only in dosad groups, males and females, and to a
siightly creater extent in males. However, the magnitude of
the =ffect, at worst, wouldé be consicered as slight and thus
rnct a2 finding of particular concern in this study.

The fclicwing additicnel ciszrvations are mads with
respect to those various zssessrments rencered in the study
ir. ccnformity with Guidelines reculrerments:

i. Hematolozv - Nc remarkatie effects were notel at any

dcee on the vericus hemztzlogy péerameters (Iatles €
arné 3, pzges 40 tc 43,

2. Clinicel Cheristry - Cf tne wvarious parameters
€narinec, there were nc remarkanlie effects of cosing
with the excepticn of an increase in calclium leveils
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in males of the lcw-decse grour (for centrol, low-,

micé—, ané hich-éose groups, the respective calcium

levels {ﬁg/dl} were: 15.6, 17.%, 17.1, ané 16.7).

The low-gdose value, 17.9 mg/cl, was statistically
ignificantly elevated over that of the contrcle.

In the absence of a dose respense, TB does not

consider this 15 percent increase at the low docse

to be cof particular concern (Tables 10 and 11,

paces 44 to 47).

CGrgan Weight Data - Crgan weight cate, whether

exoressec in acsolute terms of organ-to-body weight

cr organ—-to-Drain weight, were unrenarkatlie for

poth sexes, at all doses (Tables 12-14, pp. 48-53).
Pathology - baPrDS“Oﬁ;c/ croscopic Data - Neither

m&Crescopic examination cf a1l animais of all dosed

groups (Table 15, pace 54) nor microscopic exami-
nation of selectecd tissu (kidney, liver, and skin)
from animals in the ﬁontrcl and hlgn—dose Croups
(Table 16, pace 55) yvielded any remarkable findings.
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