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Peti ioner submits toxicolegical data reguested by €03, (letier of >

II. H. Forgan, 2/21/73) vinich vere reguired >-“ore a Tiuul jucduement

-of safety of the temporary negligible resi.l. s toleranca of 0. ua PES .

on cern grain, fodder and forage couid be made {iee “:vvnv of [

,?arAIn 2/0/73) -

AC 2100, S-’torL-butyltn.o) sethyl 0,0-dintby] phOSOﬂDTOdIuh‘P"Le s . .
. an ex.reWA}y Toxie crol1restnruse inhibitcs with ora. Lagﬂ vaiuzs for. o

several mammalian spaecies runﬂ.ng from 1.3 to ebout 5.2 n,/(g, orly .- -

sall amounts applied to the skin and eyes o. rabb1t\ 0.5 and 0.1 ;;

ml respncu1vely) causes quick death.

Three gnd s1x month progress rcports on a two ynar rat chronic toxicity--" .
carc1noaen1c1ty study indicated a Cht NEL of 0.25 ppm but'a systemic NzL °

-could not be clearly demonsirated at the lowest level fod of 0.25 pem. -

The alarming systeaic effect in this study w2s the inducticn of exc: nthais -
cloudy corneas and. ruptureu eyes in some of the high dose females. :
Exophthalmos was noted in 211 treated groups cof fomizles (but not in eor ny. .
of tne raiﬁs) An 11 month status report of further eye cbsorvat1ons is

 submitted with the amendment and is consicered below. .

Other data reguaested by Dr. Parkin were subnitted. They include:y .

1. A completed six month dog foeding study; T
2. ‘an addenduxm to the hen deﬂ/n1zn tié study E
prevuobs1y submnitiad; . e L e e

3. =2 surmary of eye effec;s in an cn-co::; 12 "“ﬂ.n
mouse feec1ng study. ST
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R American Cyamemid). | : . ER , .
: SR 11 Month Stntus Basart: Iva chseryations - 24 month rzt Te2ding STucy
1‘ ; - < ——
L B . N Ca . . . ¢ - °
i é ; - Swrmary . o v ;’.. , ,m:: e :
o ey . . » § e . N ' - T
4 ;é - Groups of .60 rale and §0 femele rais.tore offered 0, £.25, 1.0 or
Lt 4-3-4 ppa™ AC 92iC0 in the diei and tho conditicn of the eyes was
r  determined, with spacial attention being given to the incidanc2 oF ;
" . . _exephthalwes, corazal cleucingss and rupture of the eyebail. Cbservaticn:
o vere made at suitabie intervals fropn week 11 -to week S5, o
- Results A
. L ) s : . - .
§ L. Female rets only were affeciad. Thare apnearad te be a time anc cose-
+ [ : , related incidznce of the dppearance of exophthalmes; at the sama time, ”
. IR B . ‘we note that conirol rats also showed a similar but rumerically recucec
7j:§ inciderce of “this syndrome. : ;.
l, l.:‘ . ) _ - - .
- . TASLE ¥0. I
" - \ P | 4 of femele rets affecioed with excchthalria .
-u‘wni ) ¢ = ! . - . - :..
."é'. . : UK 13 12 13 14 15 19 25 32 Y-
5 7a§'§, , "~ Control . 0.0 0.6 6.0 0.9 0.0 1.8 2.1 10.9 g.%
3 S i y y : R , . p ~o p -
i [ : *  0.25 ppm 0.0 0.0 0.0 6.0 22.0 - 4.0 256.3 14.0 18.
: [ ! - 1.0 ppm 0.0 0.0 0.0 2.0 647 19.6 358.3 255 103
- I S ' S
. RS 4-8-4 ppm 0.0 16.7 6.6 S1.7 82.6 26.1.  20.5 33.1° 23.C
, .'_.*; 1 . . e
Y * Dose increased to 8 ppm an dey 77, but vocuced back to < ppm oa day
< - . 105 due to severe tcxicity. - T e S e .
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_Thus, ‘the Higk

fff_ Group showad sovors fnvolveuss 1.

(91.7% at weelr 14}, with the middle and 15w done aroun
and Jess sevarnV*v ion to insult. Interestirgiy, iy
3 4

i

1] "u' .'
s :i

T0AC e
shOJen a r..d bBut L:T:r.te 7ncrcese in in .dc*ce of

:):nr-; Yater :
e -‘-whl group‘
2 2RO thhalmos;‘”

\'".
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Other ocu?ar ¢im g2 thet. ~couid be re.,,-d to ireatmeat as

the high dose ,ro.“, with seven-occurerces of cornesal cpac: /5 10oer
dose 1rc.dnr .3 wiere compa*eble to those of *r= ccrt. cis.”
Conc]us1on: o , T

= I

_ The bel: ~shupec CLTVE in each dose level, inclu d.ng controls, of r- cent

occurance of pothalmia vs. time irdicates a transiant effect of zthe
compound ¥ nxcn 1rcr3esed in §°V9T-gj with .n,rea‘~d dose. This could

reprasent er acapgatxqurawlzn, wechanisa, or it colid represent an .
exacerbation of an octherwise mild epizoot:c 1n the rat colony. In eny

o IR . B . . e N . R Mg

.event, we carnot szy that a no- eanct Tevel of toxicity hes been de*au-:

straue‘ thus far in thzs sgbdy in sofar as .ne eje is 'Oﬂcern-d

" The petitioner does wake 2 good argum trat the rusiured ev0b=115 and
opacities may ba due to cfollnerc.c e ects of AC 9210) on the lacryma’
glands; if these are not able to preduce normz2l eye roisturs, of cov-sé

tﬁe eyes nou]d bECOm° severely drtea and inj ury chlu ratura]]y resu:t

12 Honth Status o Eve Coservatxons, 18 Eontn Mouse CarC1nccen1c1ty -i
- . . : o A . . P
Te L : ¢

G*oups of 75 male ard 75 female mice each received dwe;any Tevels of AC

.. 92100 of 0, 0.5, 2 or 8 pra. Tha eyes of ali males were exanined as for

the rat study abov° at twelve vonbhs.

Only the hign dose wa}es st OuEd op tna]ﬂzc ’es.cns' rau could be attrrbu
tc AC 92190 v , C

LRy

oo [oE R cm’}

Res-ﬂ ts - ‘..' - . . i ] . )
e f AR ﬂaio Hice Oﬂlj S ' i
Growp Erovhtba]ros B ",f o Obécitie§<:1§*’. gggture o

Control - . 0.0% L ssx D e
3.5ppa ° 6o . 3,0 1.5 -

2.0ppm . . 1.4 - 8,3 2.9

80pm o 103 13.5 9.5
Conc?usidﬂs  _; ‘j“‘?  _1 g 7,112_ ” :.,'~';“jig{ ;&?<'f*ﬁf‘f=5: ,7;,,.
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(Thzs study vas initia riin in his memo of 2/6/72.%
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4 .aTe anﬂ female bnaglﬂ' per qr uo ware

10 or &C mi crogg:_s/<ﬂ becy w vei,rt per CJJ, s1x 2
" yezks. Arimals were nonx»creu at appropriate inte
behavior, weight chang2s, . « ‘cmatolng c*l and bi
1n1u1ally, a2t 4, 12 aud 26 wiaek S.

ats cou.a1n1rg G, 2.5,
ys per week ‘or 25
rvals Ter appearania,
ocheni ca1 pardﬂoce*’

h,ratoicr" 1rc1uded clot tlng times,. huC’s, Cls, Dxf«aren;.;T ccun»s, -
‘Hct., sed. ratu, percent retics and Hb. C].n ] chemistry inciuded
daterminetion cf serum BUN, Glycose, SGOT, SGPT end Alkaline pncspna‘.as°
_activity. Urinalysis 1nc1ud=d ‘sgtimation of pH, Sp. 6r., a]bunxn, c” :cv<o
ketones, bile and’ formed ejemenis. Spaclol studies inciuded the deilv miil-
" tion of pleara and 28C cholinesteras2 activity at -1, ¥ witially, 4, 12, ar -
25 -weaks; brain Cr.c activity was measursd terﬁ.ral’y. The delta ,ﬁ —Ethes
of Michel was us-*. A Lhcroucn opnthu1r01091ca' eyarwnat cn was per‘crﬁe,
at 3 end.ﬁ ron hs us1ng atropine. _ T :
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aéreuals
’aarta : ’
bore {rib Junctlon)
bene marred .
“orein -
cholecyst -
. epididymis-
eje '
gona
h=art (m1t?
- vassels) -
intestine
colon A
ducdenum & .7 -
jeJhuLm B
- kidney”
“iens
Yiver*
jungs

. *

coronary®

e L

Hxatrpauro.og1cal examwwatxcn ¥2s dOﬁE on. the .oi]cwing orgads and.

._ylymph node
. mesenteric
mammary glancs
_nerve (J.t' ncsc:e)
: pancrea;
_ 'pztu19:ry
- prostate

salivary g|ard
skeletal muscle (w
spinal corc.

nefve)

»'SMem
' stomach .

pyloric
fundus .

. thymus .

 thyroic o
urocyst wﬁ
uterus "
all gro.s ?°sans '
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Oae control ma]n w23 ter

S0 wope.n weEre mo changes in 2 j
B AC ©2102. .
’:5 R Ccnc"iusinns' [ = RTINS . v :
gy . Th° no-affect leve 1 in this study is grealer 60 wicrogrem s/rg (r1g*es. N
2 level fad) (5.6 pgm in the diat) Baseg on ChE irpibition and aysueﬂ1c 5
ey evfects. i : - : i
R | . . M , o N
SR Conclusions anc feccrmendations -

EC 92100 induces excphthalmia and snv=re eye damage in ras awd rice;

- +ris is probably 2 result of, 3*5 notent ChE in rhibiting properties. In

e . > Tam 2

L +he 11 month status report such 2ye ‘damage wes notad {in the ngaTes oalv) .

ol ) at all levels fed, hut to 2 esser extent, thi s 2150 sean 1n the,

s - controls. he are not unculy concerned zbout the @p

.. §n thase rats; this . is 2 Ve*J subjectiva cbsary vaticn, 2n d to our nrowxer

T : .. no other compoung has been found tnat inducas a true e o:nbhalr‘a in rats.

' (wu1cn would be es:=c1:111 usa—u1 in trjroac re;earch‘.- ¥oragvar, thase
S ’xuh.ngs are not rep2ated in the mouse JF L,, siudy. LT

Tba ChE LEL is therofore d ronstratad to be 1 8 p,m based on @hE éffects

. at-the six month Gog .eedi stusy. ; : AR S , .
- T8 therefore reco.u-rds that the remnorary toier rance ¢ 0 05 pym nerligl %
" residues of AC 92380 and its CiE-irhibiting me atabpiites in or cn corn gizds.
forage ana ;odder b° estzbiis hed 4' . m,,““;.,, P
Ve defer to CB the QJES;101 of »ransfer of re dues .nso weg;, m11k and L, &
eg3s. PR PR - I
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