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SXPERIMENTAL PAOCEDURE -

A) Oral LDy, [Rats, Mixed Sex}
The diluted compound was fed by stomach tube to Sprague-Dawley strain aldino
rale and female rats,
After the approximate Minisus Lethzl Dose was determined, groups of male ang
feasle rats vere fed in incremsing doses at incremeais o5& 0,1 ¢ {oaal log
intervals at four levels designed to blanket the toxisity rangc thereby
rupplying data for calculation of the LDy¢ which.was done according to a
modification of the method of E, J. de Beer.
Observations were maue for toxic symptoms and the viacera of the test anuma.s
were examinad masroszopically,
The data, together with the dilution at which the :ompound was ted, ure shown
1n Tabla 1.

R) Oxin Absorption MLD Rabbits, Mixed Sux)}

The undiluted conpound vas applied in increasing doscs st inirements o! 0.2
fractional log intervals to the ciosely clipped, intact akin of New Zsalani
white male and femal: rrobita.

The treated aress were covered with plastic strips and the aanimsis held in
wooden stocka for wwriols up to twentyefour hours, after whicn time they wers
angigned to individuil cageo.

Observation were male for toxic syaptoms and the viscers of the teat anmimnls

wnre examin4 asironsopically,

The dats atz shoen in Tabie li,

Fhie comhdontial repmet is met  be oerd in aay boem of dtarbang MR Written pmien
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EXPERIMENTAL FROCZVIRE = (Continued)
<) Skin Irritation {Aabtits, Mized Sex) N ;
The undiluted zompound wan applied to tne 2. ipped, intact akin of albano zale
and feanlo ravbita and removed after tweutyafour hours, The wpplication was
eovered with slastic atrips to retard evaporstion snd avaid itaminatinn.
Observations were sade over a poriod of several days for irritation,
The dats, scored accarding to the method of Draire, Wwoodard and Calvery
A (Journal of Pharm, and Zxp. Therapeutics, Volume 82, Decesber, 1%4) are
shown in Table .ii.
D} Bye Irritation iRabbits, Mixed Sex) .
0,1 Milliliter of unciluted saaple was Piazed in the conjunctival sac of the
right eye of each of three 8i0ino maie ani fsmale rabbits and goservations sade
g over ® periad of several days for inflammation, i
j The syes were rinscd with wars isotonic saline solution after twenty-Cour hours,
., The data, acored according to the method of Draize, Woodard and Calvery, et al,
] are ehown in Taole IV,
R; Vapor inhalation (Male Rite)
Six mature male rats vere placed in n metal chamber of 70 litern :apa:zity and
exposed for six hours to a concentratcd atmospnere of ¢apors produced Dy passire ¥«
a stream of air through 204 grame of the compound contained in a 300-milliliter
erlenmeyer Tlask, .
‘ Vapors from the flask paased into 4 one liter bottle to remove droplets and
then into the chamoer.
Alr flos through the sample wac four liters per minute as seaoured by 3 calfbrated
rotaseter, This vaa sufficient to violently agitate the limia. No supplementsry
air was introduced inasauch 3s the atove supply was ample for the animals oryeen
requiresents,
P The unimals vers observed for behavior and since there ware no deaths, 111 were
3 held jor ten days sbservation, thea sacrificed f{or macroscopic examinatica.
The data are shown in Tadle V,
- L
SUMMARY - i | ‘ E
HSS 900 . , !
5 : i
A) Orsl 1Dy, (Rats, Mixed 3ax) .
" The Orsl 1Dso for mals snd femile rats was placed at 1280 milligrass cer xiloyram i
with lower and upper limits of 1130 to 1330 millikrams per kilogran. !'
i . The compound wus claxsed n6 mi.dly toxic oy oral itcestion 1A aile and [emsis ratos
i
i
t
{
i 5
| diots " .
H
B i

TOXSTUDIES0790



v D e

¥
!

i

To: Monsanto Company
§t. louls, Missouri
Younger Laboraterics Sertifizste of Analysis = Puge 3 (55/69) - Y-6242

SUMMARY - (Continucd)

B) Skin Absorption MLD {Kobits, Mixed Jex)

The highest 3polisation of /9Q ailligrams par Xilograe wis found to br nanele
by skin avsorption in @ali and fesale ravbitu,

The compound was ¢.insaed as prastically nonstoxic by okin aueorytion in male aad
feanle racvits, .

skin Irritatien (kaboits, Mixed Sex)

«

The compound wus clac9ed as a sild irritant when applied undiluted to (ntact
skin of male mad female rabbits,

Tne average meximum score was 2.0 out of a possible & in twenty~four hours,
) Eye Irritation (Rabbits, Wixed Scx)
The compound waa classed 1a & slight aye irritant in Sale and female rabbitn.
The sverage maximuz score was 10.6 out of a possible 110 in one hour,
5 Vapor Inhalstion (Nale Kita) ’

All animala Eurvivea the six hour expocure As voll as the following ten day
observation period, '

3

It was cornziuded :hit the vapors were practically non-toxic unuer conditions of
the test.
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SUMRARY -~ (Continued)

#) Skin Adsorption LD (Rabbits, Nixed Sex}

The highost application of 7940 silligrame per Xilogras was fouad to be nom-lethal
by 2kin absorption in male and fesale rebbits,

1 The cospound vas classed na practically non-toxic by okis abeorption in mals and
female radbuits.

€) 8kin Irritation (Rabbits, Mived Sex)

‘% The coupound vas c¢lassed as a 8i1d irritant wheo spplied undiluted to intact
siin of male and female rabbits,

1 The average maximum scors vas 2,0 out of a possible 3 in twenty-four bours.
D) Eye Irritation (Rabbits, Kixed Sex)
The compound vas classed as a slight eye frritsnt in wale and 7emals radbbi.s.
The average saxisum score was 10,6 out of & possible 110 in one hour,
1 B} Vapor Inmalation (Nale Bata)
All enimals survived the oix hour exposure as well as tha following ten day
3 obasrvation period.
1 It vas concluded that the vepors were practicslly non-toxie under conditions of
the test,
4
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TABLE I
THE ORAL LD gp OF 'MC8 900' FOR RATS

Sasple Fed A A 10.0% Solution In Corm 011

Weight Doss
Antmal Mo, - Bex  Om.  Kg./Kge . Tate
1a Female N Sarvived
2- Hale 245 T Survived
3 Fomle 210 9% Survived
Male 250 7% Survived
S Fosale 220 7% Survived
Male 260 1000 Died
7= Female 250 1000 Survived
8. Male 55 1000 Survived
9= Female 235 1000 Survived
10- Male L W00 Survived
11e Female 220 1260 Disd
- Mals 250 1260 Divd ‘
13~ Female 250 1260 Survived
14e Male 283 1260 Survived
15+ Female 220 1260 Diwd
16 Male 0 1580 Died
17- Female 25 1580 Dled
Kale 240 1580 Survived
19« Female s 1580 Dled
Y 1580 Disd

PISCUSSION «

Tue Oral LDyp for male and female rats wes placed at 1250 ailligrame per kilogras
vith lower and upper limite of qu to 1380 milligrass per kilogrea.

The compousd was classed as sildly toxis by orel ingesticn in nels and fesele rets.

Survival tiss was ose to three days with most deaths occurring durizg the

sscond day.

Toxis sysptems iselwded redused mppetite for tws o thres days, increasing wealuwss,
aud collapes.

At sutopsy thare w
distended coronaries.

Surviving snisals vers sacrificed cine days sfter dosing. Macroscopic examination
showed dincolored areae of the liver and lung hypsremis st the higher dosige levelsy
slight discoloration of the liver was noted at the lower dosage levels,

aundice areas of the liver, lung Ayperemis, and

TOXSTUDIES0793
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“ Toi Monsante CM. ' .
83, louis, Nissvuri
Townger laborateriss Certificate ot Anslysia

tABLE II

XX MININUM LETHAL DOSE OF '#CE 900°
BY SKIN ABSORFTION IN RABBITS .

Sample Appiied Undiluted

¥eizht Change
Welght Dose 5 Days later
s Boe o fex Mg, A PR 7SO | S
1 = Fomle 2.4 2000 + 0.3 Survived
2 = Kale 2.4 b0 0.0 Survived
“. . 3 e Temale 2.3 00 - 0,3 Sorvived
o Nemule 2.2 79%0 - 0,2 Survived
718 - Femade 2.4 790 - 0,1 Survived
DISTUSTION -

The hightat applicatins of 7940 ailligrams per kilogrem wvas found to be don-lethsl
by okia absorption in asle and female rabdits, .

Tw cospound ves olasped as practically oonetoxic by skis abacrption in sale and

female rebbites

luded reduced

and slight e

Yoxic

in animals #3

. "tarengh 151 veight loss 1a fourtesa deys vas 0.5 kilogras to 0.7 kilogrom.

anussis # and #3.

Serviving animals wvere aacrificed lourtesn days sfter dosing,
i v,m-mthc showed mottled and discolored liver, and gaseous intectines in
Areas of alight discoloratioa ef the liver were noted ia

. ARImEls #2 and #3. e vissera of anieel 41 appeared sormsl,

Racroscepic
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TARLE 1
SKIR THRITATION IN RABDIZS AFTER APPLICATION OF
%8 500°
Sanple Applisd Undilsted

Nuserical Evaluation At Thw Bod OF
dnfes) Bo.-Sex 3 Bour 24 Hours 48 Bours 72 Nours 120 Hows 164 Rours
P U R s R s SR e

AR e eooen S22

1. Male °
2 - Yomale . °
3 - Male °

Average 2 . . 0.0

D

DISCUSSION - B

The compound was classed as » aild irritant when applied usdiluted to intact ekin
of male and femle raddits,

The Average maximm scove vaa 2,0 out of a poseitle 8 4n twenty.four hours,

¥ithin sinutes nfter applisation there was twitrhing of the ekin and unx;
peresptidble redasss was doted,

At the one bour Tesding WbeTe wes barely perceplible rednese with ac oh-.

¥ithin twnty~fowr hours there vas barsly perceptible rednses acd very slight adesa,’
Within forty-eight hours edesa had am",-nd.

A1 animals recesved & score of sere witdis tiwes days.

The qstevial in this report {1 to ba used io development of -
tha praduct and 'may be given ta respoanbtle salos contacts,
Bt ik i 0 o b6 exad by them In sdves ding oopy. The
oun uf z)m mnﬂul b not o ke div v-J vt .t appenrs

ghad 1 la
BY bo - 12e werh 1t 1k S i stend (0pen
mant da S atotc ¥
Wity A s o B A L
ment in St Lowia foc tup 'y

— Movsante ey
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TABLE IV
ETE IRRITATION 3N RABBITS AFTER APPLICATION OF
K8 900¢

Sasple (0,1 Milliliter) Applied Undiluted

lu-nriul Evalustion At The End Of
Angsa) ¥ 2 48 Moure 72 Bours 120 fours 163 Hours

DISCUSSION -

The epound was clsescd 88 a slight eye irritant in male and female radbits.
The average meximum score was 10,6 out of a possidle 110 in one hour.

There wee sild to sodersts discomfort with blinking and closed 1ids imsedistely
following application,

#ithin tem minutes there wves elight erythesa and sdemm, and discharge.

At the ona hour reading erythers was slight, edema aild, snd there waa acderste
diacharge with traces of vhitish exudete, There wag no corsesl cloudineaa,
¥ithin twenty-four dours disckarge had ceased and erythems asd edsms vere slight.
Within forty-sight houra there vas barely perceptible srythesaj edems bad
disappeared,

All aaimls received s acore of zero within three days.

TOXSTUDIES0796
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TABLR ¥
INHALATION OF
*HC3 900 YAPORS BY RATS

Average Temporature Inaida Chamber sssieaee
Average Relative Husidity Ipside Chamber ..

Amount of Saaple «- To atart ..eee oo 204,0 Grame
Regoversd ... vera 202.3 Grams
Vaporised or left in
*quipaedt ceecenceen  Lod Gress (0,54%)

_Jate Obeervations Duriag Exposure

1= Nade Survived Mo immediate effect ...

§ : m: :;':::: No sppareat discomfort or lethargy ...
& - Mele Survived Mo weakntas or nasal discbarge .

2 - ::;: i:ﬁ::: Rormal respiration.

D1ECUSSION =

A1) srimals survived the aix hour expouurs ss wall as the fo“nnu. tn hy
observetion period,

1t vas coacluded that the v»or- -r. prastically nontexie u&r conditions of
the teat.

v
Taers were 20 visible sizns of weakuess or distress of any consequence ovheerved
during the exposurs pericd., Ooular snd wesal wueosas reamined free¢ of inflaseation.

e ten day obacrvation period was uneventful, WVeight gain vas sorml,

Post animals were sacrificed ten days after exposurs. Kacrosoopis examination
revealed slight ureas o) lung comgestics i3 all animals) othervise the viscere
Sppeured noresl,
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