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, ' T?dérlé 73 Cﬂ wbor 156 5913 dnsec’icide, AC-22.100 .

{ sUBJECT: 5-[[(1,1-dimethrlethyl thio)metivl]z,o-diel Lo
T . nhosnborcjl ioa e and its cholinesterase in : N
B S “etabolites - prozasal for a iolerance »f 9]

- FROM: forage and fodder {{ield, popcorn anl nweel
T R in corn zrain {field, popeorn and sweev), k

with hus removed.
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0 LA Hautz, P 16, IRB .
o and Chemistry Brarch

§ - Pela%ecid Petitiong
3 Lnerican Cyanamic Co. 7 Aribhdo 3GL540
S Princeton, N 9
) . Mo new ox1c1ty ¢ata accompany the petiticn. A final repor® of
: a two vear rat feeding-carcinogenic stuly was steni‘vied under the
! registration jacked \5241-238) hut T2 declined 4o ‘o 3t for
. »tﬂchnlcﬂl reascns {see my commenis of 8/14/75, ¥ Txis

i study is now considered for these tolerance m

i .

. Counter 15 G Fat %two year chronic 3nd ez sudy
1 =2

(3icdynamies Incorp. # 71R-725) Final report:

S e The initisl three month reporit was reviewed in desail iz the 13 .
review of 2/6/73, w.E. Parkins PP#3GL340C; we will oniy sumrarize -
-~ the preaeqt flnulngs. T,
"Methods:

Croups of female and male rais-were cffered diets co;taining o,

0.25, 1 or 2 ppm (raised tc 4 pen at week s’x, then iz 8 prm 2t .
week 12 with ferales being returnei %o 4 ppm 2% weeX l’) for two ..

years.

Parameiers noted and results: .

et
>

Mortality - total overall merizlity incidence prior to lerminaticn
s significantly higher in high-dose males ond females and in
middle dose males. :
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Thrift - (checked initiallr, weekly, b*woe:.7;ani then —onihly
rate~of-Tody-weichi-gain and fecod cOﬂoanu,vnmma* significantly
reduced in high-dose males wnd feraies th *oquoun the ctudy. .
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nwere nobsd in prouhln, plunuse, pif, kebonea, (IS0 B R R LU

blood.

Fathology (termination}

Organ weight ratics - A slzg“, elevadion in liver, kidney and heari-
to-body weight ratios was roted in the ireated fena103' there wa2g a
slight increase in the kldno" ratic for the males. ilo differenco"
were noted in this parameier for the thyroid gland.
Ophthalmic examination - (23 and 24th ronhg)
The incidence of cerneal searring and cataracis.was comprable for
the control, lower and middie dose mrles and female - ninz
dose females showed a marked increase in the incidence of thessz

abnermalities.- : : LT

" “‘: '3} ‘n . ™ & :mi‘..& i ..; ekt e 1 Lt
2.
Geveral reduced values oceurred early in the study in *he middle and luw-
dcse females; this was nct noted leter on and iu net therefore con-
sidered “c be siznificant.
Cliniesl Trzluation: (3 ani 24 months)

14 . .
Hematology - no ecmpourd-related differences belween X FTCUPS WS noted
for ¥H., fet., RiCs, and WECs. A mild elevatiicn was noted in 2lz2%iing
times a* 3 and 6 months in the treated ferales Tt we &o not ceonsiier
this 4o be a significant finding.

Clinfeal Cherisiry - SGPT, APL, Glucose and EUN walues were of middle
and law dana grount were ennparsule 4o tre,se nf the annorolas hLing
ginansnn nn signifinantly poerdigmient onpel BT wme ';?:(.'.;'{'?':v.r.t’!‘/

Srereaced tn the Lirhedone feealen o Sie Lheee wonty period,
Cholinesterase - Plagma and REC Chi values wzpe concitbently rnd
significantly reduzed in the high 2nd middle dose group males;
fempales showed a similar but less pronourceﬂ response in these groups.
Brain ChZ values ab termination wers sirnificantly redused i- ile
hﬁmﬂ'}muMOdWH'thﬁ'wﬂﬁ:W”th:me!.:Pm“ﬂnmz :
donpenne In Lhe high dose pronp oniy.

Yrinalyces (3, 6, 12, 19, and 24 monthe, ;

y . - ¥
o plpniflesnt findlnge attribaiadle 4o drednest w1092, Y
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Recommendations: ‘ ' .

leroseopic exaniiation of rapregontative tinvies

b

There were no lesions detected nicroscopically which could Le

attributed directlr to administration of 4£92,1C0.

Discussion and c{;flusions:

The principle t.. -ological effect of AC 02, 100 ir ithe diel of

rats for two ;ars is that of Cholinesterass inhibiticn as seen

in the widd’- &nd high doce RBC and Erain ChF values. The inductiecn .
of ophthalmie lesicns subsequent to the apparent losz cf nermal lacrimat
gland function is a most unusual effect of an organorhosphate; iad
no niher such compound has teen implicated In this iipe of lesion so
far as we ¥now. However, the appearance of these lesions In the
controls (but to a much lesser extent ) woulld seem to *ndjcate an
endemic epizodtic involving the eyes - not unheard of in rat colonies
in whi~h the hucbandry is less than perfect, and this may have been -
exacerbated by treatment with AC 92, 100. S

Accordinsly, we conclude that the ChE NEL for this =%udy is 0.25
PPM based on RBC 'and Brain ChE values.

. o
Kkl

On the basis of the resulis of this study end ¢ . eviously sebmivted
toxicity information, we recommend that the orc.osed tolerance for

-

- residues of AC 92,100 and its cholinesterase-inhibiting meiabolites
‘in corn forage and fodder 2% 0.5 ppm, ard in corn grain (kernels and eot

with husks removed) at 0.05 ppm be established. )
Ve defer to CZ the question of seconizary rzeidues occuring in eggs, .

mest end milk of livestock and poultry fed such residues-tzaring
fecdstuffls.
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David L. Ritter, Toxicolozist
Toxicology Branch
Registration Division
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