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SUBJECT: PAP-S5I-5068 Baypen tolerances on food DATE: NAR 21 1“75-‘ " -
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Food Additive Petition No. SH-5068 ’;:, o
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Petitioner: Chemagro R &‘g';f
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Chemical Names (Baygon)-o-isopropoxyphenyl methylcarbsmate - l;;fﬁ'{f«i y s
v . . - '~'{i. :;; -
Tolerance Requested: O.2ppm in or on food . “ "1 % e
E Lt :.o‘ 5,,‘ !»
. Reccumendation: Establish the tolerance as requested : ; *:"-f*

& : . ;,’:.g-';
Related Petitiona: FAP 1887, 9G0765, 2P1244 S a r
Fetablished Tolerances: none ’ ‘ oot

LR
Background Toxicity Data .
Formulation - Spacien Sex - Oral Dermal Inhalation
LDsg (1.Dsg (LCsp v/
mp/kp) mp/kg) L/60 min.)
Techaical Rat Male 95 1440
' . Female 104 T %-:.N .
Lo B
70% Wettable Rat Male 320000 -} m
Powder Femala >20,000 ok
50% Mopper Box Rat Male >20,000 ik
Sced Treater Female »20,000 - -
50% wettable Rat Female . 220 >1000 S
Powder R
. , .,:?
50Z Wettable Rat Male 175-185 ~ Pl
Powder ) -
4 1bs/gal ULV Rat Male 225 4000 P‘
. 1.4 1bs/gal Rat Male 114% . ~3,000 " &
. 041  soluble con. Female 1135 ‘ ~3,000 ” !
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' The Che NEL for this study -is less than 10 mg/kg. . C gt
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spraymen, houscholders, and comnensal sariwals., The vast najority ;h}§{ -
in all groups except spraysen were nol affected. The signs of ;315 o
toxicity in humans included: ndosls, visual diffdcultics, hcadache, ; fo 22;:
nausea, vomiting rctching, dizziness, stomach ache, stagrering. weakness, ;¥4 1
excess sweats, clanminess, sleeplessucus, spitting, excess salivation, T e
tightness in chest, respiratory irregularity, and pain in heart or el
chest, . ‘

Present Action

The following toxicity studies were submitted vith the request for the
food additive tolerance,

Acute Rat Oral Cholinesterase-Bayer AG~ 10/1/73

The material tested uaé identified as technical grade (72/61, 98.7%)

Three SPF-Wistar male rats were tested per level of 15, 20, 40 and 60 .]kfﬁ?'g
ng/kg. Dosage for the females were 10, 20, 40 and 60 mg/kg. L e
-
The cholinesterase activity in plasma and erythrocytes was determined 1; yne0l
at 10, 20 and 180 minutes post treatment, R
AN

Results- Trembling aund cramps were reported amoung the 20, 40, 60 and 130
mg/kg animals at 5 to 10 minutes post trecatment. These signs were G
not evident 20-25 minutes post treatment. ChE inhibition rcached its )
maximum at all tested levels at from 10 to 20 winutes post treatment,

The three .hour blood sample revealed a marked recovery in the cnzyme . jf‘Iﬂl:

activé Y.

Acute Rat Oral Cholinesterase-Bayer AG- 10/1/73

The mat~:isl tested was identified as technical grade (72/61, 98.7%) s{fi"

Three male rats were used per level of 0, 10, 30 and 40 mg/kg. Brain _
cholinesterase activity was determined at 0.5, 1, 2, 3, and 5 hours Cey
pest treatment. '

Results~ A dose dependent decrease in cholinesterase activity was N &
evident at the first observation period. This inhibition reached ol
its maximum level at the 2 hour observation period. Complete recovery ° ° e
vas evident for the 10 mg/kg level after 5 hours. L
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The no effect level for this study is less than 10 mgl/kg. ' At
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15 Weck Rat Cholincsterase-Bayer AG- 10/1/73

The material tested was 1dent1£ied as technical grade (72/61, 98.72)

Five male rats werc uscd per level of 0, 250, 750 and 2000 ppm.
The test material was incorporated in the diets.

Results~No external symptoms were reported.
in the plasma and erythrocytes was not constant nor was it dependent

The cholinesterase acttvity
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upon dosage levels. These high dosagk levels should have produced . g:;gﬁ
a definite effect on ChE, On this basis, the value of thesc data are . :;.. 3
questionable, : ' RO &
. i

4 Week Rat Intubated Cholinesterase Study-Bayer-10/1/73 BRI
. A

R

The material tested was identificd as technical grade (72/61, 98.7%)
Ten rats of ench sex were used per level of O, 3,‘10‘and 30 mg/kg.
The test material was given orally to the test rats everyday during
the fout weck test material. The vehicle was Lutrel,

Obsorvations and tests consiated of cholinesterase activity deter-

‘ minntions in plasma and erythrocytes fifteen minutes after applications .

on daye~ 3, 8, 14, 2) and 28 from three rats of each scx per level.

Brain cholinesterasa activity was determined in five rats of each

sex two hours after the final administration. A final plasma and

RBC cholinesterase activity level was determined five hours aftew
. final administration of *he test material,

the

Results—- A dose related decrease in brain, plasma and erythrocyte
cholinesterase activity was evident at the 10 and 30 mg/kg levels
during one or all the deterimenation periods. An increase in
renzyme activity was evident in the sample taken five houra after
the last administratioa.

The ChE NEL for this study is 3 mg/kg (60 ppm)

Summagz

"The toxlcity data submitted in this and prior peéitions have
established the following no effect levels,

2 Year rat feeding—systemic NEL 250 ppm
ChE NEL 60 ppm
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2 Year dog feeding-systemic MEL 250 ppm :
Embryotoxic Effect in Pats- NEL 1000 ppm no teratogenic effects were

: reported, -
Mutagenic Effects in Mice- no mutagenic effects at 5.0 mg/kg
3-Ceneration Pat Reprodustion-NEL 250 ppm

Neurotoxicity in Hens-no neurotoxicity noted at highest level tested

4500 ppm. : .
The most sensitive species for this chemical 1s the dog with the
-syntemic NEL of 250 ppm. This no effect level will support the
ADI of 3.75 mgl/kg/day. The theorical quanity of baygon which
could be consumed in the human diet if the total intake contained
the requested tolerance of 0.2 ppm, would be 0.3 mg/day.

The ADI of 3.75 mg/day will support the theorical intake of
0.3 wp/day.

'l =7 7 /‘;

> -/.?f.
Robert D. Coberly, Biofogist
Toxicology Branch ‘ ' '

Registration Division
éc: 2F-1244 R.B. Jacger, Branchvnending File

RCoberly :ir: 3/18/75 \
Initial G. E. Whitmore _&.£ W1 .
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