“ " UNITED'STATES ENVIRONMENTAL PROTECTIG AGENCY -

v o . ’ .
- SUBJECT: 2-n-Octyl-4-isothiazolin-3-one and its metabolites DATE: 19 SEP 1975

FROM: - o T — .- '%a,i"\ L-f?=§? .
TO: PM: - ,‘ . ‘ i ,\\”“J ';.1-/ u
Pesticide Petition No;.n 5F1632 - . .
" Action Requested: Establish the tolerar-e'of 0.01 ppm_ L
level- in or on cotton seed. L : .
" Recommendation: Establ{;h tolerance . ; E
Related Petitions: Nones - | _ S
* Structure: .

Boiling Point: 142°C "~
Vapor Pressure: 6.8 X 1275. E | . .
Specifiﬁ Gravity: .1. 042

3
\§
{ - - Solubility: Infinite in benzene; acetone, ethyl ether,
' : ethyl acetate and chloroform

FORMULATION:  Kathon 893 .SP-45

‘ﬁg . Active Ingredlent '
‘qéi‘ S  45-48% 2-- octy1-4-1soth1azol1n-3 one

lnert}ln rcdlents_,
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Use: Fungicide for seed "treatment. ' 79 :
RACK(‘POUND DATA

'f The following toxicity data vere’ submtte’d in connection with EPA Hoe -
¥ 7076100, .

'} ¢ Acute Rat Oral LDgyq (Techa) L S males 7°1 mg/kg v -
- Q’ ” - females 681 mn/kg ¥ A
_‘j 'Y 7 Acute Rat COral LDgy (Skane M-3)* N 470W ol ‘LQ/ ,
n \; N Acute Rabbit Dermal Lbgq- {Tech.) e e .1.78 i ﬂ*5\ 3
- £ Acute Rabbit Derwal LDe, -(Skane H-3) o - 4.22 ml/kg v :

[ u\‘l\cute Rat Inhalation LC—q (Tech.) . - <4 ma/1 v
Sr \3\\9 N Acute Rat Inhalation LCan (Skane 11-8 o >1,92 mg/l v
I~ Al YRabbit Dermal Innitdtion (Skane N-8) . PIS = 4,12+
3&3\ ¥ éGuinea Pig Skin Sensitization (Skane M-u) - not a sensitfzer. =
TN .
‘e ; 4;PRESENT ACTION:
ooyt q-
N ‘tf“- “Sunmaries of acut° tox1c1ty data presentcd with this petition are as

v § 3 follows: _ .

Q'k‘ T fAcutn Rat Oral L0g (Kathon 303 sSP-45) J50 mg/P

¢ o« Acute Rabbit Oral® vrq (Kathon 893 SP-45) 1200 ma/kg

A ~
4 i.\'gabbit Darvial 1 qita jon (Xathen 803 SP-45).FIF = 8.0
ye Irritation ?Kathon 893 SP-45) corrosive « Cors 7“4«;/7
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ubucufe toxicity data reviewed by Dr. R. Engler on ]]/1b/73 are as
follow5° )

2000 ppm

90 Day Rat Feedina (Tech. ; -'NEL
_2000 ppm

) ¥ 90 Day Dog Feading (Tech. HEL
21 Day Rabbit Dermal (Skane M-B) 1% and 10% solutions produced mild
to moderatez{irritation

10 Day Rat Inhalation (Skane ”-o) .= 2.0 mg/L- producted mortality, clevated
© SGOT anft 2bnormal total leukocyte counts

Rabbit Tetratogemc (Tech,) - not a }eratogen at 60 mg/kg (highest Tevel
' + " “tested
R

| vuvﬁ

) -Addhitional toxicity data submitted in this petition are as fo]lows: .

18 Month Mice Feedinq_ - V1 rginia Commonwealth University.

The raterfal tested in th Is study was identified as Rll-893 (Z-n-octy‘l 4- g
1soth1azol in-3-one). |
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T-hc foﬂomm expcrinentﬂ design was used: - o 004799

. _ dlumbzr of Niced . g

* Experimental S . sacrificed at X

Group __Compound _Pose Levels’ .'. Inftia] 6 Mo, *_LS___'_»O‘__________ Py

1 '1naqat1ve : Dietary (ppm) 250 - 50 all survivors. f;
control T 7; i ‘ i

2 RR33 . sm . 0 s v 4

3 - Ri-B93 | ST €0 50 v . .

. ' Coe ol . E .. e : ’ "‘.?
- 4 'AAFb' ' 600 - 200 0 v by
| Daily IntaPn " . Ty gf
. {mfhg/day) A E
.« 5 -DERC . .- a0 2 Yo ;i
6, DENG 6 50 ¢ 50 S '.
., . s . R ' i‘

8. MNumber of mice divided equally batween sexes. 3
b. Positive control, 2 acetamidofluorens (AAF) e
c. .Positive cenirol, diethy]nitrosanine (D:n) administered in the j%
-—drinking water, -

The micedused were a hybrid strain (Ca? L/6-x C3H/ANF) %%‘
L5

Cbservations and tests for effncts Included body waights, water consump-. e
tion, mortality. _ ; e :%
Terminal studies included absolute weicht of thw liver, organ to body é@
ratio of the liver 2nd histopathological exanination of the 1liver, j;3

. kidney, lung, stomach, ovary, testes, small intestine, urinary b}adder. b5y
spleen, btain, lymph ﬂOuP. mannanf-gland and prostate. . gf
i

Results: The positive control aniwals receiving DE (diethylnitrosamine £y
shawed clear-cut malignant. cvtological changes in liver cells at the six ﬁﬁi
month sacrifice. : . . : A
Thﬂ parameters for the R £73° téated nice showed sorie bialogical varfa- é?5

tions during the 173 months wHicv are considered unremarkabla hy this
reviewer. The histopatholejgical review canductdd by NDr. Gordon R,
‘enn{qar, Jr. revealed no suggestion of any vathological or cytalogical
change in the liver or btronchial epdthelium or other tissues examined.
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The no-effect lcycl is 1090 ppm,
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“Conclusion:

The standard toxicological data requrrements in effect prior to -
July 3, 1975 have been fully supp11ed by the petitioner. Additional
-data more in line with the amended requ1rements have not been
requ1red because of the following reasons:

’f7 . The extremely low requested tolerance of 0.01 ppm.
-/ 2. Residues had nof been found at the ' limit of S
"~ detectability of 0.004 ppm:
3. The complete absence of neoplasms fn the 18 month
: . mice study.
/ 4. Cotton seed is not a human food.
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% " Robert D. Cober]y, Bio]oéist
' Toxicology Branch
" Registration Division WH-567
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