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Testing of mucosal tolerance under experimental conditions as described

proved that Ma Ref 0370 has to be classified as slightly irritant to the

mucosa.
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Method:

Mucosal tolerance was tested in 6 albino Himalayan rabbits by single appli-
cation 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 eye
0.1 ml water was applied as control., In 3 of the 6 rabbits tested both eyes
were rinsed with 20 ml water each | minute after the application. 37 ©C warm
tap water with a pH of 7.3 and a degree of hardness of 21 OdH was used for

rinsing.

The evaluation was performed at 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 1 : 10 000 = 0.0l 7. After these evalua-

tions the treated eyes were rinsed with physiological saline solutiomn.

Result:

Under experimental conditions as described Ma Ref 0370 reached the highest

index of irritation of

15 1in the rinsed eyes after 48 hours;
14 in the unrinsed eyes after 24 hours;

15 as mean value in all animals after 48 hours.

According to the experimental procedure employed, Ma Ref 0370 therefore has

to be classified as slightly irritant to the mucosa.
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Scale for Scoring Ocular Lesions

(1) Cornea
(A) Opac1tv-deoree of density (area most dense taken for reading)
NO OpaGity ceveervncrnacsssonsansosassnane O ]
Scattered or dlffuse area, details of iris clearly visible ...viiiiiirnnnenens 1
Easily discernible translucent areas, details of iris slightly obscured.......2
Opalescent areas, no details of iris visible, size of pupil barely dis-
cernible. . viviiiiiiiniineinens N Ceestetresisacenanesnns .3
- Opaque, iris invisible........... thesereesesraseesetaterenen Y
(B) Area of cornea involved
One quarter (or less) but not Zero...eecee.es testssesssenne cerean Ceeereersacas 1
Greater than one quarter, but less than half........ccoiiiieiiiiiiaianna.. veeal
Greater than half, but less than three qUATtETS...c.enercieneeecnnnrscnncnns ..3
Greater than three quarters, up to whole area.....cieeccavcncacens. ceeenen eesad
AXBXS5S Total maximum = 80
(2) Iris
(A) Values

(0 117 3 0
Folds above nommal, congestion, swelllng, circumcorneal injection (any or all
of these or comb1nat10n of any thereof) iris still reacting to light (slug-

gish reaction is POSItIVE).uueenrnnenernneniseceeisaceotonccscccsoassnscncans 1
No reaction to light, hemorrhage, gross destruction (any or all of these) ..... z
AXS Total maximum = 10

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

iris)
Vessels normal.......cevuennnnn Cessenarsercsncne Ceeraisessesanetaaeas cerereenn 0
Vessels definitely injected above nommal....c.eemienininnneiiiicaiaennnannes 1
More diffuse, deeper crimson red, individual vessels not easily discermible...l
Diffuse beefy red....ocviveinanns Chessesesetreranrareaenas Ctteesesasasccsennas 2
(B) Chemosis
NO SWELlINgG. . ueueneneetuoceasensseansasoassosssssasosacscasasonanncannancansnns 0
Any swelllng above normal (1nc1ude> nictitating membrane).....ceveeveccecncens 1
Obvious swelling with partial eversicn of 1idS..eeeeeiveineeniirecnnencnnansss 2
Swelling with 1105 DOUT A1 CLOSEu +xnnnnnnnnenneeerennnsnnnnnsssesseeeens 3
Swelling with lids about half closed to completely closed.......ccuevecnacnnas 4
(C) Discharge
No discharge.......ceeveeevannns Ctetssacaasseseacttenensansacstsescsancsnseses (o}
Any amount different from normal (does not include small amcunts observed in
inner canthus of normal aniMals) ..c.uiieieeeresracsncescenesesessesnsannnsns A |
Discharge with moistening of the lids and hairs just adjacent to lids..... R
Discharge with moistening of the lids and hairs, and considerable area around
around  the eye....oevmieiiirtieieiniriiecieieraceaienns ceeenneen cesenssvanses 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 is categorized as follows:

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

57 - 110 Severely irritant (stark reizend)
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Schleimhautvertrdglichkeit/ Eye irritation

Dosis / Dose

Subdanz / Substance Konzentration/ Concenlration Tierarl/ Species
Ma REF 0370 diluted 1:1°. with 0,1 ml Albino Himalayan rabbit
water
Ceit / Time 10" 60" 180" 330" 24 h
KanhChenNr./Ozt=a§':2iei' x| x x |x | x x| x| x x| x|x x| x|x
Rabit No. slolioliihizlz1ls | ol 10 11l12] 7| 8| olwol11f1z| 71 8|9 |10l 2| 7{ 8] 9]0/ 11]12
Grad der Trubung / I
Opacity olo]l ololololo o] of ofojo} 1lolof 1f 1| vjrfo]o|lv|1| 1] 1]o] of 111
| Cunea g Bevotiener Berach/ olol ololololo| o] o ololo}| 1{o]lof 2l 1{1]1|oflolz]1} 1]1]0] of 3.1
Area involved —_ . '
-
a—AxBxS (max 83) olo]| olojJolojo o] of ojlolo] s| oJoji0 s|s{ofo] ofi0]s]| sf 5|0} o155
. i
Bewertung / Value olo|l ojolojojo!lo] o ofojo| ol olo| o ofolo|o] ojolo| ofc{o] o olo
W s 7 '
b~ Wert x 5 (max. 10} olol ololololo}|o] o oflojo| of ofo| of ojojojlofo0,0l0} 0/ 0[0] O 0;0
|
A Rotung / Redness vl ol il a2t ] o 2 2]z 20 1l 2] 2 2| 2l2q2f f2)2f 1] 312 1] 22
. o T o T
il Onr- B Schweliung / Chemosis olol ol tt1lilrlol o 1] 12| 2t 2y o 2 2f 1{v{v ]ty ] 11} o 1t2
juctiva Absonderungen/
Discharge olo} ol ofolz2{jo| 1] o of 13| 3] 2Jof 2 1| jrj2]1f1|1] 1] 2]0} 0 112
- ] |
¢~ (A-B~C)x2 (max. 20) 2121 ol 2l 218i6 | al 4 6 sl1a]14/10] 4] 12/10] 8| 8ho| 6{ 8|8 ]| 6{12] 6] 2/ 8 12
|
a+bec (max 110) v L2t 2] ol 2 2186 | 4l 4 6 slral1910] 4 22j15{13[13 10| 6{18 N3 [11{17] 6] 2{23°17
% 3 2 6 6 14 1% 12 12 " 14
. 2 6 14 12 13
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Hoechst Schleimhautvertraglichkeit / Eye irritation
Substanz / Substance Konzentration / Concentralion Dosis / Dose Tierart/ Species
diluted 1l:1 with ]
Ma REF 0370 water 0,1 ml Albino Himalayan rabbit
Stunde/Hour 48 72
KaninchenNr./ x= rinsed ow|* | *| X ** g
Rabbit No. after 1' |71 g gl10|11f12] 7|8 |9 fio|11{12
Grad der Trubung / 1 1 ol o 11 olololo 1 1
Opacity ]
Betroffener Bereich/
I Cornea 8 Area involved 1 2 Y 0 21 0)0 Y Y 2 1 !
l'
8~AxBxS5 (max.80) sf{iol o] ofitgs|olof{o|o}|i0] 5 I
. Bewertung / Value 0 ot o}l of do olo 0 0 0 0
ris
b—~Wertx 5 (max. 10) o|(ojo}] Oof go|lojolo]of O] O
A ROtung /Redness 212 1 1 a2 111 1 1 1 1
I Con- B Schwellung / Chemosis 2 2 1 1 21 ol 2 0 1 1
junctiva Absonderungen /
Oischarge 1431 1] 1 31]0j0(O0O}0]} 1|1 O
i
c-(a+B+C)x2(max.20) | 1014 | o) of 14 8} 2|4 [2] 2] 6] 4 :
a+b+c (max. 110) 19241 6 o6l 2413 2{4 2| 2|16} 9
X 15 14 3 9
X 15 6 —
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EVALUATION OF CORNEA AFTER INSTILLATION OF ONE DROP

FLUORESCEIN sopium 0,01 7

Substance: Concentration: Dose: Species:
Ma Ref 0370 diluted with water|O,! ml Albino Hima-
1 ¢ 1 .
layan raktbit
Time:
Opaque area of the cornea
Rabbit No.:
7 8 9 10 1t 12
1/3 | 1/3 * * 2/3 | 2/,
24 hours after appl.
#*
48 hours after appl NAD NAD NAD 1/4 1/4
72 hours after appl. NAD NAD- NAD NAD 1/8 1/8

Remark: *punctiform, pinhead~sized opacity of the cornea




