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EXPuRIMENTAL FROCEDURL =

A) Oral LDyo (Rats, Mixed Se

The undiluted compound
male and female rats.

After the appr

be ta Sprague~pawley strain albino

. a)/ Jase was determined, groups cof male and
female rats we: ed in i pigg”ifses at increments of 0.1 fractional log
intervals at Z, saad-o blanket the toxicity range thereby
supplying da or calculation of the LDy, which was done according to a
modification o f L« Jo de Beers

Qbezervations we
succumbed were @

toxic symptoms and the viscera of the animals that
macroscopically.

The data are shown in Table I.

B

Oral MLD (Rabbits, Mixed Sex)

The undiluted compound was fed in increasing doses at iucrements of 0.2
fracticnal log intervals by stommch tube tc New Zealand white male and female
rabbits.

Observatiocns were mads for toxic sysptoms and the viscera of the nnipnla that
succusbed were examined macroscopically.

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

C) 8kin Absorption MLD (Rabbits, Mixed Sex)

D

E

F

~

~

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

The treated areas were covered with plastic astrips and the animals placed in
wooden stocks for periods up to twenty-four hours, after which time they were
assigned to individual cages.

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

The data are shown in Table III.

Skin Irritation (Rabbits, Mixed Sex)

The undiluted compound was applied to the clipped, intact ekin of male and
female albino rabbits and removed after twenty-four hours. The application
was covered with plastic strips to retard evaporation and avoid contamination.

Observations were made over a period of several days for irritation.
The data, scored according to the method of Draize, Woodard and Calvery

(Journnl of FPharm. and Exp. Therapeutics, Volume 82, Decenber, 1944) are shown
in Table IV.

Eye Irritation (Rabbits, Mixed Sex)
0s1 Milliliter of undiluted sample was placed in the conjunctival sac of the

right eye of three albino rabbita and observations made over a period of
several days for inflammation.

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

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

Vaper Inhalation (Male Rats)

Four mature male rats were placed in a metal chamber of 35 liters capacity
and exposed for six hours to a concentrated atmosphere of vapors produced by
passing a stream of air through 100 williliters of the compound contained in
a 300 milliliter Erlenmeyer flask. Vapors from the flask passed into a

one liter bottle to remove droplets and then into the chamber.

Alr flow through the sample was five liters per minute as measured by a cali-
brated rotameter. This was sufficient to violently agitate the liquid. No
supplementary air was introduced inaamuch as the above supply was ample’for
the animals oxygen requirements.

The animals were observed for behavior and, since there were no deaths, all
were held for ten days observation.

The data are shown im Table VI.
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SUMMARY =
MCS 395

A) Oral LDgo (Rats, Mixed Sex)

The Oral LDy for male and female rats was placed at 4615 milligrams per
kilogram with lower and upper limits of 4060 to 5260 milligrams per kilogram.

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

B

Oral MLD (Rabbits, Mixed Sex)

The Minimum Lethal Oral Dese 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 c¢lassed as slightly toxic by oral ingestion in male and
female rabbite.
C) Skin Absorption NMLD (Rabbits, Mixed Sex)

The ¥inimum Lethal Dose by skin absorption in male and female rabbits was found
to be greater than 2510 milligrams per kilogram and less than 3980 milligrams
per kilegram.

The compound was classed me slightly toxic by skin absorption in mele and
female rabbits.

D

<

Skin Irritation (Rabbits, Mixed Sex)

The compeund was classed &s non-irritating when applied undiluted to the intact
skin of male and female rabbits.

E,

Eys Irritation (Rabbits, Mixed Sex)
The compound wag classed as a slight eye irritant in male mnd female rabbits.

The everage maximum score was 8.3 out of & possible 110 in one hour.

F,

~

Vapor Inhelation (Male Rats)

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

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

YOUNGER LABORATORIES

‘i:‘i(p/fk\/ B 4_/‘0 v S

BY: FRED M. YOUNGER
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TABLE I

THE ORAL LD 4o OF 'MCS 395" FOR RATS

Smmple Fed Undiluted

Weight Dose
Apimal Nos : Sex gm . Mg LXg: ceenoFobe
1« Female 22H 3160 survived
2- Male 240 3160 survived
3~ Female 220 3160 Survived
4~ Male 255 3160 survived
5- Female 235 3160 Survived
6~ vale 260 3980 Survived
7- Female 230 3980 Died
8~ Male 270 3980 Survived
9~ Female 235 3980 survived
10— Male 255 3960 Survived
11~ Female 230 5030 Died
12- pale 255 5010 Survived
13- pemale 225 5010 Died
14~ pale 265 5010 Survived
15+ Female 235 5010 Died
16~ Male 280 6310 Died
17~ Female 225 6310 Died
16~ Male 245 6310 pied
19~ Female 240 6310 Died
20~ Male 265 6310 Died

DISCUSSION -
The Orsl LD,y for male and female ruts was placed at 4615 milligrams per
kilegram with lower and upper limits of 4060 to 5260 milligrams per kilogram.

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

female rata.

survival time was severzl hours to three days with most deaths occurring overnight.
Toxic symptoms included mevere diarrhea, increasing weskness, tremors, and collapse.

At autopsy there was inflammation of the gastric mucosa and renal hyperemia

macroscopically.
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TABLE 11
THE MINIMUM LETHAL ORAL DOSE OF 'MCS 395' FOR RABBITS

Sample Fed Undiluted

welght Change
weight Dose 5 Days later
Avimal No, = Sex  KK:.  Mg:/Ke: Kg: Fate
1 = Female 2.6 631 0.0 Survived
2 - Male 3.0 1000 + 0.1 Survived
3 = Female 2.7 1560 - 0.1 Survived
4 = Male 3.1 2510 - 0.4 Died =~ 8 Days
5 ~ Female 2.1 3980 - 03 Died =~ 5 Days
6 ~ Nale 2.9 6310 ——— pied =~ 2 Days

DISCUSSION =

The Minimum Lethal Orsl Dose for male and famale rabbits was found to be greater
then 1580 milligrams per kilogram and less than 2510 milligrams per kilogram.

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

Survival time was two to eight days.

Toxic syuptoms in animals #4 and #% included poor appetite in two to three days,
weight loss, inoreasing weakness, tremors, and collapmse.

At sutopay thers was evidence of liver dysfunctionm and renal hyperemia.
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THE MININUM LETHAL DOSE OF 'MCS& 395'
BY SKIN ARSORPTION IN RABBITS

Sample Applied Und{luted

TABLE

111

weight Change
weight Dose 5 Days Later
Animpal No. = Sex KK+ MEs L KB Kg: Pate
1 - Male 3.0 631 + 0.2 survived
2 - Female 2.9 1000 + 00) survived
3 = Male 2.8 1580 + 0.1 Survived
. 4 = Femnle 2.4 2510 - 0.1 Survived
5 = Male 2,5 3380 - 03 Died - 7 Days
6 - Female 3.1 6310 - 02 Died - 9 Days

DISCUSSION ~

The Minimus Lethal Dose by Skin Absorption in male and female rabbite was found
to be greater than 2510 milligrams per kilogream and less than 3980 milligrame

per kilogram.

The compound was classed s slightly toxic by skin absorptior in male and

feunle rabbits.

Survival time was seven tc nine days.

Toxio syaptoms in mnimals #5 and #6 included.reduced appetite and activity in
thres to four daye with incressing weakness, dyapnea, and paralysis.

At autopsy the lungs wers hemorrhsgic and there was liver discoloration

macroscepically.
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TABLE IV

SKIN IRRITATION IN RAEBITS AFTER AFPLICATION OF 'MC 38 395'

Sample Applied Undiluted

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

1 ~ Female 4} 0 o 0 o}
2 ~ Male o] o 0 ) Q
5 = Female 0 [« 0 0 0

DISCUSSION -

The cowpound was classed as non-irritating to intsct rabbit skin when applied
undiluted.

No edemz or erythems developed on any of the animsls as a result of a
twenty-four hour expesure to the undiluted compound.

All animals received = score of rero throughout the observation perioed.
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TABLE V¥
EYE IRRITATION IN RABBITS AFTER APFLICATION OF 'MCS 395'

Sample (0.1 Milliliter) Applied Undiluted

Numerical Evaluation At The End Of
Animal No. - Sex 1 Hour 24 Bours 48 Hours T2 Houre 120 Hour

M P23 A 44

1 ~ Female T 4 2 o [}

2 - Male ki 4 4 o] 0

3 « Female 11 6 4 2 o

Average 843 4.6 3.5 046 0.0
DISCUSSION =

The compound was classed as a slight eye irritant in male and female rebbits.
The average maximum score was 8.0 out of a possible 110 in one hour.
1ittle discomfort was shown immediately following application.

After one hour there was slight discharge and redness, practically no edeua,
and very slight corneal dullness. Iris and cornea were clear in twenty-four
hours and within three days only & trace of redness of the palpebral
cenjunctivae remained on one animal.
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TABLE VI

INHALATION OF 'MCS 395" VAPORS BY RATS

Average Temperature 1nside CHADDEr «esevsecssreserscrecnones 76° F.
Average Relative Humidity Inside Chasber sivsvecvcsicacvacas 43 %

Amount af Sample == To StArt seceecescesceses 1000 cc
Recovered ccrvesacssssees 99.7 ¢
Vaporiszed or left
din equipment .s.vseenenn  0e3 GC (0 J%)

Apimal No. - Sex Fate Observations During Expozurs
1 ~ Male Survived No immediate reaction ...
2 ~ Male Survived Normal breathing rate ...
3~ Male Survived No discomfort or nmsal discharge <.«
4 ~ Male Survived No weakness .+

Moderate lethargy after two hours.

DISCUSEION =

All animsls 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 conditions of
the teat.

The animals appeared to be unaffected by the exposure. NKasal and ocular mucosae
were normal when the animals were removed from the chamber.

The ten day observation periocd was uneventful.
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