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Summary

According to experimental conditions as described Ma Ref 03701 has to be classi-

fied as slightly irritant to the mucosa.
Ma Ref 03701 = Shampoo

without Octopirox
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Method:

Mucosal tolerance was tested in 6 albino Himalayan rabbits by single application
of 0.1 ml of Ma Ref 0370! in aqueous dilution 1 : ! in the conjunctival sac of
the left eye of the rabbit. In the conjunctival sac of the right rabbit eye O.I
ml water was applied as‘control. In 3 of the 6 rabbits tested both eyes were
rinsed with 20 ml water each 1 minute after the application. 37 ©°C warm tap

water with a pH of 7.3 and a degree of Hardness of 21 °dH was used for rinsing.

The evaluation was performed 10, 60, 180, and 330 minutes, as well as 24, 48, and
72 hours after the application by means of a magnifying-glass. The 24~, 48-, and

72-hour results were recorded after instillation of a drop of fluorescein-sodium

in the dilution ! : 10 000 = 0.017%. After these evaluations the treated eyes

were rinsed with physiological saline solution.

Result:

Under experimental conditions as described Ma Ref 03701 reached the highest

index of irritation of:

15 in the rinsed eyes after 330 minutes
21 in the unrinsed eyes after 330 minutes

18 as a mean value in all animals after 330 minutes
Ma Ref 03701 therefore has to be classified as a mild mucosal 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 ..euveeenenns creeene Chetereesianans Ceseeresiesanraeracanas veveeses0
Scattered or diffuse area details of iris clearly visible ............. vereasl

Easily discernible translucent areas, details of iris slightly obscured.......2
Opalescent areas, no details of iris visible, size of pupil barely dis-

cernible..........civunne teesaen S eeettessecesranaracaestratoaetsrasasnanns cess3
- Opaque, iris 1nv151ble..... ...... cetrescerens Ceeteenrrseraesneans Y.
(B) Area of cornea involved
One quarter (or less) but NOL Ze€rO........... cerenersases Ceesteenas R |
Greater than one quarter, but less than half........ cetrerans ceeecveonas cerenn 2
Greater than half, but less than three quarters......cceeeveirvencanns cereeeee .3
Greater than three quarters, up to whole area..... cetenerearereeasrannrans veeod
AXBXS Total maximum = 80
(2) Iris
(A) Values
(o 17 B 0

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

gish reaction 1S POSITIVE)..ivevernensrerrssessesceesescnsancassoaasontnassonns 1
No reaction to light, hemorrhage, gross destructlon (any or all of these)..... 2
AXS5S Total maximm = 10

(3) Conjunctiveae
(A) Redness (refers to palpebral and bulbar conjunctivae excluding correa and

iris)
Vessels normal......c....... ceneans tetesescsencecrransas eereteseransesann ceseas (6]
Vessels definitely ¢nJected above NoOTMal...ieereiieneiiiseoneacsnnensnananas o
More diffuse, deeper crimson red, individual vessels not easily discernible...2
Diffuse beefy Dof e H eeues cheseenennen ceaseenes tesiereaens R
(B) Chemosis
NO SWElliNg.uueeiiineueineseoiosseseonesceanesesosnsnssnoansnnonsnsnsnaseanns ...0
Any swelllng above normal (includes nictitating membrane) ..................... 1
Obvious swelling with partial eversicn of 1idS.....eiieiinernereennacanannaaes 2
Swelling with 11ds about half ClOSed..eeererreeenerrereeenens cerecceneacnovenn 3
Swelllng with lids about half closed to completely closed.......... ........... )
(C) Discharge
No discharge...... St et etesasesessiaeescarasanatanceeraasetesrnotstnconanerooan 0
Any amount different from normal (does not 1nclude small ameunts observed in
inner canthus of normal animals)........ Cheeeserscsctsecatiossetonanonne PR 1

Discharge with moistening of the lids and hairs just ad;agent to lids.........2
Discharge with moistening of the lids and hairs, and considerable area around
around the eye....... Ceereccansaas Ceeerescciienntcatetastatesarenennnns ceeeesd
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 is categorized as follows:

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

57 - 110 Severely irritant (statk reizend)



Annex Report No. 1126/77 Dec. 20, 1977
)
Hoechst Schleimhautvertraglichkeit / Eye irritation
Substanz / Substance Konzentration/ Concentration Dosis / Dose Tierbart / Species
. . . Albino Himalayan
Ma Ref 03701 diluted 1:1 with 0,1 ml rabbit
water
Zeit / Time 10! 60! 180" 330! 24 h
+ = rinsed + |+ + + +| + + |+ |+ +] + |+ + +] + i
KaninchenNr./ o+ after 1': . )
Rabbit No. 88/89 100 | 91{92]93 | 88| 89]90| 91| 92|93 |88 | 89| 90| 91 92| 93]88 {89 | 90] 91{92 | 93] 88189 {90 | 91{92!93
Grad der Tribung / ojolo]l ofolo| of 3jof 3 af s v} 3y o] o ap pafr| sl fof ] 1] i
Opacity
| Cornea g Devollener Bereich/ ol olol ol ol o] o 1lol o ol sl s ol st o 2 3t 2190 3| of 3] 3l of 211] 1| 2: 2
Area involved
a—AxBxS (max.80) ol ojo} ol olo] o s| of s s| s|s| s s] 910 s|1o}{s]| s{ s{i5}1s| o{10]5} 5/10'10
Bewertung / Value ol olo) ol olo] o o] o] d ol ofof{ ol o] d o ofolo| of olo| o ol oo}l of ol o
U Iris
b-Werlx 5 (max. 10) ol olo] ol olo] o oflo] o olo|loj olo] g o ofolo] o] olo| o] ojo|lo}| o] olo
A Rotung/Redness Wbl sl st a oAl oy oAb a2 o2l a4 o2 2y 2 a2zl 2} 2012 1 2] 2
MCon- O Sehwellung/Chemosis tlolol af ab ol af sl ot ol ol alag apal a2 abafs] gl 2tz 1l 1] 1]
junctiva - apsonderungen/
Discharge olojolololo]l of 1t2f2t21o0f1] 2/ 3| 4 2 1{112] 3 0{2}! 1] 1]0otlo}] 1lo0io0
c-a+B+C)x2(max.20) | 4| 2f 2] 4| 4] 4| 4| 6| 8|88 | 48 |10{10]l1q 12 8] 8|8 ]10] 8[12| 8] 8{4a|6] 6{ 6'6
a+b+c (max. 110) af 2y 2| 4f 4] af 401|833 | 9h3 1515|1522 13]18[13 | 15}13]27 | 23] 8}14 11 | 17 16.!16
X 3 4 8 12 14 17 15 21 11 14
X 3 10 18 13

16
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Hoechst

Schleimhautvertraglichkeit / Eye irritation

Substanz / Substance Konzentration/ Concentration Dosis / Dose Tierart/ Species
Ma Ref 03701 diluted 1:1 with 0,1 ml Albino Himalayan rabbit
water
Zeit / Time 48 h 72 h
KaninchenNr.y X = rinsed [+ | + A R Y T 1T
i out after 1°'
Rabbit Ne. 88(89 (90 [ 91/9293 | 88[89 {90 | 91| 92|93
A Grad der Trubung /
Opacity 0] 1 11 111 0 0|0l 1 0O
Betroffener Bereich/ !
| Cornea 8 Area involved 0] 1 31111} O OO ) O O
a—AxBx5 (max BO) 0l § 5/ 5] 5] O OOl 5 0O O
Bewertung/ Value 0| 0 0] 0| o] of ojo] o ofo
0 Iris
b=Wert x5 (max. 10) 0] O 0 01 0] O O) Oy O 0] O
A R&tung/Redness 1] 1 1t 141 O 0} 0} 11 01O
il Con- B Schwellung / Chemosis 0] O il 11 0 ol 0l O d O] O
junctiva Absonderungen/ 0l o ol ol o o ol o ol O
Discharge
¢~ (A +B+C)x 2 (max, 20) 2 2 4 41 21 Of 0] 0] @ 2] 0
a+b+c (max. 110) 21 7 90 9] 7| Oof OJ O] o 2} 0
X 5 8 0 2
x
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FLUORESCEIN sopium 0,01 %

EVALUATION OF CORNEA AFTER INSTILLATION OF ONE DROP

Substance: Concentration: Dose: Species:
Ma Ref 03701 diluted with :ater{0,! ml Albino Hima-
1z .
! layan rabtit
Time:
Opaque area of the cornea
Rabbit No.:
88 89 90 91 92 93
24 hours after appl. 1/8 2/3 1/3 3/4 3/4 2/3
* 1/4
48 hours after appl NAD 178 NAD 1/4 /
72 hours after appl. NAD NAD NAD NAD NAD *
Remark: ¥punctiform, pinhead-sized opacity of the cormea
Substance: Concentration: Dose: Species:
water (control eye) 0,1 ml Albino Hima-
layan rabbi- |
"t
Time: .
Qpaque area of the cornea
Rabbit No.:
88 89 90 91 92 93
NAD NAD
24 hours after appl. NAD NAD NAD NAD
N NAD NAD NAD NAD
48 hours after appl. NAD AD
NAD NAD NAD NAD NAD NAD
72 hours after appl.

Remark: *punctiform, pinhead-sized

opacity of the cornea




