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Mucosal tolerance to

50 % (w/w) isopropanol in aqueous solution
in the rabbit

Report No. 27/79

Summary

By testing mucosal tolerance in the rabbit according to FDA guide-lines, 50 %
(w/w) isopropanol in aqueous solution proved to be slightly irritant. to the

mucosa.
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Method:

Mucosal tolerance was tested in 6 rabbits by single application of 0.1 ml of the
50 7 (w/w) isopropanol/water mixture in the conjunctival sac of the left eye of
the rabbit. The right eye served in each case as untreated control. The experi-
ment was conducted according to the FDA guide~lines (Federal Register 38, No. 187,

27.09.1973, p 27019).

Evaluation was performed at 1, 7, 24, 48, and 72 hours after application by

means of a magnifying-glass. After recording of the 24~hour result all eyes were
rinsed with physiological saline solution. The 48~ and 72-hour results were re-
corded after additional instillation of a drop of fluorescein-sodium in the di-

lution ! : 10 000 = 0.01 7.
The experiment was carried out in the period 18.12. to 21.12.1978.

A numerical evaluation was undertaken according to the classification made in the
'Appraisal of the Safety of Chemicals in Food, Drugs, and Cosmetics', FDA, Austin,

Texas, p 51, 1975 (Appendix 1).

Result:

The highest index of irritation of 20 was reached after one to seven hours. Acco
ding to the FDA guide-lines the tested substance therefore has to be classified

as a mild irritant.
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Scale for Scoring Ocular Lesions

(1) Cornea
(A) Opacity-degree of den51ty (area most dense taken for reading)
No Opacity ...ccecouuss crreeesans Cereraeaens O ¢ |
Scattered or diffuse area, detalls of iris Clearly visible ..... ferercasnesaes 1
Easily discernible translucent areas, details of iris slightly obscured....... 2
Opalescent areas, no details of iris visible, size of pupil barely dis-
cernible........ Creecarsessesoananan secearsensenan ferane Cerrersanas ceesesseens 3
"- Opaque, iris mv151ble .......... trecmeseseetecananstescratsennas N ceeaessd
{(B) Area of cornea involved
One quarter (or less) but nct zero........ Ceerecanneenns cerrenreenanas R |
Greater than one quarter, but less than half..........ocoonene. teeesarenevseal
Greater than half, but less than three quarters......c....ccoevevvnnn. ceseeaane 3
Greater than three quarters, up to whole area............ eresnennee creeesnesad
AXBXS Total maximm = 80
(2) Iris
(A) Values
Nommal..eeoeieiernreeenannanans eesesanan crecesarsenenas sreestreasosnn ceneseess0

Folds above normal, congestion, swellmg, c1rcumcornea1 injection (any or all
of these or combmatlon of any thereof) iris still reacting to light (slug-

gish Teaction 1S POSItIVE) . eureersrvereserereasnsaasceessvecsansasannascssnnns 1
No reaction to light, hemorrhage, gross destruct*on {any or all of these)..... 2
AXS Total maximum = 10

(3) Conjunctivae
(A) Redness (refers to palpebral and bulbar conjunctivae excluding cornea and

iris)
Vessels nommal....cceivernniennennoeanonenns Meteedeicitasienanaceentcansasanans 0
Vessels definitely injected above moTmal....cecieaeeiiiiiieiannicinnnnannnns .1
More diffuse, deeper crimson red, individual vessels not easily discernible...2
Diffuse beefy red..cvevriiniciiincenecnnns ceennn reterencanns feeeertenecacenenns 3
(B) Chemosis
NO SWElling.ueoeeoenieeeeienioneeeaeotanseasaccasseossonansaonccnanse seereenan 0
Any swellmg above normal (includes nlctltatmg membrane) ..................... 1
Obvious swelling with partial eversicn of lidS.....cccevieeveennnn Ceteenen PRA
Swelling with 1ids about half closed...cveirereeieenecacnennecnnaccnannans eres3
Swelllng with 1ids about half closed to completely closed.cviviiineenens R
(C) Discharge
No dlscnarge ......................................................... veeeessD
Any amount different from normal {does not mclude small amcunts observed in
imner canthus of NOTMal aNiMals) .e.ueiceeeenncccoacarsesssacncscasasonsasonens 1
Discharge with moistening of the lids and hairs Just adjacent to lids.........2
Discharge with moistening of the lids and hairs, and considerable area around
around the eye......... ceneas S tisseccesertsatecasatscnananassasansnne ceresans 3
Score (A+B +C) X2 Total maximm = 20

The scores for cornea (1), iris (2), and conjunctiva (3) obtained in each rabbit at
the specific reading time are added to give the primary irritation score. The mean
of the scores for all rabbits at the specific reading time is calculated. The highest
score obtained at any of the reading times is used for the evaluation and the sub-
stance 1s categorized as follows:

0- 10 Non-irritant (nicht reizend) '
11 - 25 Slightly irritant (leicht reizend)
26 - 56 Moderately irritant (mdfig reizend)

57 - 110 Severely irritant (stark reizend)
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Annex Febr. 9, 1979
KEN . . o 1s P TOUT
Hoechst 175 Schieimhautvertréglichkeit / Eye irritation
Substanz / Substance Konzentration / Concentration Dosis / Dose Tierart/ Species
Isopropanol/water 50 % (w/W) undiluted 0,1 ml Albino {imalayan rabbit
Stunde / Hour 1 7 24 48 72
Kaninchen Nr./ ~ l o]l o|l e~ ali~] @l ol O] mlale]lo|l ol Ol m|la]l |l ol Ol~|] lolaa] O r—| o~
Rabblt No. Qﬁigzzzg99;;;999;;;999;;;999;z|z
. |
Grad der Trabung / ' !
Opacity I ot 1ttt} 1ol ol 11! 1| ololo]| of 1| 1 of olo| o 1|ojo| ol o|lo!| o o!o
| Cornga p Detroffener Bereich/ 11 oi1i1] 1lolil o 1]1] 1] ojolo] ol 2] 1 ol.olo] o 11010} o] o ol ol o
Area involved :
| i
a=AxBx5 (max E0) 5 O: 5.5 51 O 5 0] 5 Si 5 O]l 00| 0O]10 5 O 0,0l O 5100 0f 010 O Oi 0
i |
Bewertung / Value O! (o] O! 0| O 0O]J]O} O O' (0] I O 00| G} Ol Oy @ O] OjO| O o O0|O]| Ol O}O l ol 0:0
It lns ] P i :
b—-Wertx 5 (max. 10) Ol 0 0lo}] 01 0|O] O 0l0| 0 0ofO;0| Ol O]  Of OjO| O O oio] oflolo! o 0io
: 'r i I H
A Rotung / Redness 200 223 2, 3|3 3l 3 3; 3) 31312 2121 2 2 3]0 2 1]0;1 200121 11 0.1
B Schweliung / Chemosis 20101021 21 1134 2 2' 30 3] 2211 1 2 1 1 110l 1 0] O ‘ o tfo]11] 0 O! 0
lIf Con- o |
juncliva - Absonderungen/ ol 202031 30 313 2| 33| 3 3l3|1| 2] 2] 1 2] 1]/o| ol ololo} 1] o]lo]| o o%o
Discharge | . L !
—- ' i_ M ]
c—(A+B+C)x 2 (max, 20) | 2] 1C .10 {16 14114118 | 1411618 | 18/ 16|16 | 8 | 10112] 8/ 10(10] O] 6] 2 O! 2| 8/l ole6| 2l 0i2
i |
atb-rc{max. 110) 17 10315!21 19114 {23 141121 EZB 23116116 | 8 [ 10422 131 10]l10( O 6] 7/ Ot 2 8| O] 6 2 O; 2
X 16 20 13 4 3 -




