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Summary

A preparation of 0.2 7 (w/w) Octopirox and 50 % (w/w) Isopropanol in water
was tested with regard to tolerance of mucous membranes according to FDA

guide-lines, and was found to be slightly irritant.
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Study conduct

The tolerance of mucous membranes was tested in six rabbits by the instal-
lation into the left conjunctival sac of a single 0.1 ml drop of a solution
of 0.2 % (by weight) Octopirox in 50 7 (by weight) Isopropanol in water,
adjusted to a pH of 7.0 with citric acid. The right eye was left untreated
in all cases. The procedure followed the guide lines laid down by the FDA
(Federal Register 38, No 187, 27.09.1973, p 27019).

The assessment was carried out after 1, 7, 24, 48 and 72 hours with the help
of a magnifying glass. After the inspection at 24 hours, all eyes were rinsed
with physiological saline. The 48 and 72 hour assessments were additionally
aided by the instillation of a drop of sodium fluorescein in a dilution of

1 : 10 000 (0.01 %).
The experiment was carried out during the period 18.12., until 21.12.1978,

The numerical scoring followed the procedure detailed in "Appraisal of the
safety of chemicals in foods, drugs and cosmetics'", FDA, Austin, Texas, p 51,

1975 (Appendix 1).

Results:

The highest irritation index of 22 was reached after one and seven hours.
According to the FDA guide lines the substance under test must therefore be

considered as slightly irritant.
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Scale for Scoring Ocular Lesions

(1) Cornea
(A) Opacity-degree of density (area most dense taken for reading)
NO OpacCity cevevenerennecccscacnssoanaronsass PO ¢
Scattered or diffuse area, details of iris Clearly visible ...eiviiinnines eosel

Easily discernible translucent areas, details of iris slightly obscured cesseal
Opalescent areas, no details of iris v151b1e, size of pupil barely dis-

cernible......cvveiiiiinrennnnns ceaaraes tesssareansnaren eereanaan P
- Opaque, iris invisible.......... st tetersesereanescerertoaasranans ereenans eoesd
(B) Area of cornea involved
One quarter (or less) but NOT ZeIO..e.ieevicssccnaascans creerenraenas crrenes veel
Greater than one quarter, but less than half............. erreereeans renen eesl
Greater than half, but less than three qUATTEIS.seereeereeseearseecsososconcesd
Greater than three quarters, up to whole area.............. teeraenn e vened
AXBXS Total maximum = 80
(2) Iris
(A) Values
070 o 117 5 1y ..0

Folds above normal conpestwn, swelling, c1rcumcorneal injection (any or all
of these or combination of any thereof) iris still reacting to light (slug-

gish reaction 1S POSITIVE) . iveeirienerierioririeornsestsansacrsssreascssnsannns 1
No reaction to light, hemorrhage, gross destruction (any or all of these)..... 2
AXS Total maximm = 10

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

iris)
Vessels normal.ccceeiceecnancns Chesetaresaenesan ceerecevracencaronsonaas ceeaee 0
Vessels definitely injected above nommal.......... teeteserereecssaserrarensaannn 1
More diffuse, deeper crimson red, individual vessels not easily dlscermble .2
Piffuse beefy ol cetrererarennen ceeennas chreeanes PR
(B} Chemosis
NO SWEIIINg.iiueieeroessoaereocsssassaoscsosssancsosoctoasoscasnsnssnsassnnnns 0
Any swelling above nornal (includes n1ct1tat1ng membrane) ....... PR |
Obvious swelling with partial eversiocn of lids......ceveievenennanns cereeesone 2
Swelling with 1ids about half closed...i.viirieninreeeireeeceneccncessncocnanes 3
Swellmg with lids about half closed to completely closed..eenrnnnn. ceseecanes 4
(C) Discharge
No discharge...oieeecinanccennnns Cevesens teteectaacecetacansacatanasnnsnsneans 0
Any amount different from nommal (does not include small amcunts obsef'ved in
irmner canthus of normal ANIMAlsS).eeviiireveteerconscnncescenacsscanrasoaannans 1

Discharge with moistening of the lids and hairs just adjacent to 11ds.........2
Discharge with moistening of the lids and hairs, and considerable area around
around the eye......... chescesstenanaseserenn Cectscesetsasarenacans cecaseseans 3
Score (A+B +C) X2 Total maximum = 20
The scores for cornea (1), iris (2), and conjunctiva (3) obtained in each rabbit at
the specific reading time 2re 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 is categorized as follows:

0- 10 Non-irritant (nicht reizend)
11 - 25 Slightly irritant (leicht reizend)
26 - S6 Moderately irritant (mdBig reizend)

57 - 110 Severely irritant (stark reizend)
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Annex Febr. 9, 1979
Hoechst A Schleimhautverirédglichkeit / Eyce irritation |
Substanz / Substance Konzentration / Concentration Dosis / Dose Tieraert/ Species '
Octopirox in aqueous Iso ropanol : '
d ° undiluted 0,1 ml Albiro Himalayan rabbit |
Stunde / Hour 1 7 24 48 72
. ' ‘I,
Kaninchen Nr, / gtz gislellglalQ Sle el sigiglgtieiglc alnlsio ol ol o ~|‘Jf
Rabbit No. ;S%53‘,(‘?%,‘32Emmmmmr"&w‘mﬁ%%’r‘l‘,%;%%%&#?}Sm’ﬂﬁe-%!ﬁ.
A
Grad der Trubung / ! |
Opacily Wa2yoj2t 21 o 10|l 1yol2f o 1o]li1|of 2/ol1]lo0lololo o} o!oow
Belroffener Bereich / 3 | o
I Cornea Aren imeotrod Wwatojr 1210 210 2y0ol2| o 20ol1]| 0o 210l2]|0olo 0:0|o0fl2]0}0jo0'd
. i \ N
a=AxBxS (max.80) 5(20{ 0 1o 10110 | o}10 oJ 10f 0120} O/ 10| Ooj10! 010010 ¢l 0|0 !o olioio: ofcC :c'
Bewertung / Value Ojo|lo|jo|ojo] ofo|lo]| o olo} of ololo ol ofolo ooo!o oo|o!o o,lc
I iris | = : ; i
| ! [
b=Wertx 5 (max. 10) ©jo0jojo !lojojojolo| ojojof o ololo!olololo!oololo ololo olold.
' |
A Rotung/Redness 3120V 3 1313 30372 30 303 3] 2] 212 3722211 o341 [112(1i0]2'4
W Con- 0 Sehwelvme/Chemosis | 9| 219 12 | 22} 2l 21| 2{ 2|3 o 2/ 1|1 ] 2 I|ojojof1]l00 |0o]|olo|o0]|0O!d
junctiva Absonderungen / . ]
Discharge 2031292 p 32 31303 20 3(3) 1] 2f1)1){11]1]1]o]lolq lo |ojo|o | ojola
i
C—ATB+CIx2(max.20) 112114 | 8 §4 [16 |14 [16]16 {12 [14|16{18 | 8/12| 8|8 {12] 8|6 |6 | 21 2|8 !2 2421042
| I ! i ] j : I
a+b+c (max. 110) 17 |34 ]8 24 |26 Izq 16 |26 Elz 24 16[38 8!22 8 I18 |12118 | 6 16 2121812 |2 [14 !2 1014 2
X 22 22 14 6 Ty T

12812-156 O



