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EXFoRIMNTAL FROCEDURS =

A) Orel LDgo (Rats, Mixed Se:

The undiluted compound
male and female rate.

After the appr M1 pose was determined, groups of male and
fomale rats we ¢’ JOses at incresents of 0.1 fractional log
o blanket the toxicity range thereby

on of the LDgo which was done according to a
nodification o £ Ee Jo de Beer.

Observations we toxic syaptoms and the viacera of the animals that
succumbed were exam macroscopically.

The data are shown in Table I.

be to Sprague-Dawley strain albinc

B) Oral MLD (Rlbbul, Mixed Sex)

The undiluted compound was fed in increasing doses at increments of 0.2
fractional log intervals by stommch tube to New Zealand white male and fesale
rabbits.

Observatious were made for toxic symptoms and the viscera of the animals that
succumbed were examined macroscopically.

The data are shown in Table II.
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EXPERIMENTAL PROCEDURE = (Continued)

C) skin Absorption MLD (Rebbits, Mixed sex)

The undiluted compound was applied in incrssaing doses at incrementa of 0.2
fractional log intervals to the closely clipped, intact skin of New Zealand
white male and female rabbits.

The trested areas were covered with plastioc strips and the animals placed in
wooden stocka for periods up to twenty-four hours, after which time they were
agsigned to individual cages.

Observations were made for toxic symptoms and the viscera of the anicals that
succurbed were examined macroscorically.

The data are shown in Taile III.

Skin Irritation (Habbite, Mixed sSex)

The undiluted compound was applic¢d to the clipped, intact skin of male and
female albino rabbits and remcved after twenty-four hours. The ap;licatic:
wes covered with ;lastic stri;s to retard evaporatior and avcid contaminatior.

\J
~

Observations were made over a pericd oi several days for irritation.

The dr ta, scored according to the motled of Jreize, .codawi and alver:
(Journal of ;harv. and ixpe Thersjeutict, ¥ciume b2, Lece.ter, 1944) are shcsr.
in Teble 1v. '

~

Lye Irritation (Rabbits, Mixed jex)

Cel Milliditer cf unifluted emr . lc vie cluced in ti: cu:jurctival sec of the
right eys of three albino rabbits and observations mede over » period of
several days for inflammations

&

The eyver wore rinsed with varm isctonis suliluc soluticrn after tvent,~four Loure.

The data, scored according to the mwethod of Draize, et al, arc shew ir
Table V.

F) Vapor Inhalation (Male Rats)
Four mature msle rats sere placed in 2 metal chamber of 35 liters cc;oity
and expossd for six hours to & concentrated atmosphere of vapors rroduced by
jassing a stresm of air through li. milliliters cf the compouni contuined in
a 30U milliliter -rlenmeyer flask. vipors fron the {lask passe’ ln'.:\ 2
one liter bottle to remove droprlets and then into the cnamber.

Adr flow through the sample was five liters per minute as measured by a cali-
brated rotameter. This was sufficient to violently agitate the lijuid. No
supplementury air was introduced inasnuch as tne mcove supply wes am;le for
the animals oxygen requirements.

The anisals were observed for behavior and, since there were no deaths, all
were held for ten days observatione ‘

The data are showm im Table VI.
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SUMMARY ~
MCS 395

A)

»)

c)

D

&

=3

Oral LDyo (Rats, Mixed Sex)

The Oral Lugp for male and fewale rats was laced at 4ul) ailiigraas per
kilogranm with lower and upper limits of 4060 to 5260 milligrams per kilograr.

The corpound was olsased as slightly toxic by eral ingestion ia msale anc
fouale rats.
Oral Wlu (Rabbits, Mixed Sex;

The Minimum Lethal Ural Dose for sale and female rabbits wae found to be
greater than 1580 ailligrams per kilogram and less than 251C milligrams per
kilogram.

The compound was classed as slightly toxic by oral ingestion in male and
female reabbits.
3kin Absorption MLD (Rabbits, Mixed Sex)

The Minimum Lethal Dose by skin absorption in male and feaale rabbits was found
to be greater than 2510 williyrams per kilozsram and less than 3380 milli;raemr
per kilogram.

The compound was classed as slightly toxic by skin absorption in male ani
fenale rebbits.

Skin Irritation (wmbbits, Mixca jGex;

The compound was classed as non-irritating waen applied undiluted to the intact
skin of male and female rabbits.

uye Irritation (kabbits, Mixeu sex)

The compound was classed ss a slight eye irritant in mele ani female raddit:.
The averaze aaxisum score was 8.3 out of a possidble 110 in one bour.

Vapor Inhalation (Male Rats;

All animals survived the six hcur exposure as well as the following ten day
ebservation period.

It was concluded that the vapors were practically non-toxic under conditions
of the test.
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TAVL o I
THE ORAL LD 4o OF 'MCS 395' FOR RATS

Sample Fed Undiluted

Weight Dose
Apimal No: = Sex  _gm. = Mg./Kg:  ______Fate ____
l- Female 225 3160 Survived
2- Male 24u 3160 survived
3= Female 220 3160 Survived
4~ Male 255 316¢ survived
5- Female 235 36y Survived
6~ Male 260 3960 Survived
7~ Female 230 3980 Died
8- Male 270 3980 Survived
9= Female 455 338¢ Survived
10 Male 255 396¢ Survived
11~ Female 23¢ WIC . Died
12- Male 235 5010 Survived
13- Female 225 5010 Died
14= Male 265 5010 Survived
15~ Female 235 5010 Died
16= Male 26¢ 6310 uled
17- Female 223 6310 Cied
16- Male 243 6310 Diez
19= Female ik 6310 Died
20~ Male 265 631¢ Died

DISCUSSION =~

The Oral LDy, for male and female rats was placed at 4615 milligrams per
kilogram with lower and upper 1imits of 4C6C to 526C milligrams per kilogrin.

The compound was classed as slightly toxic by oral ingestion in male and

fenale rats.

survival time was several hours to three days with most deaths occurring overnight.
Toxic symptoms included severe diarrhea, increasing weakness, tremors, and collapse.

At autopsy there was inflammation of the gastric mucosa and renal hyperemia
macroscopically.
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TABLE II
THE MINIMUM LETHAL ORAL DOSE OF 'MCS 395' FOR RABBITS

Sapple Fed Undiluted
Weight Change

Weight Dose 5 Days lLater
Apimal Noe = Sex K& Mg: / Kgs Kg. Fate
1 = Female 2.6 631 0.0 Survived
2 - Male 3.0 1000 + 0.1 Survived
3 = Female 2.7 1580 - 0.1 survived
4 < rale Jel 2510 - 0.4 Died == & Days
5 - Female 2.7 3980 - 0.3 died == 5 Days
6 - Male 2.9 6310 w——— Died -- 2 Days

DISCUSSION =
The Minimum Lethal Cral Dose for male and female rabbits was found to be greater
than 1580 milligrams per kilogram and less than 2510 milligrams per kilogram.

The compound was classed as slightly toxic by oral ingestion in male and female
rabbits.

Survival time was two to eight days.

Toxic symptoms in animals #4 and 45 included poor appetite inm two to three days,
weight loss, incressing weakness, tremors, and collapse. )

At autopsy there was evidence of liver dysfunction and renal hyperemia.

A

— Monseiio Chesizal Company
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TABLE III

THE MINIMUM LETHAL DOSE OF 'MC S 395°
BY SKIN ABSORPTION IN RABBITS

Sample Applied Undiluted

teight Change

weight Dose 5 Days Later
Apipal No. - _sex K& Ygs / Kg: Kg. Fate
1 = Male 3.0 631 + 0.2 Survived
2 - Female 2.5 1000 + 0.1 survived
3 = Male 2.8 1580 + 0.l Survived
4 = Female 2.4 2510 - Jel Survived
5 = Male 2.5 3960 - Ge3 Died = 7 Days
6 - Female 3.1 6310 - 0.2 Died = 9 Days

DISCUSSION ~

The Minimum Lethal Dose by 3kin Absorption in male and female radbits was found
to be greater than 251G milligrams per kilogram and less than 3560 milligrams
per kilogram.

The compound was classed as slightly toxic by skin absorption in msle and
female rabbits.

Survival time was ssven to nine days.

Toxic symptoms in animals #5 and #6 included reduced appetite and activity in
three to four days with increasing weakness, dyspnea, and paralysis.

At autopsy the lungs were hemorrhagic and there was liver discoloration

saoroscopically.
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TABLE Iv

SKIN IRRITATION IN RABBITS AFTER AFPLICATION OF 'MCS 395'

Sample Applied Undiluted

Numerioal Evaluation At The End Of
Apimal Nos = Sex 1 Hour 24 Hours 48 Hours ]2 Hours 120 Hours

1 = Female 0 (4] (o} 4]
2 = Male 0 0 0 0 0
3 = Female [+} o] [ 0 0

DISCUSSION =

The compound was classed as non-irritating to intaot rabbit skin when applied
undiluted.

No edema or erythema dsveloped on any of the animals zs a result of a
teenty-four hour exposure to the undiluted compound.

All anisals received a score of zere throughout the observation period.

MONS 030451



To: Monsanto Cempany
8t. Louis, Missouri
YTounger Laboratories Certificate of Analyeis - Page 8 (1/10/66) - Y-65+213

TABLE V
EYE IRRITATION IN RABBITS AFTER APFLICATION OF 'MCS 395'

Sample (O.1 Milliliter) Applied Undiluted

Numerioal Evaluation At The End Of
Apimal Noe = Sex 1 Hour 24 Bours 48 Hours ]2 Mours 120 Hours

1 = Female 1 4 2 c 0
2 = Male 1 4 4 0 0
3 = Female 11 6 4 2 0
Average 8.3 4.6 3¢3 0.6 0.0

DISCUSSICN -

The compound wae classed as a slight eye irritant in male and ‘fesale rebbits.
The average maximum soore was 8.3 out of a possible 110 in one hour.

Little discomfort was shown immediately following application.

After one hour there was slight discharge and redness, practically ac edeua,
and very slight corneal dullness. Iris and cornea were clear in twenty-four
hours and within three days only a trace of redness of the palpebral ‘
conjunctivae remained on one animal.
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TABLE VI

INHALATION OF 'MCS 395' VAPORS BY RATS

Average Temperature Inside Chamber seeecvivvciesrocssersones 160 F.
Average Relative Humidity Inside Chamber c.vvvecereercsccnes 43 %

Amount of Sample =~ T0 Start ceecevsecscccess 10040 cc
Recovered cscsvevsessacsss 99.7 co
vaporised or left

in equipment eseevsvvies 03 cC (CoX%)

Apimal No. - Sex Fate Observations During Exposure
1 = Male Survived No immediate reaction ...
2 « Male Survived Normal breathing rate ...
3 = Male Survived No discomfort or nasal diascharge ...
4 - Male survived No weakness ...

Moderate lethargy after two hours.

DISCUs.I(N =
All animais survived the six hour exjosure ev w:ll as the followins ten day

obeervation period.

It was concluded that the vapors were practically non-toxic under coanditioas of

the test.

The animals appeared to be unaffected by the exposure. Nasal and ocular mucosae

wvere Lormal whesn the animals wer: resoved fror the chamber.
The ten day observation period was uneventful.
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