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Sublect: Rﬁquest for temporary neglwalw-e residue tolerances for the insecticide
S-(tert-butyirhio)nethyl 0,0-diethyl phospboroax*‘lioate and its cheli-
¥“¥ nesterase inhibizing metabolites in or on corn graln, forage and fodder
at 5.05 ppm. - .
TO: Mr. Lee TerBush, Acting Chief )
) Coordination Branch
Registration Division
Pesticide Petition No. 3G134C American Cyanamid Co.

' - _ .- 7* Princeton, Hazw Jersey 03540
Related Petitions: 1‘\"~r1e, new chemical !
Synonyzs: o ST-100, AC 92100 EYT—27 A
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HE' IDENTITY OF A PRODUCT IMPURITY. OR INERT INGREDIENT "

' INFORMATION WHICH MAY REVEAL T

IS NOT INCLUDED

PP No. 301340 -2 -

II. AC 92100 315G ' ’ -
A:ct'i've Ingcedients , . o - Zowlu
AC 92200 Techaical , 18.5(16.0 real)
Inert Iti:‘edients y -y

USE , _ :

Under the proposed experimental progrzm 42,868 pounis of ST-100 15G
. Soil Insecticide will be applied to 6596 acres of corn durisg the 1973
growing seasen in a 7-inch band at plantirgz time at the rate of 6-8 -
ounces/1000 feet of row to comtrol the -larvae of the Yorthera, West~rn.
and Southern corn. Yoot worm. :

- TORICOLOGICAL EVALUATION . - ' | .
i. Aéute.l'oxicit;y‘ S ae ’ o ,

A. "Singil'tg. Oral Dose _ . ."
Species - ; Strain . _S_e_x_ Fc!x;.xlétion‘ Vehicle. i LDsn(ne/ke) ..
Rag-f RH w1sta€ .M Techoical - Corm oil . 4.5(2.6-7.7) :f__ :
. e « . 9.0(5.2-15.3)

" {fasted) . M e , LA 1.6{1.2-1.9)
* (fasted) F . " (96.7%) " 1.310.2
_(fasted) . M 1_5?: ) _ w 11.7(9.0-15.3) g
Mouse  CFL" M Technical oo 3.5(1.9-6.6) ...
. | | 11¥ R T W 9.2(6.0-14.0) |
' Foom - " 5.0(4.06.3) .
Dog = i ‘ Beagle .M " - _ .Gclz'ztin cépsulé » -4.5(2.2-'—9.0)> :
i T ST S |

Do . e - . . e A 3 2 -
K . - . ..

- (oEST AvHAE ey ]
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i A1l affected aninzls exnlbited signs of cholineslecase iadibition.
e B. Single Du-nl Dosa2 .
e ~ . The watorial was 4eld under an impervious cuff in continucuzs 24-hour
s qontact Wi h tiie “bnved sxin ol male albino rabbits. Sigas of ishibition
o £ choline rase were observed. ' -
e _ L .
i Technical : LD5o 1.1(0.82-1.4) mg/kg
.% : . ) . . . . N V .
. Technical . ‘ LDsg 1.0(0.67-1.3) mg/kg
i 156 LDsg 10.2(7.7-13.4) mg/kg
vt . : . . . X
}t;' C. Siagle lnhalation S
_;f RH Wistar zlbino rats were exposed to air saturat: ! (1.9¢ mg/L) with
Y vapor of AC $2100 Technical for 7 hours at 25° C, Transient irritation
ruad ~and discomfort were observed. The 1Ccpy is in excess of 1.59 mg/L.
U 'D. Skin Irritation : o e T
— . ' :
. - 0.5 nl of either the Technical product or AC 92100 15G was held in
! continuous 24-hour contact with the shaved intact cr abraded skin of
F rabbits. All rabbits died within 24 hours after desing. Prior to ot
. their death, the rabbits showed signs of inhibition of cholinesterass.

‘ : . : £
g s _ E.. Eye Irritation T [ ‘ it

. 0.1 ml of either the Technical product or AC 92210 15G was placed in the
e . ». conjunctival sac of each of 6 rabbits/test. All rabbits diecd within

. 2-24 hours of administration of the 'Technical produc: and exhibited signs <.
of cholinesterase inhibition prior to death. The rabbits receiviag 0.1 <
ml of AC 92100 15G in the eye died within 72 hours. R

nea

II. Six Month Feeding Study in Dogs on 92100 (FDRL; 1193)

A. Procedure

Four beagle dogs/sex/dosaze level were fed dlcts contaiuing 0, 2.5, 10,

. . or 40 meg/kg BW of AC 92100 for 6 months (6 days/week). The dogs wera .
: . observed daily for drug effects. Body weights and food consumption
- y were recorded pretest and weekly thereafter. Physical exominations

were conducted pretest and weekly thereafter. Ophthalwosconic cxami-
nations were conducted pretest and after 3 arnd 6 months of treatment.

BEST AVAILABLE o0PY
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Hematological, biochemical, and urinary examinations were performed
ti-fes prior to initiation of the study and after 1, 3, and 6 nmonths
of trouabtment.

Hematology ~ hemoglobin, hematocrit, RBC, total and di{ferential
WBC, coagulation time, sedimentation rate, prothrombin time,
and reticulocyte count. .

‘Clinical Chemistr& - SAP, %UN, fasting blood sugar, SGPT, SGOT,
serum ChE, RBC ChE, and brain ChE (6 months) (pH/hr.).

Urinalysis - poearancc, spec1f*c nraV1ty, occult blood, protein,
pH, bll’tublﬂ, ketone, and glucose.

At the conclu51on of the study period, all animals were ex tamired at
. gross necropsy. The weights of liver, kidneys; heart, adrenals,
~and gonads (with adnexa) were recorded. The following tissues were

. . examined histologically (H&E stain):
adrenals - ' . kidney stomach
aorta leuns ’ . pyloric
bene (rib jumction) liver  fundus
bone marrow lungs thymus
.brain . lumph node . thyroid
’ . . (mesenteric) ‘
. cholecyst . : © mammary glands wurocyst
epididymis, nerve (with ‘uterus
R ) - . muscle) ,
" ceye , _ ‘pancreas all gross lesions
gonad - pituitary
heart (with coronary vessels) prostate
intestine . salivary gland
colon : skeletal muscle
(with ncrve)
duodenum spinal cord
ileum spleen
jejununm

B.. Results .

One control male died of a pulmonary infection. XNo overt signs of

intoxication were ~bserved. No ocular lesions were observed during
the ophthalmoscepic examinations. The plasma ChE was significantly
(p = 0.01) depressed for hoth the 10 and 40 meg/ke groups. Tre RBC

and brain ChE was not significantly depressed. Thz remaining results

B |y T
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ITI. A 3 and 24 Jonth Oral Toxicity and Carcinegenicity Study of AC 92100

. of the study. The high dosage group was increased to £.0 ppm on day 35

.three months and examined histopathologically. The following tissues

freon this SLLdy will be subnitted when tbc histopathology is completed
and coupLate *uhlﬁyluns,of ail pre-morten ilnding: beocons 3

€. Corclusion ’ |
L . .

The data submitted is inadequace for the determina

NE%L. ChE NE. are not dsterminzd on the basis of »

Based upon RBC ChE inhibition, ihe HEL > 40 :ca/

tion of a systemi
lasma ChT inhibit

1n Rats ~ Three Moath Report (uso/dynamics Inc.; 71 R-725)
A. Procedure

Groups of 60 Long-Evans rats/sex were fed diets containing 0, G, 0.25, .
1.0, and 2.0 mg of AC 92100 Techaical/kg of diet (ppm) for the duration

and to 8.0 ppm on day 77.

The rats were observed daily for physical appearance, signs of local
or systemic toxicity, pharmacologic eflfects, or mortality. Bocy s T
weights and rood consumption were recorded weekly. :
Three rats/sex/control group and 6 rats/sex/dose group were tested at
3 months (at sacrifice) for:

" Hematolcgy - clotting time, hemoglobin, hemateccrit, R3C, total ] ’ ;;
and differential WBC, and RBC morphology. S
' - - g . l’ .

Clinicél'chamistry - SGPT, SAP; fasting blcod'sugar, BIUN, and ChE
(whole blosd (also measured at 1 month), plasma, and brzin), {4 pE/hr). .-

Ur1na1y91e - gress apoearaﬁce, protcln, glucose, pH. refractive
index, ketones, bilirubin, and occult blood. .

Five rats/sex/éontrol.group and 10 rats/sex/dose group were killed after

were examiued with lH&E stain:

‘adrenals : ' - mammary gland -

anrria : ﬁancreas . :
beae marrow {sternum) pituitary

brain (2 sections) S salivary gland

gonad , prostate

{continued)
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were. observad in the high~dose males at weeks 5 and 13 and these females

heart (with coronary vessels)®® . spinal cord (thoracic) .
eve (with optic nerve) skin : .
: intestiue ) splcen .
-2 colon y : v stomach (fundic, pyloric)
- duodenum ' . " thyroid® :
£y ileum, . : uvrinary bladder (with neck) -
4 kidneys*® uterus
» liver*® B skeletal muscle with nerve e
i T 1lung® o . s . auy unusual tissue or lesion
b lymph node (mesenteric) S
- *organs weighed : - 0
‘L} ! ®organs examined in 0.25 and 1.0 mg/kg groups < o SN
-5 B. Results . .
R . RS
o . Compound induced signs were observed in all high-dgse females during the
Cmed period of feeding a diet containing 8.0 ppm of AC 92100. Muscle tremors,
”:W' . .hypernea, tachycardia, hyperactivity, and excessive salivation wera oL
i attributed to the cholinomiretic properties of AC 92100. Over half the
S S rats in this group exhibited exophthalmos and decrecased lacrimation aad
. ) the formation of a cloudy film over the eye were saquelae. One mid-dose
i female -exhibited exophthalmos, followed by the formation of a cloudy .
o * film over the eye, and subsequent rupture of the eye. .
Lo * - . .
';i Statistically significant (p < 0.01) depressions in mean body weights §~

j , at week 13. The actual mean food consumption in the high-dose males
ﬂ@ an? females at.week 13 were statistically significantly iess (p < 0.01). e,
- ....2 s . - . . . : ST
! 4 A statistically significant increase (p < 0.05) in total WBC was observed Lo

in high—dose females which was not considered to.be dose related. The T e
blood sugar level of the high-dose females was significantly lower ks
{p < 0.01) while the BUN was significantly elevated (p < 0.01). The SAP
i of high-dose males was statistically significantly depressed (p < 0.05).
With the exceptions of the plasma and 1 month RBC ChE activity ia the
low-dose males, and the plasma ChE activity in the mid—dose males, a
~depression of all ChE measurements at both one and 3 month datermiznations :
was observed in all groups treated with AC 92100. The R3C ChE was statisticall -
4 E : significantly depressed in the 1.0 mg/kg F and the high-dose males at T
: p < 0.05 and the high-dose females at p < 0.0l. The brain ChE of the

H high-dose rats was significently depressed at p < 0.01 while the plasma

ChE was depressed for the high-dose females (p < 0.01). Urinalysis values,

for all parameters werc comparable for both sexes. .
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B. Resu;ts

-7 -
Tha actual wean thyroid weight and the mn thyroid/body wveight rati
was depressed in the high-dose males. ¥ien the high-dose remnleq
were compared to the combiued coatrols, a depruession of the mea
terminal body weight and an elevation of the orgni/boly weizht ﬁatios

~in the liver, kidney, and heart were observerd. The fhacroscopic
lesions and histologic changes are considered to represent spontaneous

‘changes which were unrelated to the a'ministration of AC 92100

C. Conclusions . s .

A systemic no-effect level can not bz described for this study. .
Treatment-related changes were confiued to the high-dose groups after
this group was fed AC 92100 at 8.0 ppm for 2 wecks. The rats wvere
fed AC 92100 at 2.0 ppm for 5 weeks and at 4.0 ppm for 7 weeks. £
the rats had been fed at these levels for the entire 891 day period,
perhaps effects would have been produced at these levels. Based upen
RBC ChE inhibition by tho 1.0 ppm females, the KREL for AC 92100 is
0.25 ppm.

i

IV. Status Report - A Three and Twentf-Four Moath Cral Tox" - tv and

Carcinogenicity Study of AC 92100 in Rats (Bic/dynanics - :.3
7iR - 725)

A. Procedure

‘The protocol for this study has been given in the preceeding study.
This is an extension of this same format to 24 months 2t a 6 wmouth

interim period. The dosage of the high level group was reduced from
8 0 ppm to 4.0 ppm at day 105. .

Nine animals (3 males, € females) have died in the 4.0 ppm group
compared to 2 rats in all other grouns (both cuntrol males). The
histopathologic evaluztion is not yet completed on these animals.

The body weights of both male and female %.0 ppm rats is statist’cally

sizanificantly depressed (p < 0.01).

The occurrence of symptems noced in the high-dose females (muscle

tremors, hypernea, tachycardia, hyperactivity, exophthalmns, excessive

salivation) in the 13th week have conginued to be observed with the
sane frequency through the 32nd wezk of tost. In addition, the
occurrence of these symptoms was obsacved, although not as frequently,

in the low ar’ wmid-dose female groups as early as the 14th wesk of test.
Muscle tremors observed in Z high-dose males beginning 2t the 29th wee'.
o; test were the only 31gn1f1 ant observations roted in the male groups.

BEST AVAILABLE CoPY
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chowas chserved in all fcmale

Lrarved wern.ettribated
civs of ATY2100,

rats was al"ﬁ;flC;quJ

depreboed_at p < 0.0L waile the low-dose male rats 'were dupress

at p < 0.05.
significantly depressed a

The RBC and plasma ChE

Conclusion

Statua Report - An 18-Month Carcinogen
Mice (Bio/dynamics Inc.; 71R-723)

Charles River CD-1 CO3S (ICR derived)
composed of 75 mice/sex and fod diets
-or 8.0 ppm of AC 22100 for 18 months.

The test has been conducted for 6 months.
daily for phammacolegic and toxicolozic effects.
anlmalsloroup were recorded weekly through the first 3 months and bi-

weekly for the next 3 months. Gross necropsies were perfourmed on all

of the 4.0 ppm females were

This interih reportindicates that the systemic and ChE NZL may bde
less than 0.25 ppm in rats.

city Study of AC 92100 in

mice were divided into 5 groups

containirg 0(2

animals found dead and on wnoribund mice.

"The pattern
not suggﬂs;

in body weight.
T3t seen at wveek 22.

mid. and- high-dose groups rupturing of the eyes, "sually but not always
following cxophthalmos cccurred.

observation was fi

Conclusions

and frequency of ceaths and macroscopic e?aninations did
any correlation betwszen trzatment and findings
36 the males in the 8.0 ppm group were

ex

groups), 0.5, 2.0,

The mice have been obsér"ed
Body weights of 5

At week
hibiting 2 slgznt decrcase
Exophthalmos, adjudzed to be a compound-induced

efiféct, was observed in onc mid-dose ond & high-dose males. This

in 2 foew male mice in both

No evidence of carciabgenicity has becn presented yet but systemic
toxicity is evident in the 8.0 ppm males and probably in the 2.0 ppm
males also.

BEST AVAUABLE GOPY ;
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V1. Terato nicity Study with AC 92100 Technical in Albino Rats (Ind

. Bio-Test Lab.,Inc.; B1374 —(B)) .
;; A. Procedure

Groups of approzimately 20 bred Charles River albino female rats were

" orally intubated with 0, 0.075, or 0.150 mg/kg/day of AC 92100 Technical -
in corn oil frcm the 6*h day of gestation through the 15th day. Daily
records of mortality and reactions were raintained tiroughout the -
S T investigation. Mean.group body weights ware recorded a% day 6 (initial
;”? dosiag), 9, 12, 15 (final dosiag), and 20 (at sacrifica).

At sacrifice, the feta1 swellings, implantation sites, resorption
sites, corpora lutea and viable fetuses were recorded. 211 viable
fetuses were weighed. : :

- .- An external examination of the fetuses was conducted axd all fatuses
| were examined for either.skeletal development (Hurley's method of
e o Alizarin sta:ninO) or internal devalopment (free-hand razor blade
w2 section technique of Wilson and Warkamy). L

D B. . Results oo . .

‘There were no treatment-related effects among either thz maternal
rats or the fetuses by any of the criteria evaluated.

C.  Conclusion

AC 92100 Technical produced no teratogenic effects in rats at doses
as high as 0,150 mg/kg/day. o . o

"VII.- A Neurotowiciéy Study of AC SZLOO, An Organic Phosphate Chollnosterase
" Inhibitor, in Hens {Bio/dynamics Inc.; 725—788)

b A. TProcedurc :

"Sex—l*nked hens, approximately 1 year of age, were orzlly iatubated and
tested for AC 92100 neurotoxicity by the following protocol:

) SR Volume » Concentration Volume To. aninals
: : Group Compound (mz/ke) (mg/ml) (m=1/%2)
P R Corn 0il . = - 1 4
. II AC 92100 40.0 40.0 : 1 10
: IIT TOCP 500 - 1162 0.43 : 10
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‘3 All birds ware observed daily for signs of tuuic or pharmacolegic
o ) effects or mortality. Birds wero welghed at time oi desing. ‘the

birds were observed f{or their ability to maintain a position on a
perch, stend ca solid floor, amd walk on 1, 3, 7, 11, 1», 17, and
21 days after drug administration.

All hens demonstrating signs of neurotoxicity 21 days after dosing
were schedulel {er sacrifice:on day 22;  However, all surviving
hens (inadvertently including those demonstrating neurctoxicity)
were again dosed and observed for 21 days. The hens receiving a
second dose of AC 92100 were pratreated with Atropine (i O ng/kz)

. in 10-15 minutes prior to treatment with AC 92100.

All hens showing signs of neurctoxicity which were surviviag 29
days after the first dosing were sacrificed at that tipe. Those
hens not demonstrating neurotoxicity before the second dose were
sacrificed,2l Jays after the seccadAdosa. The spinal coxd

. (lumbosacral section) of the ceontrols and hens shewing neuro-

e o e tox;c1ty weare exan;ﬂed histologically (H&E stain).

.

i P B. Results v . _ v .

FLo Four of 10 hens treated with AC €2100 in a dose of 40 mz/kg -

. ) - exhibited signs of locomotor toxicity characterized *y a slightly
TR _ wobbly stance or galt, in all cases except one, if the znimal
.. survived the first 24 hours, these signs were nc longer evident
N after 72 hours; and the animal remained normal fer the renaioder ,
., 0f the stuuy , ) S

LI . . . .

e

All hens treated with TOCP behaved normally for at least 7 days. On
day 11, signs of locomotor impairment, characterized by a wobbling .
gait or shaky stance, were noted in all TCCP-treated hens. In 6
.-cases locomotor ability detericrated further to a point where the
" hens walked in a squatted positicn or were unable to walk or staad
by day 21. In no case did any hen treated with TOC? recover from
these symptoms.

N ¢ trrated with a second dose of AC 92100 exhibited signs of
acuic toxicity during the first 72 hours aiter treatment. In all
~ cases the hens had completely recovered by day 7 und remained

- - healthy for the remaiander of the study.

TOCP induced minimal to moderate demyelination of the fiber troct
of the spinal cords eof all hens. Similar changes were not detccted

.. . - - ...,,..,. .

w3 ) in spinal cords from negative control birds.

L
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“‘ . -
& C. Conc . lon ‘ - 2
=3 L .
i ’ AC 92100 is not nevrotoxiz for heas at 40 ma ke
iy B o : .
. '
Ly VIII. Status Report ~ A Three Generation Reproductxon Study of AC 92100 .
B S in Rats (B*o/dynanlca Inc.; 71R - 727)
°§’ T A Procedure ! )
f%‘ R if

Groups of 10 male and 20 female Leng-~Evans, Blue Spruce weanling rats
- (desigrated ¥, parents) will be plac;m on diets containing 0, C.25,

: . or 1.0 pprm of AC 92100 for 60 days. ith dosing by diet continuing,
¢+ . - - cohabitation in units of one male and 2 females for the puvpose of

; R ‘mating will be done. One licter/generation will be adJCuate provided
(it is judged normal based on the indices of fertility, :estatioa,

. - survival, and viabilityv. The progenies of the first mating ol each
.- .+ generation will provide the parents (10 males, 20 females/group)
' . designated F1 for the next generation. All likters will bs reduced to
[ 10 aninals (5 males and 5 females, if possible) at 4 days:

The

in r11’ F?a’
A1 young of T3, pregenies will get gpross NecToRsy

The study is presently at the growtﬁ period (vOQt-Pean1“"‘

procedure will be repeated for 3 generations resulting
and F3,; progenies.
- . at weaning.

<

FR Y
- ¢ of the F15 generation.
]
»i 1'B{ Resulés o
ki
ﬁ Treatwent with AC 92100 has not resulted in any significant difference
o3 in the rertlllgy, gestation, surviyal or viability indicws. The body
: weights of the troatment group progeny are grcathr than those of the
5 control group. =~ ’
% C. Con:lusions ;
£3 : ‘
= "AC 92100 has ex erted no adverse effect upen the reproductive capacity
LI .of the rats to date at 0.25 or at 1.0 ppm in the diet. .
e
ﬁ- .
T - IX. "Acute Toxicity of Fhosphorous ~ Containing Metabolites of AC 92100
or . (Cyanamid; A~72 -~ 34 through 33) : .
'ii‘ Groups of 5 female albino CFl mice were dosed with a corn 0il dispersicn
! of each product at a constant volume of 0.5 ml/mouse. Signs of intowi-
Atk

.

cation included mairly trewmors with proetrat1on, lethargy, and atazia
occasionally noted.
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{ Lstgra or Phasphorothioic acid . Lisg (m3f35)< .

I o S-(tert. butylchio)mothyl 0,0-dicthyl cster 22

i . S={tert. butyisulfinyl)methyl 0,0-diethyl ester 1.1 :

f S (rart. butylsullonyldmethyl O,0-dicthyl. ester 3.4(2.2 - 5.2) .

’X - . . .
; "~. - Esters of Phosphorodithioic acid . o

;' 'S—(tert.—bu:ylsulfinyl)methylfO,OJdietﬁyl ester 3.4(2.4 - 4.7)

: S-{tert.-butylsulfonyl)methyl 0,0-dicthyl ester ~ 14.0(8.8.- 22)

t X. Acute Tox 1c1ty of Yoq—Phosnnoroua— Containing Jntdbollth of

' AC 92100 {(Cyanamid; A-72-92 through 94)

Groups of 10 female CFl albino mice were,desed with a corn oil dis~
S persion of "each product 4t a constant volume of 1.0 ml/mouse. Th

o main sign of intoxication was diuresis with prestration, convulslons.
or dyspnea. . -

LDs5g mg/kz

-~ - (Tcrt.—butyTSulkopy1)we thyl methyl sulfoxide C > SOOO‘
: . Tert.-butyl (methylsulfonyl)methyl sulfoxide . 3450 , .
. ‘Lert.—nutyl(metnylsulfonyl)methyl sulfone £660(3565 - 609C) °

e

XTI, 8—Day Dlotary LCsg Study with AC 92100, 96.7% Pure, ir Ringneck
Pheasants (Ind Bio-Test Lab., I1c., J 1778)

Groups of 10 ringneck'phaasants-(lo ~ 15 days olc) were fed diets s
containing 0 pr= of test material (5 groups); 14.7, 31.6, 46.4, 68.1,
or 100 ppm of Dieldrin {positive cotdtrols); or 31.6, 68.1, 147, 215,
- or 316 ppm of AC 92100 for the first 5 days of the 8-day diestary
- study period.-

No zbnormal behavioral reactions or other signs of toxicity were
observed in birds fed AC 92100 at levels of 316 »n-m or lower. Post—
mortem examination revealed no specific organ damage due to the
compound. Signs of toxicity in birds fed Dieldrin included dysw1ea,
hyporeactivity, and anorexia. Postmortem cxamination revenled no gross
tissue alterations. Autopsy of test survivors :: & days revealed no
adverse gross pathology

AC 92100 : LC50 145(96 - 219) ppm

* Dieldrin A LCsp 31(23.7 - 40.6) ppm
, . : @
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_{XiI. 8-Day Dictary LC50 Study with AC 92190, $6.7%Z ¥
Ducks (Ind. Bio-Tost Lab., Inc.; J 1777)

, in Mallard

Groups of 1C mallard ducks (10-15 days old) were fed dicts containing
. O ppm of test material (5 groups); 14.7, 31.6, 100, 215, or 46% ppm
- of Dieldrin (positive controls); or 46. 6 68.1, 147, 316, or 464 ppm
7 o+ AC 92100 for the first 5 days of the 8-day distary study pericd.

Xo abnormal behavicral reactions or other signs of toxicity wera
observed in birds fed AC $2100 at levels of 464 ppm or lower. Post—
'mqrtem examination revealed no specific organ damage due Lo the

compound. Signs of to%&cx;y in birds fed Dieldrin included hypo-
“,:eactivity and anorexia. - Postmortem examination rovealed no gross

- tissue alterations. Autopsy of survivors at 8 days rcvgaled no
adverse gross pathology. )

AC 92100

. . LCsg 185(128.5 -~ 256) ppm
. Dieldrin . : ~ LCsp 62(33.3 -~ 100:4) ppm
XIII. The Acute Texicity of Cycocel and Experimental Insecticide AC 92100

ro Bluegill (Lepomis macrochirus) and Rainbow

t
Treut (8alno gaiv
(Bionomics, Inc., .Juze, 1972)

-Tén fish were tested at each concentraticn, the mass/volume ratic
never exceeded ].0 gram of fish/liter of water. The 96~hour median

. tolerance limit (TL3p) was ccmputed with the response baing measuved

being death. AC 92300 of 86.37 purity was used.

A; . - 24 hr. TLsg (mg/i) 96 hr. TLsg (mg/L) N:iL

0.006(0.005-0.009)
.034(0.030-0.039)

Bluegill

0.004(0.003-0.003) 0.002
Rainbow trout

0.010(0.005-0.013) 0.005°

DISCUSSION

Ac 92100 is an extremely toxic- insecticide. Its nheosphoroaus—containing
metabolites exhibit an equal or slightly Sreater tomxiciity based upon the
acute oral toxicity. The 3-month rat feeding study disclosad a NEL based
‘upon ChE inhibition of 0.25 ppm. osufficient rats were used in this study
to extend this protocol over a 2-year period. An interim report at 6
months indicated that the ChE NEL had decreased to less thaa 0.25 ppm
(the lowest level fed) and that exophthalmos (with possible rupture of
the eyeball) wzs noted in a2ll female treatment groups. (At 3 moanths
excphthalmos had been limited to only the high dosz females.) An interim
(6.month) report hat

thalmos and Tuptured eyeballs were reported in bot‘1 2 and 8 ppm males.

(mg/L)
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t-of a mouse carcinogenicity study indicated. that ewophs— =~ -
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be deternined. Thc plusma ChE was deprossed atr 10 sad 40 meg/ka BY
(0.0L and 0.04 rglky BY) but not the RBC ox brain Chi. ChE Diu's _
usually are based upon UBC ChE ichibitioa. The systamic N34 could
not be determined since the histopathology had rot hezea reported and

the various other criteria-hematology, cliaical chemistry, Lrlnaly"is-
had not vt been tabulated.

" An incnmklote 6-month dox study was submitted for which a NEL can not

The requested tolerance is for an animal feed crop rather than human
food crep, but because of the high toxicity of both the technical
material and this fo mulatior, T5 will require the followinz infovr-
mation before a temporary tolura1ce can ba gvarPed

1) The ¢ompleted 6-month dog study

2) A cataractogenicity study .

3) A separate tabulation of eye lesion cbservations in rats and
mice (from carcinogenicity studies —~ interim reports). -

- a. animal number
: b. treatment group ‘ T
¢. time of onset T
d.. unilateral or bilateral ; '
€.’ indications of reversibility

£. specific statemant on histclogy
4) Pf avallabl_, a h13topatholo°1caL report on the sv~ﬂal cords of

the AC 92200-treated chickens (neurotoxicity study)

- RECOMMEXDATIONS S

Toxicelogy Branch prefers to dnfer Judgem»nb on the safetv of the *°qaes*ac "

temporary tolerance until the above items No. 1-4 are subﬂvt ed
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