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The Jdata in (hls potition ectohld s a “no effect icvel of atr least
60 pua Lo tha oy 2ad the wak. This ig @ vwuscrsative Ifigure and
acenzding io wur wrusl evalustion 259 pim would e conslderad & "no
cfiect? les:l. Thereiore, thore Lg suiilelent data o acute, echacute,
anl cheonss tonletsy and en reprodustion to ghow tre gaflcty of the Te=
cueuted talzraoce ol L ppaon plucapples and citrus fruits.
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data for "ivvac'" X Bremacil Weed Killer

Pesticide Petition 6F0455

E. 1. Dupont de Xemours Cc.
Wilmington, Delaware

P The petitioners request that d sosidue tolerance 7 1 ppm Jor this
3 ) terbicide be established i.z pineappi=s and citrus fruics. To the .
. ) knowledge of this reviewer =s cther tolerance has been established for
this material.
The nctive ingredient Iz this herbicide is 5-brumo=-3~sec-butyl-o-
. metayl-uracil (Bromacil). Tz weed xiller is 2 wettable powder contain=
N ing 80% of the active Ingrezient.
Acute Toxicity (Orai, in D _.s):

The material tested wis the BUL vettable powder. I was not .
rossible to obrain z lethal <vse or 350 in dogs because oL ecmesis. Tl
dvses ranged from 3.0 g ©. 1.0 ma/kg. Besides vmesis, the material
aiicited salivation, mydri-sis and incocordination.
scute Toxicity (Orai, In nite e

. The materidl was sdmiz s cered by inwubatlon as o
sion of 30% wettadle powl-r. There were LU animu
. 4 14 cay Test pericd. T FU30 WLS 5200 =mg/ke.
sserved were rapid respi_zzi_n, prestraties and welg.iz ~ouss.
Subacute Tomicizy, (Jzral I no.Ttsd
. The ma .
- Iz was aomi

1 zorvaliey
were disturbance
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Pesticide Petition 6F0499

30 days at the highest level. This improved at 90 days. Urinalysis
was normal. There was no microscopic pathology vr other cifects at 50

cr 500 ppm. Microscopic changes were observed at 3000 ppm .r more for
the thyroid and liver (increased thyroid activity; enlargement of
centrolcbular cells of the liver).

Dermel Toxicitys

Skin Absorption (Rabbits):

AL 5000 mz/ke there was uno ludicatien of toxicity nor gross
patholegy .

Sensitizatica:

A 50% suspension ol the material caused a mile skin irritation for -
young guinea pigs in 24 Hrs. -

Inhalation Test: (Rac;l:

At a concentration oi 4.8 mg/iliter and 2.1 mygsliter o atmesphere,
and given & hours oL exposure, the material caused rapid bePLL&C-Uﬂ.
There was dried blooa arcund che meuch and nuse of 1 oout o & rats.

There were no d;ahns

Zyve Irritation (R&Lbits):
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sitagenic Studies -

The possibility »f the compeund DLL?; irc. rn. o
was studied because i i
oI DIA. Stuales were
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Pesticide Petition 6F04939

So0il studies with the labelled herbicide showed that after 1 year,
75% of the matevial is degraded to CDp. Only 23.5% remained in the soll.

In studies of the uptake uand metabolism of the material in corange
trees, it was found that the coempound was metabolized to the saze compound
identified in the urine of racs (sce abouve). Less than 47 of the appliec
radioactive compound was found in crange plants, the root syste= of
which was exposed to 10 ppm of the material. & minor plant metabolite
was not identified. Approximatrely 10 of the applied radioactivity was
metabolized to CO by tae plant, or otherwise degraded.

Xo rtoxicity data are presentcd for the metabolites.

Two Year Feeding Study In Rats:

Initially, 239 males and .36 femdles wele housed in palrs i sexes
separated). The pre~test pericd was L& days. The auimals weére placed
oo test in 5 equal weignt zroups of 36 males and 3b females cach (toral,
180 males and 180 females). There were 2 control groups and 3 zast
levels: 0.005, 0.025 &nd U.123% of the compound.

PR

ng v was a stu:-s:;p;ll\ significant welg
lst and Ind ¥
ncy fur the Zemaie C.125% group was &150

Nl

YRAUS .

Clinical Observaticas and Morsuligv:

Tiiere were no noticzble clinical siuns of Loxicity Mortalozics
were not greatl) differeat frewm the cuncrol racs Tiere were 3 ceaths
oozl zreups azd 3 inm the creaved grouns during che LT Jear

animals =21iled L exgremis was greater n tiie sezond
Uotel morzasizy, 385 in males and 490 in the Jemales -ecms

7 [ yeam T asue et . -
Ioas Cousn o oxring Lhe £ JER

cncentretion, Dematocriz o ond oell
FlollnCe Thiaz Toolv

llowing were suodlied
WBC, RBC, -3C, hemag
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Pesticide Petition 6F0499

Urinalysis:

The following werc noted at various times Juring the study: volume,
color, appearance, OSmolaQiJ&, blood, sugar, pll and protein of the urine. .
. The values wore not markedly different for cuntrol ur treated r:its, ,
except for osrnolality in some instances. The difference in vsizolalicy
for the 6.125 male group from controls was slightly significant at Z test
periods.

Biochemistry:
] No effect of the test material en alk. phosphatase activity: was
sound at any test period. Results for the protein bound iren (’BI) tests, . R

discussed in the Summary, could net be found in the tables presunted.
It is stated that “there was no differcnce between control group and test
gzoup fed 0.025%" of the cempound for 9 moutis. it is not stated if the

protein bound iren fests 4t #igher levels, or after 4 longer time on the .
compound were aifected. (Reviewer's note: PBIL tusts are of lictle

value in any case without c.ncurrent determinations of the ‘iron-bianding
capacity.)

Gross Pathology: K

There was no great differciice between test ind cuntrel organ welights.

-

ctoge Tae LhnTolds . Hyper-
S0, TReTe Was oone I .llicular
Tewe. witich could Lo cunpounds

i -

e e Lewa g

L Laey

Jeseribed) al . 12 weoekn LI feuCing
s .




L ® O
< s 003308

Pesticide Petition 6F0499

. same dict. At 110 days they were mated to yivld Fp, and Fop litters.
The same procedure was Ivllewed yielding F3, and Fgp litters.

Results:

Fertility, gestation, viability lactation indices were noted.

There were no marked éifferences between control aand treated groups.
., There were no patholegical changes, gross or microscopic, attributable

to the compound. There was no mention of any deformities. in the offspriugs.
; 5

Two Year Studv ia Dous:

There were 3 mal es to each of 4 groups (1l control
group; 3 treaced). Di ievels of the compound were 0.005, 0.025 and-
0.125%. v : S .

There was some decline in body weight Zor =ales and females at the
0 1257 luvel ac the start oFf che cxperiment.  The srowth rate sctabilized
wds not aifected Ly Lhe presence of the

X therecarter. Food consumptios
B compouead.

Tesplrati o were noroa
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. Iliness was stated
vear study.
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Pesticide Petition 6F0499

Patnology:

Organ weights were not markedly different from the contrcls. There
were no histopathologic findings to nacte.

Tissve Residue:

There was no evidence of excessive accumulation of the ccmpound
in the tissues.

Comments and Evaluatiin:

The reproduction study in rats used only 1 duse level. ZIrom the
cata supplied in the petition, this probably was not a toxic dose. Tz
small number of azmimals initially en test (12 females and 12 males) ==y |
be- questiczmed for 2 study of this kind.

The Z2-year dog study had but © Z&&sS per proup. In view -~ the wo-
eventful Ziadings, however, I wuula consider the study sufficient.

"

icity apparently was not ttempted. dcute toxieic of
ented only in raes. S t

term toxiclty was 2lzo
s in rabbits, perhaps,
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