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I. SYNOPSIS

AR-83392 was evaluated for acute toxicity in rats and rabbits. The
following screening tests were conducted and the results as indicated
were obtained: -

Eye Irritaticn in the Albino Rabbirt:

An eye irritant.

Primary Skin Irritation in the Albino Rabbit:

Not a primary skin irrltant.

Acute Dermal Toxicity in the Albino Rabbit:
Not a toxic substance by the dermal route of
administration.

Acute Oral Toxicity in the Albino Rat:

) A toxic substance by the oral route of
administration.

313-044
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II. COMPOUND
The test compound was received from the General Electric Company,
Schenectady, New York on May 17, 1974. It was identificd as "AR-83392"
and was receiveé,as a yellow granular material.
')
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IIX1. EYE TRRITATION SCREENING TEST IN THE ALBINO RARBBIT (Unwashed Technique):
A, METHOD:
Two rabbits (1 male and 1 female) were used in this test. The

rabbits weighed 2947 grams (male) and 2753 grams (female). Food and

water were available ad 1ibltum.

Prior to compound administration, the eyes of each rabbit were
examined with ultravielet light after instillation of one drop of a
2.0 percent sodium fluorescein solution. This procedure is employed

routinely so that only those rabbits with normal eyes are used in Eye

Irritation Studies.

100 milligrams of the test material were instilled into the

conjunctival sac of one ecye of each rabbit.

Exaninations were made for ocular irritation at 24, &8 and 72 hours.
At the 72 hour examination, sodium fluorescein and ultraviclet light

were used again to aid in revealing possible corneal injury.

The seale for scoring ocular irritation appeafs cg the following
page. |
8. RESULTS: ‘ |

Examination at 72 hours with sodiuﬁ fluorescein and ultraviolet light

revealed evidence of corncal damage in cvach of the 2 treated eyes.

f\) 313-044
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Table 1 presents a summary of the results obtained at each examina-

tion period. The average scores for cach examination period arc presented

in Table 2.
Based upon the results obtained AR-83392 would be comsidered to be

an eye irritant.
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Scale. for Sco: Ing Ocular Lesions®

(1) Cornca .
{A) Opacity-degree of density (arca most densc token for resdimg)

Ho OP3CELY « o o o o o o o s 5 o o o o 8 s o s & o o 8 © o o o o s & 5 o o o
Sceattered or diffuse area, details of fris eleacly visible o ¢ & o ¢ o o o o
. FEasfly disccrnible translucent aveas, details of iris slightly
obscufvd- e o o © ® © o + © © 6 © © © © 0 0 o @ e & 6 8 © » © e © © © ©
Opalescent arecas, no details of fris visible, size o[ pule
barely discernibles o« o ¢ ¢ ¢« o o o s o o o o @ o © s s o & 5 ° o o
Dpaqur,irisinvisible..........eo............e..
(B Arcs of covnca involved
One quarter {or less) Dul 10E 2070 o = o = o s o 6 © » a o » o s o 5 o « o a
Creater than ore quarcer, but less than half . o o o o o ¢ o s 0 a s o o o o
Creacer than half, but less than Three QU3TTETS. & 2 o o o o o o« o o 5 © o o
Creater than three quarters, up FO whole 3r€8. o ¢« o = o o 2a'o o o o o s o o
Score equals A x B x 5 Total maxisun = 80

& 4 [ =2 €

& LS 09 per

(2) 1Iris
{A) Valucs
Hormal » o o ¢ « o o o o s o a o s 8 8 o s o 8 o 85 8 6 s o 6 o s s s e o e o O
Folds above nor=mal, congestion, swelling, eircumcorncal injection
(sny or all of these or combination of any thereof) iris scill
veacting to light (sluppish reacticn is positive) o« ¢ o ¢ o o o o s o o o 1
No recaction te light, hemorrhage, gross destruction (sny or all
Ofthesc)---non.ao--o.n.ao.lihvvtoo-.o-on2
Score cquals A x 5 Totel moximum = 10

{3) Conjunctivac

f") {A) Redness (reifers to palpebral and bLulbar conjunctivae exeluding
eornea and iris)
Vessels normal & . ¢ « o ¢« o o » o 5 o s o 6 s o ¢ o 6 5 o 08 o o 5 5 s s o s G
Vessels definitely injected above mormal + ¢ o o o o o ¢ o 6 o ¢ 8 o s o o o 1
More diffuse, deeper crimson red, individual vessels not casily
disccrnlblc e s © @ ©» © o © & ® ® & © 8 © © ° ©® @ ‘e o & € o ® & ° ° ° o o 2
bt Di{fuse bec‘y fcd o © ® € e ® @ © ©® ® ©° ° ; e © @ © ¢ © @ © ® © ® 6 © © © e 3
{») Chemosis
1o 2welling o o o o o o o o o 5 o s 5 o 6 6 s o 5 o o 0 e e s e e s s e o s O
Any swelling sbove normil (includes nictitating membrafe)s. o » o o o o o o o 1
Obvious swelling with partiol eversion of 1ids o ¢ o ¢ o o 6 o 5 o s o o o o 2
Swelling with lids about half closed . . ¢ o o o » o s s o o o o o = 2 o o @ 3
Swelling with 1ids about half closed to completely closed jo o o o ¢ o 0 s o &
(C) Discharge : )
Mo dISChITEC o o o s s o o o o o o o 6 o s o o s s s o o0 0o s o s s 0o O
Any caount different from normal (does not include small amounts
. obscrved in innetr eanthus of normal snimals). e s o« © 5 @ e 5 o 8 = s o )§
Discharpe with moistening of the lids and hairs )ust ad jacent
te the Jids o & o o o o e © o © ©°® © & @ ® © © ®© © e © @ & b © ° © 8 © 2
Dircharge with moistening of the 1ids ard hairs, and considerable
asca ntound the €50 o o o s o s » s © o © ¢ » 5 o © o a s o ° s ¢ & v © ® 3
Score equals (A 4 I+ C) = 2 Total ronisum = 20

The maximum total score is the sum ef all scores obtained fer the :a?assg
iris, and conjunctivae. Toral maximum scove possible = 110

# Deafze, J. M., Appraisal of the Safcty of Chemicals in Fuods, Drugs, and
Cosmeties, Assoe. Food and Drug O(ficials of the U. S., fustin, Texas, 1959, p. 31,

(’-) Modified according to revisien in 194, £dited by A, J. Lohman,

313-044 | @@@Q@Bﬁ
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AR-83392 : .Eye Inritation in the Albino Rabbit,

, TADLE 1 Observations.
Eamination Tnterval
(No. Pesitivesio. Doscd)
Hours
Obscrvatioen 24 48 72
Cornea: Corrnea Normal
Dulling normal corneal luster 1/2
Corncal opacity: very slight 1/2 /2 1/2
slight 1/2  1/2
modevate ’
marked
Iris: Iris Normal ) 1/2A 1/2
~ Iridal Irritation 12 1/2 2/2
Conjunctivac: Redness: normal
' very slight
slight /2 272 if2
moderate 1/2 1/2
’ﬂh) mactked
Chemosis: normal
very slight
slight
- : moderate /2 1/2 172
marked /2 1/2  1/2
. Discharge: normal
very slight
slight ’ 172
mcderate 272 2/2 1/2
marked .-
Purulent Discharge /2 2/2 i/2
e oo
Other: : .
Rlanching, conjunctivae . /2 272 1f2
Injury to the corneal
epithelium /2 1f2 1/2
_ ‘Sodium [lucrescein exomination: :
fﬂh) : - number normal - - 0/2
ﬂumbcr'axhjbitiég positive - -

2/2
000009
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' 5 AR-83392: Bycvlrricatiun in the Albino Rabbit.
TADLL 2 Avecapn Scores.
. Averaee Senres fRanece)
QOcular Obhaeorvation Perand
Arca 24 lirs. 68 lirs. 72 lrs.
1
Cernca A 0.8 1.5 1.5 .
(0.5-1.0) (1.0-2.0) (1.0-2.0)
B 4.0 2.5 2.5
(6.0) . (1.0-4.0) (2.0-3.0)
Cornea Score i6.0 18.8 18.8
Iris 0.5 0.5 1.0
(0-1.0) {(0-1.0) (1.0)
Iris Score 2.5 2.5 5.0
Conjunctivae A 1.5 1.5 1.5
(1.0-2.0) (1.5) 1..0-2.0)
T 3.5 3.5 3.5
(3.0-4.0) (3.0-4.0) (3.0-4.0)
c 2.0 2.0 1.5
2.0 (2.0) (1.0-2.0)
Conjunctivac Score 14.0 i4.0 13.0
Total Score 32.5 35.3 36.8

313-044
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PRIMARY SKIN IRRITATION SCREENING TEST IN THE ALRING RARBRIT

A. METHOD:

Two New Zcaland White rabbits (1 male and 1 female) were used.
The rabbits weighed 2344 grams (male) and 2521 grams (fcmale) at the

beginning of the study period.

The hair was removed from the back of each rabbit with an electric
clipper. The skin of 1 of the rabbits (female # 19985) was abraded with

@ .-

e scalpel blade. Food and water were available ad libitum.

500 milligrdms of the test material were applied to the back of
each rabbit. The arca of application was then wrapped with a gauze

bandage and occluded with Saran Vrap. Twenty-four hours later the band-

apes were removed and the arca was washed with tepid tap water and ex-
amined for skin irritation in accordance with the scale on the following
page. These examinations were repeated at 72 hours.

B. RESULTS: )

Table 3 presents a summition of the primary skin observatioms, and
Table &4 presents the computed primary irrita;ion score of 0.5.

Based upon the results obtained, AR-83392 would not te considerad

|

a primary skin irritant. : ' .

3
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. : Value
Erythema and Eschar Formation:
No ecrythema ¢]
Very slight erythema (barely perceptible) 1
Well def{incd erythema 2
Moderate to severe erythema 3
Severe erythema (beet redness) to slight '
eschar formation (injuries in depth) A
Edcima Formation:
No edema ' r] -
Very slight edema (barely perceptible) 1
Slight edema (cdges of area well defined
by definite raising) 2
. Moderate edema (raiscd approximately 1.0 mm) 3
Severe cdewma (raised more than 1.0 mn extending
{") . beyond the arca of exposure) . A

The valdes for erythema and eschar formation at 24 hours and at
72 hours for the intaet animals skin were added to similar values

obtained for the abraded snimals skin (a total of & values).

Similarly, the values for edema formation at 24 and 72 hours feor
intact and abraded skin animals were added together (a total of &
values). The primary irritant score is the sum of the 8 values
divided by 4. As séorcd by this method, @ primary irritant is a
substance whiech is not corrosive, but which rqsults in & score of
§ or'more. (Section 191.1 (g) (2)-of the regulations of the Federal

Nazardous Substances Act.)

) T 313-044
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k . . o N - .
AB-83392 Primary Skin Irritation i{in the Albino Rabblit

TABLE 3

Summation of Primary Skin Cbservations.

Examination Interval
(No. Reacting/No. Nosed)

Obuervatieon Value Intact Sites Abradnd Sites H

24
hrs

72
hrs

24
hrs

72
hrs

Erythema and Tnchar Formation

X

X

X

. No erythema

Very slight ecrythema
Well defined erythema

Moderate to scvere evythema

£ W N e O

Scvere erythenm

Edema Formation Value

>
>4

) No cdema

Very slight cdema

Siight ecdema

Moderace edema

&

Severc edema

313-044

).
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|
AR-33392 Primary Skin Irritation sn the RablLit.
' TARLE 4 Primary JTrritation Scord
Permal Irritation Obeervation Time "Walue”
Erythema and eschar {formation: Hours -
Intact skin 2% - 0]
. 72 0
Abraded skin 24 0
72 0.5
Subtotal 0.5 _ -
Edema formation:
Intact skin 24 O
(‘\3 ' 72 , 0
sbraded skin 24 1.0
72 0.5
Subtotal 1.5
Total 2.0

4

" primary irritation score is 2.0 4 = 0.5

‘"(ﬁ\) . 313-043
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V. ACUTE DLRMAL TORICTTY SCREENINC TEST TN THE ALDINO RARBIT

A. METIOD

Two New an}and White rabbits (1 male and 1 female) were used at
each of two dosage levels. The rabbits weipghed from 2352 to 2493
grams at the start of the study period. Food and water were available

ad libitum. Body weights were measuvred initially and at 14 days after

eompound application.

The hair was removed from the back of each rabblt with an electric

clipper.

The compound wWas applied once only to the back of each rabbit.
Two rabbits rcceived 200 ng/kg 2nd two rabbits received 2000 mgl/lkg of
the test material. The area of applicatien was then wrapped with a
gauze bandage and occluded with Saran Wrap. Twenty-four hours later
the bandages wetre removed and the backs vere washed with tepid tap

water. The rabbits were observed for mortality for a period of 14 days.

B. RESULIS: S

Pt

Neither of the rabbits at either dosage level died during the 1&
day period of observation. All 4 of the rabbits exhibited body weight

gains during the observation p;fiod. . .

Based upon the results obtained, AR-83392 would not be considered

a toxic material by the dermal route of administration.

313-044

0000615




