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Nonsanto Sample Number 51
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8TUDY CONDUCTED FOR -

Monsanto Company, St. louis, Missouri

EXPERIMENTAL PROCEDURE -
A) Oral LDgo (Rats, Mixed Sex)

B

-

The diluted cospound vas fed by stomach tube to Spragus-Dawley strain albino
male and female rats.

After the approximate Minismus Lethal Dose was determined, groups of male and
female rats were fed in increasing doses at increments of 0.1 fractiomal log

- intervals at four levels designed to blanket the toxicity range therebdy

supplying data for calculation of the LDy, which was done sccording to »
modification of the method of K. J. de Beer.

Obgervations verv mmde for toxic asyuptoms and the viscera of the test animals
were exasined macroscopically,

The data, together withk the dilution at which the compound was fed, are shown
in Tadle I.

Skin Absorption MLD (Rabbits, Mixed Sex)

The uvdiluted cowmpound was spplied in increasing doses st increments of 0.2
fractional log intervale to the closely clipped, intact skin of New Zealand
white male and fesale rabbits,

The trsated areas vere covared with plastic strips and the animals beld im
wooden stocks for periods up to twenty-four hours, after which time they wers
sssigned to individual cages,

Observations were mmde for toxic symptoms and the viscera of the test animals
were examined macroscopically.

The data are shown in Tadble II,
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EXPERIMENTAL PROCEDURE = (Continued)

C) 8kin Irritation (Rabbits, Mixed Sex)

The undiluted compound was applied to the clipped, intact skin of aldbinc male
and female radbits and removed after twenty-four hours. The application was
covered with plastic strips to retard evaporation and avoid contamination,
Obgervations were made over a period of several days for irritation.

The data, scored according to the method of Draize, Woodard and Calvery
(Journal of Pharm. and Exp. Therapeutics, Volume 82, December, 1944) are
shown in Table III.

D) Dys Irritation (Rabbits, Mixed Sex)

0.1 Milliliter of undiluted sample was placed in the conjunctival sac of the
right eye of each of three albino msle and female rabbits and observations made
over a period of several days for inflasmation.

The eyes were rinsed with warm isotonic saline solution after twenty-four hours.

The data, scored according to the method of Draise, Wooderd and Calvery, et al,
are shown in Table IV,

B) Vapor Inhalation (Male Emts)
Six mature male rats vere placed u [ nlt.l chamber of 70 liters capacity and
exposed for six hours to a ted here of vapors produced by passing
a stream of air through 204 grams of the cclpound contained in a 300-milliliter
erlenssyer f{lask.
Vapors from the flask passed into a one liter bottle to remove droplets and
then into the chamber.
Air flow through the sample was four liters per minute as mesasured by a calibrated
rotameter, This was sufficient to violently agitate the liquid. No supplesentary
air was introduced inasmuch as the above supply was ample for the animals oxygen
requirements.
The animals were observed for behavior and aince there were no deaths, all were
held for ten daye observation, then sacrificed for macroscopic examination.
The data are shown in Table V

SUMMARY -

MCS 900

A) Oral LDyo (Rats, Mixed Sex)

The Oral LDyo for male and female rats was placed at 1280 milligrams per kilogram
with lower and upper limits of 1180 to 1380 milligrams per kilogras.

The compound was classed sa mildly toxic by oral ingestion in male and femals rata.
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SUMMARY - (Continued)

B)

¢

-~

D)

L)

Skin Absorption MLD (Rabbits, Mixed Sex)

The highest application of 7940 milligrams per kilogras was found to be non-lethal
by skin absorption in amle and female rabbits.

The cowpound was classed as practically non-toxic by akin absorption in male and
female rabbits.
Skin Irritation (Rabbits, Mixed Sex)

The compound was classed as & mild irritant when applied undiluted to intact
akin of male and fesals rabbits.

The average maximum scors vas 2.0 out of a possible 8 in twenty.four hours.
Eye ILrritation (Rabbits, Mixed Sex)

The compound was classed as a slight eye irritant in male and female rabbits.
The average maximum score was 10.6 out of a possible 110 in one hour.

Vapor Inkalation (Male Rats)

All animals survived the six hour exposure as well as the following ten day
observation period.

It vas concluded that the vapors ware practically non-toxic under conditions of
the test.
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TABLE 1
THE ORAL LD g9 OF 'MC S8 900' FOR RATS

Sample Fed As A 10.0% Solutioz Ia Corn 0il

Weight Dose

Animal No. - Sex Ga. Mg. /Kg, Fate
le Female 225 79% Survived
2- Male 245 7% Survived
3. Femals 210 7% Survived
4o Male 250 794 Survived
S5~ Female 220 %% Survived
6~ Male 260 1000 Died
7- Female 250 1000 Survived
8. Male 255 1000 Survived
9= Female 235 1000 Survived
10- Male 245 1000 Survived
11. Female 220 1260 Died
12« Male 250 1260 Died
13~ Female 250 1260 Survived
1= Male 245 1260 Survived
15~ Female 220 1260 Died
16~ Male 250 1580 Died
17- Female 225 1580 Died
18- Male 240 1580 Survived
13- Female 225 1580 Died
20- Male 260 1580 Died

DISCUSSION =

The Oral LDyg for male and female rata was placed at 1280 ailligraas per kilogram
with lower and upper limits of 1180 to 1380 willigrams per kilograam.

The cospound was classed as mildly toxic by oral ingestion in male and female rats.

Survival time was ope to three days with most deaths occurring during the

second day.

Toxic sysptoms included reduced appetite for two to three days, increasing weakness,
and collapse.

At autopsy there was jaundice areas of the liver, lung hyperemia, and
distended coronaries.

Surviving animals were sacrificed nine days after dosing. Macroscopic examination
showed discolored areas of the liver and lung hyperemisa at the higher dosage.levels;
slight discoloration of the liver was noted at the lower dosage levels.
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TABLE 1II

THE MINIMUM LETHAL DOSE OF 'MCS 900'
BY SKIN ABSORPTION IN RABBITS

Sasple Applied Undiluted

Weight Change
Weight Dose 5 Days Later
Animel No, - Sex Kg. Ng. /Xy Ke. Tate
1l « Femle 2.4 2000 + 0,1 Survived
2 - Male 2.b 3160 0.0 Survived
3 « Female 2.5 5010 - 0.1 Survived
4 = Male 2.2 7940 - 0.2 Survived
5 « Pemale 2.4 7%40 - 0.1 Survived

DISCUSSION -

The highest application of 7940 ailligrams per kilogras was found to be non-lethal
by skin absorption in male and female rabbits.

The compound was classed as practically non-toxic by skin absorption in male and
female radbita.

Toxic symptoms included reduced appetite and slight weakness in animals #3
through #5; weight loss in fourteen days was 0.5 kilograa to 0.7 kilogram.
Surviving animels vere sacrificed fourteen days after dosing. Macroscopic
examination showed mottled and discolored liver, and gaseous intestines in

animals #4 and #5. Areas of slight discoloration of the liver were noted in
animals #2 and #3. The viscera of animsl ¥1 appeared normal.
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TABLE 1II
SKIN IRRITATION IN RABBITS AFTER APPLICATION OF
'ms m‘
Sample Applied Undiluted

Nomerical Evaluation At The Ind 0Of
Animal No.-Sex 1 Hour 24 Hours 48 Bours 72 Nours 120 Bours 168 Hours

cesanns

1+ Male 1 2 1 [} 0 0

2 = Female 1 2 1 [} [\] [\

3 ~ Male 1 2 1 o [ []

Average 1.0 2.0 1.0 0.0 0.0 0.0
DISCUSSION -

The compound was classed as a mild irritant when applisd undiluted to intact skin
of male and female rabbits.

The average maxisus score wvas 2.0 out of a possible 8 in twenty-four hours.

¥Within minutes after application there was twitching of the skin and barely
perceptible redness was noted.

At the one hour reading there was barely perceptible redness with no sdema.

¥Within twenty-four hours there was barely perceptible redness and very slight edema.
Within forty-eight hours edesa had disappeared.

All animals received a acors of mero vithin thres days,

The waterial in this report is to be used i development ot
the product and may be given to responsible sales contacts,
but it is not to be used by them in advertising copy. The
source of this material is not to te divuiged unti! it appears
in formal publications. No exceptiona to tive eatabliched role
may be n:ade withaut the approvzl of the Modical Dapurt-
ment in St. Louis, Customers’ incuivics : e Chag ma of

taxicity are to be reiesrcd as before to i Mudical Degart:

ment in St. Louis for reply. -
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TABLE 1v
EYE IRRITATION IN RABBITS AFTER APPLICATION OF
'McS 900°
Sample (0.1 Milliliter) Applied Undiluted

Numerical Evaluation At The End Of
Animal No. = Sex 1 Hour 24 Hours 43 HBours 72 Hours 120 Hours 168 Hours

1 « Male 10 4 2 ] 0 0

4 - Femle 10 4 0o [} [} 0

3 = Female 12 L) 2 ] [} )

Average 10.6 4.0 1.3 0.0 0.0 0.0
DISCUSSION -

The compound was classed as a slight eye irritant in male and female rabdbits.
The average maxisum score was 10,6 out of a possible 110 in one hour,

There was nild to moderate discomfort with blinking and closed lids ismediately
following application.

Within ten minutes there was slight erythema and edemm, and discharge.

At the one hour reading erythema was slight, edema mild, and there was moderate
discharge with tracee of whitish exudate. There was no cormeal cloudiness.
Within twenty.four hours discharge bad ceased and erythema and edema were slight,
Within fortyeeight hours there was barely perceptible erythems; edems had
disappeared.

All animals received a score of zero within three days,

MONS 038081



‘-

.
-

To: Monaanto Company

St. Louis, Missouri
Younger Laboratories Certificate of Analysis - Page 8 (5/5/69) - Y-69-41

TABLE V

INHALATION OF
'MCS 900' VAPORS BY RATS

Average Temperature Inside Chamber ,.ececcecccscsccscevecccee 74° ¥,
Average Relative Humidity Inside Chamber .. 54 %
Amount of Sample - T0 8tart cecccveccrcccce. 204.0 Grams
Recovered .cceevecocees 202.9 Grams
Vaporized or left in
0quUipPment ...eeecese 1ol Grams (0.54%)
Animal No, - Sex Fate Obasrvations During Exp .
1l = Male Survived No immediate effect ...
2 - Male Survived
3 - Male Survived No apparent disoomfort or lethargy ...
4 - Male Survived No weakness or nasal discharge ...
z : :ll: :w"' 1::: Normal respiration.
DISCUSSION -

All animals survived the six hour exposure as well as the following ten day
observation period.

It was concluded that the vapors were practically non-toxic under coaditions of
the test.

There were no visidble signs of weakness or distress of any consequence observed
during the exposure period, Ocular and nasal sucosae remained free of inflassation.

The ten day observation period was uneventful. Weight gain was normal.

Test animals were sacrificed ten days after exposure. Macroscopic examination
revealed alight areas of lung congestion in all animals; othervise the viscers
appeared normal.
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