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BXPERIMENKAL PROCEDURE -

A) Oral LDsg (Rate, Mixed Sex)

The undiluted compound was fed by stomach tube to Sprague-Dewley strain albine
male and female rats.

After the spproximate Minimal Lethal Dose was determined, groups of male and
female rate were fed in increasing doses at increments of 0.1 fractional log
intervals st four lavels designad to blanket the toxicity range thereby
supplying dats for calculation of the mSO which was done acoording to the
method of E. J. de Baer.

Observations were made for toxic eigne and the viscers of the test animale
were examined macroscopically.

The data are shown in Tabls I.

Acuta Skin Absorption Minimal Lethal Dose (Rabbits, Mixed Sex)

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

The trested areas were covered with plastic strips and the animals held in
wooden stocks for periods up to twenty-four hours, sfter which time they were
assigned to individual cages.

Observations wers made for toxic signe and the viscera of the test animals were
examined macroscopically.

The dats are shown in Table II.

-

MONS 044594

ThL en€dectic) cammes fe b ba e gered in o fmeen oF addvertisine without wrlh«n oermission




.-

. - To: Monganto Company

St. Louis, Misgsouri

Younger Laboratories Certificate of Analysis - Page 2 (1/12/72) - ¥-71-189

<)

-~

D

~

r

EXPERIMENTAL PROCEDURE - (Continued)

skin Irritation (Rabbits, Mixed Sex)

0.5 Milliliter of undiluted sample vas applied to the clipped, intact skin af
Nev Zealand white male and female rabbits under s one inch by one inch square
patch, two single laysrs thick. The patches were held in place with adhesive
tape. The trunk of each snimal was wrapped with plastic strips, to reterd

evaporation and avoid contamination, for the twenty-four hour exposure period.

Observstions were made over a period of seven days for irritation.
The data, scored according to the method of Draize, Woodard and Calvary (Journasl

_of Pharm. and Exp. Therapeutics, Volume 82, December, 1944) are shown in Table IXII.

Bye Irritation (Rabbite, Mixed Sex)

0.1 Milliliter of undiluted sample was placed in the conjunctival sac of the
right eye of each of three albino male and femals rabbits and observatims made
over a period of seven dsys for inflasmation.

The eyes were rinsed with varm ieotonic saline solution after the twenty-four
hour reading. The left eye served as a control.

The data, scored according to the method of Draize, et al, are shown in Table IV,

Vapor Inhalation (Male Rate) - Ambient Temperature

$Six mature male rats were placed in a etainlese steel chamber of 35-liters capacity
and exposed for six hours to a concentrated atmosphere of vapors produced by
passing & stream of air through 153.5 grams of the compound contained in a
500-milliliter erlenmeyer flask.

Vapors from the flask passed into & one liter bottle to remove droplets and then
into the chamber.

Air flow through the sample was 4.0 liters per minute as measured by a calibrated
rotameter. This was sufficlent to violently agitate the ligquid. No supplementary
sir was introduced inasmuch as the above eupply was ample for the animals oxygen
requirements.

The animals were observed for behavior during exposure and for ten days following
exposure. The viscera of the test amimals were examined macroscopically.

The data sre shown in Table V.

Vapor Inhalation (Male Rate) - Sample Heated to 150°c.

Six mature male rats were placed in a -u!nlno stesl chamber of 35-liters capscity
and exposed for eix hours to a ted phere of vapers produced by
passing & otresm of air through 146.0 ;r-o of the compound contained in &
wo--xuuun erlenmeyer flask. 7The sample was maintained at a temperature of
150%. by immersing the flask in s heated sand bath.

Vapors from the flask passed into a one liter bottle to remove droplete and then
into the chamber.

Alr flow through the sample was 4.0 liters per minute as measured by a calibrated
rotameter. This wae sufficient to violently agitate the ligquid. No supplementary
air wae introduced inasmuch as the above eupply wae ample for the anims “Y’ oxygen
requirements.

The animals were observed for behavior during exposure and for ten days following
expasure. The viscera of the test animale were examined macroscopically.

The data are ehown in Table VI,
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SIMMARY -
MCS 1228 G Mine Fluid -- Lot: OR 162483
A) Oral LDy, (Rats, Mixed Sex)
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The Oral LD,, for male and female rats was placed at 12,900 milligrame per
kilogram vim lower and upper limits of 11,700 to 14,230 ailligrams per kilogram.

The compound was claased as practically non-toxic by oral ingestion in male and
fenals rate.
Acute Skin Absorption Minimsl Lethal Dose (Rabbits, Mixed Sex)

The Acute Skin Absorption Minimal Lethal Dose for male and female rabdbits was
found to be greater than 3160 milligrame per kilogram snd less than 5010 milligrams
per kilogram.

The compound was classed as slightly toxic Dy skin absorption in male end

female rabbite.

Skin Irritation (Rabbite, Mixed Sex)

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

The average maximum score was 0.3 out of a possidle 8 in twenty-four hours.

Eye Irritation (Rabbite, Mixed Sex)
Tha compound was classed as s slight eye irritant in male and femsle rabdits.
The average maximum score was 12.6 out of a possible 110 in one hour.

Vapor Inhalation (Male Rats) - Ambient Temperature

All animsls survived the eix hour exposure as well as the following ten day
obsarvation period.

It wae concouded that the vapors were practically non-toxic under conditions of
the test.

Vepor Inhalation (Male Rats) - Sample Heated to 150°C.

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

It was esmeluded that the vapors were practically non-toxic under conditions of
ths test.

YOUNGER LABORATORIES, INC.

BY: MELVIN D. BIRCH
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TABLE I
THE ORAL LD 4, OF
'NCS 1228 German Mine Fluid -- Lot: OR 162483’

FOR RATS
Sample Fed Undiluted
Weight Dose

Animal No, - Sex Gm, Mg, / Ks. Fate _
1~ Female 225 7,90 Survived
2- Male 225 7,940 Survived
3. Temale 225 7,940 Survived
4= MNale 240 7,940 Survived
S- Female 215 ?7,9%0 Survived
6= Male 225 10,000 Survived
7= Female 205 10,000 Survived
8- male 235 10,000 Survived
9= Fomale 250 10,000 Died
10- Male 215 10,000 Survived
1l- Female 2u5 12,600 Survived
12 Male 205 12,600 Died
13- Female 225 12,600 Died
14~ Male 230 12,600 Survived
15. Female 240 12,600 Survived
16- Male 205 15,800 Died
17- Female 210 15,800 Died
18- Male 220 15,800 Survived
19~ Female 240 15,800 Died
20- Male 265 15,800 Died

DISCUSSION -

The Oral LDgo for male and female rats was placed at 12,900 milligrams per kilogram
with lower and upper limits of 11,700 to 14,230 milligrams per kilogras.

The compound was classed as practically non-toxic by oral ingestion in sale and
femle rats.
Survival time was four to six days.

Toxic signs included reduced appetite and activity (two to five days in survivors),
increasing weakness, collapse, and death.

At autopey there was alight liver discoloration and gastrointeetinal inflassatioa.

Surviving animals were sacrificed seven days after dosing. The viscera appeared
normal by msacroscopic examination.
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TABLE I1I

TEE ACUTE SKIN ABSORPTION NINIMAL LETHAL DOSE OF
‘MO8 1220 German Mime Fuid — Lot: OR 162483'

TOR BABBITS
Sample Applied Undiluted
Veight Change
veigh Dose 5 Days later
Antsal Bo. - Sex  Kg: Mg/Jg: Ig. Iate
1 = Femle 2.7 1260 + 0.1 Survived
2 =~ Nale 2.5 2000 0.0 Survived
3 = Pemale 2.7 3160 - 0.4 Survived
b - Male 2.4 5010 - 0.4 Died - 1% Days
5 ~ Female 2.0 7940 - 0.6 Disd - 11 Days
6 -~ Male 2.4 7940 - 0.6 Died - 12 Daye
D1SCUSSION -

The Acute Skin Absorption Ninimal Iethal Dose for male and female rabbits was found
to be greater thas 3160 milligrass per kilogram and less than 5010 milligrass per
dlograa.

The compound vas classed as alightly toxic by skin absorption in male and female
rabbits.

Survival tisme wvas slaven to fourteen days.

Toxic signs included reduced appetite and activity (three to seven days in survivers),
inoreasing weakness, ocollapse, and death.

At sutopey there was hemorrhagic areas of the lungs, discolored liver (mwttled and
Jaundiced), emlarged gall bladder, and gastrointestinal tract wvas gasecus and inflammed.
Surviving animais were sacrificed fourteen days after dosing. The viscera of

animals #1 and #2 appeared normaml by mscroscopic exasination; animal #3 shoved

liver hyperemia.
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TABLE 111

SKIN IRRITATION IN RABBITS APTER APPLICATION OF
'MCS 1228 German Mine Fluid-- Lot: OR 162483’

Sample (0.5 Milliliter) Applied Undiluted

Numerical Evaluation At The Bnd Of
Animal No. - 8Sex 1 Hour 24 Hours 48 Hours 72 Hours 120 Hours 168 Nours

1 - Male 0 0 0 0 0 0
2 - Female 0 1 1 0 0 0
3 - Nale 0 0 0 0 0 0
! Average 0.0 0.3 0.3 0.0 0.0 0.0
DISCUSSION -

The compound ves classed as non-irritating when applied undiluted to intact skin
of male and female rabbits.

The average maximun score was 0,3 out of a possible 8 in twenty-four hours.

Observations following application -

l-Bour: No skin changes; zero readings

24-Hours: Very slight erythema in one inetance; no edema
48-Hours: Very slight erythema in one instance; no edema
72-Hours: No erythema or edems; zero readings
120- 168-Hours: No srythema or edema; zero readings
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TABLE 1V

RY R IRRITATION IN RABBITS AFTER APPLICATION OF
'MCS 1228 German Mine Fluid -- Lot: OR 162483'

Sample (0.1 Milliliter) Applied Undiluted
Numerical Evaluation At The End Of

/08
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Animal Mo, - Sex 1 Hour 24 Hours 48 Hours 72 Hours 120 Hours 168 Hours
1 - Male 12 2 0 0 0 0
2 - Femsle 14 2 Y 0
3 - Male 12 2 0 0 0 0
Average 12.6 2.0 0.0 0.0 0.0 0.0
DISCUSSION -

The compound was clessed as a elight eye irritent in mels and female rabbits.
The average maximum score wvas 12.6 out of e possible 110 in one hour.

Observations following application --

Immediate: Discomfort was slight

10=NMinutes: 8light erythema and edema, moderate discharge

1-Hour: Slight to moderate erythemsa, slight edems,
eopious discharge

24-Hours: Slight erythema; no sdema or discherge

48-Hours: No erythema, edema, or discharge; zero readings

72- 168-Bours: No erythems, edema, or discherge; zero reedings
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TABLER V
INNALATION OF
'MCS 1228 German Mine Fluid - Kot OR: 162483' VAPORS
BY RATS (AGIENT TREIRATIRE)

Average Tempereturs Inside Chamber ccovesccccccccosccces 74° g,
Aversge Relative Numidity Ineide Chamber ccccecensecsss 1L I 3

Amount of .ql. we TO OLATL cecccscvonces 153.5 Grams
Rocoversd cececcececes 153.5 Grame
Vaporised er laft
in oquipment cceceee 0.0 Gram (0.0%)

Average Concentration of Vapors in Chamber 0.0 cx'-lll3

doimsl Vo - Jex | Fete Qhservaticns During Expoeere
1 - Nale Survived Bo nasal or ocular diecharge ...
2 « Mels Survived No weeknese or drowsimess af
3 - Male Survived CONBOGUINCS oo
4 - Nale Survived Respiretion sppesred sormal.
5 = Male Survived
6 - Male Survived
DIBCUSSION -

All animale survived the eix hour exposurs se well as the following tem day
observation peried.

It wae senciuded that the vepors were practicslly non-toxic under comditions of
the test.

Observations following exposure -
Respiration was normsl when animsle were removed from the chember.
The ten day observetion period wes wneventful. Weight gain wae normal.

Surviving amimals were sacrificed ten daye after axposure. The viscers appesared
nermal by macroecopic exsmination.
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TADLE VI

INRALATION OF
'MCS 1228 Germen Mine Fluid =« Lot: OR 162433' VAPORS
BY RATS (SMMPLE REATED TO 150° r.)

Average Tempereturs Ineide Chember cccesecsccecccaccssnsceness T8° Fo
_Averege Reletive Bumidity Inside Chamber cvcecccocvocescrssove 85 %

Amount of Sampls == To SCArt s.ceee sos 146.0 Crame
. Rocoversd ceecsses eoe 140.8 Grems
Total Yaporised .ccevecee 5.2 Grams (3.6 %)
Recoversd frem Condenser. 0.7 Gram (0.5 %)
Weight of vapors emtering
chamber cosevevssveccve 6.5 Grams (3.1 1)

Average Concentration Of Vapore Ia Chamber .. 3,12 Grams /¥

Animal Bo. - Sex Tate Observaticns During Exposers |
1 = Nale Survived No assal er ocular diecharge ...
2 - Nale Survived Mo weakmass or drowsinees of
3 - Male Suarvived CORSOQUEECS oo o
& - Male Survived Reepiration appeared mormsl.
5 « Male Survived
6 - Mala Survived
DISCUSSION -

All anisale eurvived the six howr exposure as well as the follewing tem day
obssrvation period.

1t was concluded that the vapors wers practically non-toxic under conditiome ef
the test.

Observations following expesurs -

Respiration was nerssl vimn enimals were removed from the chamber.

The ten day ebeervation period was uneventful. Weight gain wae normal.
Surviving animale were sacrificed ten days after exposure. The viecers eppeared
normal by mecroscopic exapination.
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