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TXPT ADENTAL PROCELIRE -
A) Oral Lbgy In ats

The undiluted compound was fed Yy stadgk Lo Gpragus~Lawley strain albino

rats.,
sIter the approximate Hin i ok Was detemined, grouns of mtg were

fed at lmls r‘esi imned to

{t7 range thereby supplying data Tor
calcula’c:_on

inz to a nmodification of the

The data are 4

?) b sl .-JBOI"U’J:’LCB * h
The sample was applted undlluted in varying amounts to the closely clinped,
intact skin of Xew Zesland widte rabbiis and the treated areas covered ‘.*t.h
plastic shields to prevent evaporation,

Joservations were made for toxic symptams and the viacera of thcse ani-als that
succumbed wag examined macroscopically,.

The data are found in Table II1.

C) Skin Irritation In Ssbbits
08-95 was apnlied uncdiluted to the elinned, ‘ntact skin of tiree albino rabbits
and removed after twemty-four hours with soap snd water.

haervations vere made over a veriod of several days for inflammatbion,

Irritation was scored accordin: to the nethod of raize, “oodard and Calvery
(Journal of Pham, and “Xp, Thersseutics, Jole 02, lo, L, tece 194li).

The resulta are given in Table III.
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EXPERIMENTAL PROCEIURE - (Continmed)

D)

E)

Eye Irritation In Rabbits

.1 Milliliter of sample was placed in the conjunctival sac of the right eye
of three albino rabbits, The eyes were rinsed with wam isotonic saline
solution after twenty-four hours,

(bservations vere made over a period of seversl days for irritation,
The data, scored according to Dreiss et al, are found in Tadble IV,

Vapor Inhalastion In Rats
Four mature nele rats were placed in a metal chmmber of approximately 25 liters
capacity and exposed for six hours to a concentrated atmosphere of 0S-95 vapors
produeed by a irtb the ligquid at room tempersture, .

sample (250 was poured into a three hole, round bottom flask and
canpmmd air puaed over an orifice, the lower end of which was immersed in
the liquid, A rubber tube led from the flssk into the chamber. A glass impinger
was placed in the line to break up droplets and allow, as nearly as pmcticabls,
only vepors to pasa.
The animals were checked for behavior and, sinee there were no deaths, all
were held for ten days ocbgervation. ,

The data are shown in Table V,

SUMMARY ~

mdmlw“dﬂ5mfmndteb610,500mﬂligm perki]ngmwithlmrand
upper limits of 9,295 to 11,865 milligrams per kilogram,

The Minlmm Lethsl Dose renge by Skin Absorption in mbbitsméi;tol,ZSOmiL.i—
grums per kilsgram,

8-95 was classed as a moderate skin irritant,

08-95 was classed as a mild eye irritant,

No deaths resulted when mts were exposed for six hours t¢ a comcentrated atmos-
phere of 05-95 vapors,
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TABLE I

THE ORAL LT go OF '(S-95!
FOR TS

Waeight Tose
Animal No, = Sex Gm., Mre/ Xze Fate
1- Male 270 9,000 Survived
2- Temale 195 95900 Jurvived
3~ emale 210 9,020 Survived
Li= Temale 1990 7,000 Survived
5- ¥ale 230 9,070 Survived
6= Female 205 12,000 Tied
7~ female 195 10,000 Survived
3- ¥ale 215 15,000 Survived
9~ Hale 230 135,000 ied
10- Hale 245 19,300 Survived
11~ Female 135 11,000 Tied
12« Female 190 11,000 ed
3= Ferale 210 11,000 Survived
1= Female o225 11,000 Ldied
15« Yale 2ho 11,000 Survived
16= Hale 2290 12,500 Ied
17~ “emale 215 12,520 ied
13- Ferale 200 12,500 Died
19« Ferale 190 12,500 Survrived
20= HMale 195 12,500 Tled

LISCUSIIOH =

The Oral Lige was placed at 10,500 millizrams per kilogmam with lower and upper
limits of 9,295 to 11,865 nmilligrams ner kilogram,

Survival time was ovemight to three days.

There was arrhea, salivation, tremors, and cama,.

At autopay the zastrointestinal tract was gasecus and inflarmed, There was liver
discoloration <ue in part to congestion,
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TAILE IT
N ATHTMUM LML 0BE OF 951 Y
3 KIN ABSOPTTN T URRITS

weizht Change
5 “ava After
Heisht Tose c 8 ing
Aningl Roe - lex Xz Moy [ X2 17 Tate
1 = Temale 2e3 150 - Y2 3urvived
2 <« Tar 2ol 525 - 2,2 Survived
3 = X¥ale 240 1,250 - 943 Tied « 11 lays
} = Hale 2.6 2,520 - 0,2 Hed - 5 Days
5 - ¥ale 2.4 5000 - 22 fied = 5 Zays
6 ~ Tenale 2.1 75590 - Dbt iied - 4 Cays
7 ~ Hale 2.5 190,020 - Oul4 Uied - 3 Iays

The Minimum Lethal ‘ose mnge was found to be &25 to 1,250 millizrams per kilogzranme
Survival time was three to eleven days.

Appetite was scon affected resulting in weijht losses., This was about the oniy
to}'.:‘_c symptaon for two days. dJealmsss and lethargy were noted thereafter. Violent
cornvulsions developed in twe of the snimals several hours before death,

it sutopsy there wers extensive hemorrhacic areas in the lungs and mocerate
xidney congestion.
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TA25 Ly IIT
SEDD ZHRIATATION T ARDITS AVTED APPTICATION o
105 - 951
_ Fmerical Svaluation st The *nd OF
Aninal Mumter 2 Hours 24 dours U8 Hours 72 Hours 120 Hours
1l 2 3 2 1 1
2 2 3 2 2 1
3 1 3 2 1 1
z“x\f’ez‘a.g& 10‘6 3'0 200 1.3 l.O

YT L O e
TIDCUEE H -

After two houra there was siizht o well defined ervthena with no edena for an

average score of 1,6 ou

Of a pOESiblB ‘S.O.

Ovemight the aversge score

increased to 3.0 on the hasis of more redness and slisht edems.

The application was removed in twenty-fcmf hours mt the irritation decreased

rather slowly.

28-95 was classed as a moderate skin

Slight ervthema was still aresent on all animals on the fifth day,

Irritant.
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Tr2LE W
SYE TLITATION T 2A55TTS AFTER WPLICATION &F
15)5_951

sumerical Fvaluation At The ™md Of

Animal Thmber 1 Hour 24 liours L3 Jours 72 Hours 120 Yours
1 12 151 L 2 0
2 10 5 4 9 9
3 12 3 4 2 0

TTSCUSRTE -

There was mild immedlate discomfort shown upon -pDLc&tion. The average score
after one hour was 11,3 cut of a posasible 110.0. Irritation conaisted of
roderate erythema of the conjunctivae with nild edema and lecrinstion, The
detalls of the irls were slightly obscured due to some congestion, The latter
condition improved overnight resulting in an average score of 7.3. 0Une amimal
wag free of inflsumation in seventy-two hours and zll were glven a score of zero
in five daySe

B~95 was classed as a mild eye irritant.
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TA3LE V

TEATATION OF 105 =95 VAPORS 5Y AATS

Average Tamperature Insicde Chamber o« « o o o o o o o o 76, ° 7,
Average .elative Humidity Inside Chamber « ¢ ¢ o o « o« 59¢5 %
Amount Of 'O8-95Y Vaporizede o o o ¢ o o v o o 0 ¢ s o Ot Trams

ininal Ho, - Jex Tate Jservations ‘uring Tposure
1 - Hale Furvived Iittle immedigte reaction -
2 - Male Imxvived Activity abowt nomal -
3 « ¥ale “urvived Animals continue to explore chamber -
j « Hale Survived Hacarfort slizht ater four hours,

JISCTSSION -

The rmets survived the six hour exposure with ro aftermath of. bronchial rales or
other evidence of respimtory injury. Activity was not affected to any

noticeable extent, The animals remained steady and were obgerwvad eating and
drinking st intervals, Nasal and ocular irritation was not sufficlent to stirmlate
a discharge.

Solt Grums, equivalent to 2,5 per cemt of the sample, was vaporized. Considerable
azitation was maintained at a pressure of thiee oounds gser square inch, IHowever,
the chamber atnospbere remained quite clear with only a very slight haze Jdetectable
by reflected light,

Tt was conclided that a concentrated atnosphere of <95 vapers was only slightly
irritating to ratas cxpoged feor asix hours,
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