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Yareriels:

i. tnimale - Sixtv (LA-week-016) White Leghorm laving hens
were purchased fror Picw's Teed and Grain of Spring Green,
Wisconsin.

2 Tegr Vaterial - & brown waxv esolisd iderntified wich
Teference NG, 70R-225-472 znd a puritv cf 85Y wvas used
tc prepere the use concentration of 23 me/~L in cern
cil. The oral LPgp 230 mg/Yec in unprotected hens was
cetermined previouslv (HLA Studv Wo. A237-1005,

3. The positive control tri-ortho-telviphosphate (70T}
was zdministered at A0 rg/TL in corn oil.

Studvy Design:

Tipse™* ¥urher of

Group Treatment we/ke tniralc

3 Imtreeted control -- in
1 Vehicle control -- in
{corn cil)
2 Positive contrecil (TOTP) £DND in
3 tzinphos-methvl 338 34
Ture of 10.0 ml/g wes adrinistered bv gevage hzsed on the
sted body weights.

"£13 positive contrsl and CGuthion-trested anirals received
en intramuscular iniection of etropine sulfate (15 =g ivg)
epproximately 15 rirmutes before oral eaveage to protect apainst
sudden death because of TOTP or Guthion teoxiecitv ... &dditjonzal
treatrents of a2:tropine were given to Futhion-treated hens as
needed up to epproximatelv 24 hours postdose.”

£11 animals were fasted for approximatelv 16 hours
srior to dosing after wrich food (Purire lavemz {hicker Fonr
Yo. ANS51T) was evailzhle ad libitum, Tep water was provided
ed libitum,

On dov 21, btecause of the zhsence of definitive meurctoric
effects in the surviving test, vehicle control animels
ané in six vpositive control aniwmals, a second treztment was
afdministered to the animals hased on their Dav ?1 hodv weights.
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Srezristicel fnelveie - Stanfard one-wavy snalvsis
variance LLNOVAEY was used to znalvze bofdv weight dats
Levene's test was deone hefore ANOVEZ o test for varia
homogeneitvy., The ANOVA was then done on the homogene
or ranked cCztfa. IFf the ANNVA wzs significant, Dunnet
t-test was uveed For pairwise cowparisons between srou
211 eroup comperisons found to bhe stetisticeiiv signi
were veported st the 5% sienificence level. =istopet
lesion grzdes were evelusted for starisrtical &ifferen
hecween groupe vrilizine an ANOVA and Durcan's Yultirp
test., A£17 gsretisticeliv sif nt Jitferences were
2t the “57 confidence level.

Yerhod znd Peevlizs

1. Ohtge tions served for ror
cliniczl sig xiz hssed on F
leocometor &c were chservedl
hourlx inter ure afrer dosi
daily therez av 21, 43, or
Tncdivicduel b iec on the dewv
dosing ané o £, 3%, 43, and
Locomotor activity fallows for
Crzde-

1. Eflight incoordgination, cccssioral stumhlines
wing crooping, especielly efter exertion.

2., Btezrpesring geit: tzil and leg reflexes mev
zffeczes. When feorced intc flight from & 1
cerch. the biréd lands eawkwzrdiv.

2, Toncd
Teil

4, Zirg for sh erio
meves & £fling ocks
reflexes neticesbly affected.

5. mOVeTeED

vistent
2., WNegetive (Intrested) Contrel - Mo mortalitv or si
toxicitv, i.é., ataria, were observed curing trs
cbservetior period. The mean bodv weieghre receord
gurinz the &i-dav cohservation period were compars
the initisl pretest hodv weighte for this grour o
3. Vehicle (Corm 0il) Control - Yo mortality or si
toxicitv, i.e., ctexia, were ohserveld durines the 4
observztion period. However, liguvid-like feces w
cheerved witbin 24 houre of the initizl and redos
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seried. but were mot apperont Dy the 4LR-heur aheervation.
The mean bodv weighre recerded during the 4l-dzv oheservation
serioé were comparzthle to the initial pretest hodv weiehts
for this groupy of enimals.
Tagitive (TOTP-f0G re/le) Contyol - Ne mortal ity wes
orfervel Curing the Li-dazv or-servaticon peried. Tiguid-
live “oces were ohserved within 24 hours of the initizl
enic redosing neriod but were not epparent bv the Ch-bhour
oheervation. Fvpoactivitv was chservers during the
ini=izl end recdosing pericds. The birds <osen with
exribited slight incocrdineticon: (Grade 1Y &end occe
ctzegerine gait {(Grzde 2) Zdurirneg the initial I dav
the 22-tc Li-Zzv redosing pericd. Tour hens were €
on Dav 23 2ndé six hens were terminegllv sacrificed
Dzvs L3 znd LE. Bodv weigrts of the TOTF grouDd wer
comnarzhle to the untreazted contrel sroup during d
the iririel Zi-dav pericd. A sienificent (p < 0.0
Cecreazse in hodv weicht (W07} wes reported or Dav
following the repeet dose of TOTP. The bedv weipgh
“hece hens reveinec cepressed {not stetisticallv s
for the cduretion of the studv.
tzinshos-Yethvl (300 meikey - Vithin 3 to 4 czvs of the
initizl cose. 18730 rens were found dezd. Atzyia (Grade 3)
prestration, bhvpoactivitv, and liguid feces were observed
among these znimals and those surviving the initial “ose.
t significant (p < 0.N5) Cecrease in bodv weight (177}
wes reported during the 2%1-dav pericd following the
initizl dose. Following the repeat cdose on Dav 22, 1/12
of the sur ing herncs were fouvnd dead wittin ? davs ¢f
the second ce. &Atzxia (Grade 4 znd 5), nvoseactivizy
znd licguid ces were cohserveld amone these animals. These
signs of ¢ citv including etaxiz were reversible within
21 Jdavses of e initizl and repest deses. 4 significant
(p < 0.O53 crezse in bodv welght (23%) was reported
during the -dav period following the repezt dese.
ce Yecroosvy - Macroscopic cobservations revezled mo
Arrzlities related te the administration c¢f TNTP
zzinphos-methyl. :
i
Ticrooaethelogicel Fxarinaticns- Al1 zarmimals that died §
CT “€s- were necropsiec but not perfused. Moribund . ,
zniTale were enesthetized and sacrificed. TFour positive
contrcl enimals were sacrificed on Dev 21: 211 other
animals thart survived were sacrificed on Tav 43 or 44. :
£- the time of necropsv, all woribund animels and animeals
that survived to terwmination were enesthetized with pento-
barbitzl and sacrificed using & svstewic perfusion o 10%
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phosphzate-buffered formelin. Tissues were collocreﬁ
trimmed, and processed with histeloric sections prepared
from the following:
z. Frzir - fections were taken from the wmedulies’pons,
i cerebellar cortex, &nd cerehrzl corzex.
t. Spirel Ccrd - Corde were left intact in the
vertebra =fter a compiere dorse]
jzminectory and transection crznial to
the cerviceal inturescence.
c. TFeripherz! XNerves - Sectione were tekhen of sciatic,
fibuler, &and titiel nerves.

: of the hens of ercups 1 and 2 were sacrificed and
fuged on cavs =% and 46, 1In the TOTP grour. four hens
Dav 23 anéd six on Davs &3 andé 46 were szcrificed and
fuged. Tleven hens of the azinphes-methyl group were
rificed &nc perfused on dave 45 and 4F,
the 1& hens thet died during the studv., verving degrees
postmorter autclvsis within the nervous tissues were

otzerved in the 1% hens dosed with azinzrhos-methvl, Weurce-
petholoeciczl chaneges were ereded on & scele of 1 to & ir
severitv with gprade 1 represgenting minimel decenerative
change. & histopztholegical summarv of the nervous
rigsues exarmined zt the terminaticn of the stucdw

from 1G/50 of the urtreated group 106/30 cf the

vehicle contrel erovp, £/10 of the TOTP control group.
and 11/30 of the zzinphos-methvl test group is presented
in the following tetles from the report.

4 stetistical sigmificeant (p < £,.03) increase i» the
incidence endior severity of degeneration of digestive
cherbers, macroprace accumulation, zxonsl degeneration,
znd denmvelination was reported for the TOTP-treztred hens
zg compared to the control animals.

Ng statistl

cTr severitvw

zmd the ezi
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