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Mucosal tolerance to
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in the rabbit

Report No. 1127/77

Summary
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Under the test conditions described, Hs Ref 03790 can be regarded as having

a slight irritant effect on mucous membranes.
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Implementation of the Trial

We tested mucosal tolerance to Hs Ref 03790 in six albino Himalayan rabbits
by a single application of 0.1 ml of a | : | dilution of the preparation in
water into the conjunctival sac of the rabbits' left eyes. 0.1 ml of water
was applied into the conjunctival sac of the right eyes as a control. Both
eyes of three of the six treated animals were cleansed one minute after
application, using 20 ml of water in each case. Warm tap water (37 ©C) with
a pH value of 7.3 and a degree of hardness of 21 °dH [deutsche Hirtegrad =

German degree of hardness] was used for rinsing out the eyes.

The results were assessed with the aid of a magnifying glass 10, 60, 180 and
330 minutes after treatment and also after 24, 48 and 72 hours. The 24, 48

and 72-hour findings were obtained following instillation of one drop of
fluorescein sodium in a 1 : 10 000 dilution = 0.01 Z. Once these assessments
had been completed, the treated eyes were rinsed out with physiological saline

solution.

The trial was performed during the period between the 5th and the 8th December
1977.

Results:

Under the above-mentioned test conditions, the peak irritant indices of Hs

Ref 03790 were found to be:

21 in cleansed eyes after 330 minutes;
16 in uncleansed eyes after 180 minutes;

17 as the mean value in all animals after 330 minutes.

Thus, Hs Ref C3790 can be regarded as having a slight irritant effect on

mucous membranes.
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Scale for Scoring Ocular Lesions

(1) Cornea
(A) Opacity-degree of den51ty (area most dense taken for reading)
NO OPaCity teviveeennesnnsnnesosncnsnosocncosansossnoessassesnonns P ¢ |
Scattered or dlffuse area, detalls of 1r15 clearly v151b1e Ceerevsestctansenan 1
Easily discernible translucent areas, details of iris slightly obscured.......Z
Opalescent areas, no details of iris visible, size of pupil barely dis-
cernible ... iiiviiiiiiiinien, Chesesticesrearesrescnrresorratsenns ceererenasd
Opaque, iris 1nv151ble .............. Ceteeeterceneennanns ceereneaan Ceeeeceteans 4
(B) Area of cornea involved
One quarter (or less) but not zero.......... cennes |
Greater than one quarter, but less than half ............. ceseeen teseresccnaaes 2
Greater than half, but less than three QUATLETS.c.veiiseurrerecerecerancnsanns 3
Greater than three quarters, up to whole are€d....cceeveeasess cereerens ceeean..d
AXBXS Total maximm = 80
(2) Iris
(A) Values
Normaleeeeeseonesoononsonons Seseceeteteenascnaeanesasetttatssanetaannsarenses 0

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

gish reaction 1S poSitive)..e.ceeiieereesass fetereeseacateiesateneraaastaanans 1
No reaction to light, hemorrhage, gross destructlon (any or all of these)..... 2
AXS5S Total maximum = 10

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

iris)
Vessels MOTMAl.ceeeerieeeeroeacarssessenscsassasasaseasnsannnenanns Ceeceseenens 0
Vessels definitely ;nJected AbOVE NOTMAl.e . irinernneencsoneancocasssssonsnnns 1
More diffuse, deeper crimson red, individual vessel> not ea511y dlscernlble..._
Diffuse beefy b o=« DU tereeenas cissessesarisaenneane cecieenssrenaanns 3
(B) Chemosis )
NO SWEILIMg . civeeniusureansnriouesasssssssocascasossncsonsnsaansasscnssassscnses 0
Any swelllng above normal {(includes nlctltatlng membrane) ..... Ceereetaeeneans .1
Obvious swelling with partial eversion of lids.....e..iiienunaens ceeseanenes .2
Swelling with lids about half closed....civevenceecncasncnns ceeeseann veeeeanse 3
Swe111ng with lids about half closed to completely closed ................... .4
(C) Discharge
No diSChaTge..ceeriiieeeneceecrancecascnsacasancan Cecesessrecestancsiracannn ..0
Any amount different from nommal (does not lnclude small amcunts observed in
inner canthus of normal animals)..eeeieeeeesseaes Steverserastcasecacarnsanonnn 1
Discharge with moistening of the lids and halrs just adjacent to lids......... 2
Discharge with moistening of the lids and hairs, and considerable area around
around the eye....veeeeeeennennann teesevecscennea Cttccisteseresaesensansoasans 3
Score (A+B+() X2 Total maximm = 20

The scores for cornea (1), iris (2), and conJunctlva (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 spec1f1c 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 (mdBig reizend)

57 - 110 Severely irritant (stark reizend)



Annex port No. 1127/77  20.12.1977
Hdoechst . Schleimhautvertriglichkeit/ Eye irritation
Substanz / Substance Konzentration/ Concentration Dosis / Dose Tierart/ Species
lis Ref 03790 diluted 1:1 with 0,1 ml Albino Himalayan rabbit
water .
Zeit / Time 10! 60" 180" 330" 24 h
Kaninchen Nr. / = rinsedl + + o+ + + |+ + +|+ + 1+ |+ A O
N out after 1
Rabbit No. 94 | 95| 96] 97 98| 99|94 | 95 96} 97|98 | 99| 94|95 |96 | 97[98 {99 | 94] 95|96 | 97| 98|99 | 94] 95|96 {97 | 98: 99
Grad der Trabung / H
Opacity 00000011101111101111101111101’0
Betroffener Bereich/ .
I Cormea B . mvolved ol ool d o ola] 1| 3fojz] 3l a]af1]o]l2]2] 3 1]2] 0 2[1] 1] 2]2fo0] 2 0
a=AxBxS5 (max. 80) ol ol o] d o ol s| s sl olwo] s s|s|s| of10)0]1s] s|io] of10] 5| s 10{10} 0] 10" 0
Bewertung / Value ol ool d o olol d oJolo| ol olojo| ololo| o] ofjo]| o] ojo}] o o] ojo} Oi ©
W lris '
: |
b—Wertx 5 (max. 10) ol ool q o ojo} o olo|lo| of olo|o] ojo|0]| O] O|O] Of O]O}] O Oj0O}lO| O O
. !
A Rotung /Rednoss vUal sl ool ol 3 o oo 2l alals [ 22 2l 2faf a]l 2l 2f 2f 2] 1ol 1t 0
1 Con- B Schwellgng/Chemosis 0 10 d "1l 1 H il 1111 21 211 1 21 21 21 2 ol 2! 3 121 1lo 1o
junctiva Absonderungen / :
Discharge ol ool qoojz| o 3joj1{zf3j2{2fo|2|3f 2 2{z] o 1/1] o0jlojo] O O
c-(A+B+C)x2(max.200 | o 1 40 ol A a4l 4f 8| 4/10] 4] 6|8 |1410]8 |4 [12/12|12[12}10] 2/10| 8] 8 8] 4}o0] 4_0
a+b+c (max.110) 2| al 20 4 4 alis] olas| alie hi3 {1ol1s 3 {a {22122 2717 (20| 2|20{13 | 13| 18]14} 0] 14} O
X 3 3 12 11 16 16 21 32 15 5.
X 3 12 1w 17 10 )




Annex . P port No. 1127/77 20.12.1977
iHoechst Schleimhautvertrdglichkeit / Eye irritation
Substanz / Substance , Konzentration/ Concentration Dosis / Dose Tierart / Species
Hs Ref 03790 diluted 1 : 1 with 0,1 ml Albino Himalayan rabbit
water
Zeit / Time 48 h 72 h
+ = rinsed + + + + |+ |+
ganin.cf;qen N"/out after 1° ;
abbit No. 94 P5 96197 | 98|99 [94 | 95| 96]97 |98 | 99
A Grad der Trabung /
Opactty {13 {110f 11 oy1] 3 1010] O
Belroffener Bereich/
I Cornea B, invoived 1{2{a]of 3l ol1| 1 1{o|lo] o
2=AxBx3 (max. 80) spol s|of sl ols| s s|o]o| o
Bewertung / Value oloftolo!l of olo g ol olo 0 .
I lris
b= Werlx5 (max. 10) o/o] o]of o ofo|] g ofjojof o
A Rolung/ Redness 117 1l o 1t ol 3 0 ol 110 0
M Con- B Schwellung / Chemosis 110 1101 O 0] 1 a o} 0j]0)] O
junctiva c Absonderungen /
Discharge 010 0] O 01 0] ¢ a of oo 0
c—(A+tB+C)x2(max.20) { 42| 4] O| 2/ Of 4] 4 Of 2/ 0] O !
a+b+c (max. 110) epz) 910 71 0]9] 7 5] 2{0] O
X 10 2 7 1

X 6 4




Report No. 1127/77 - !
Dec. 20, 1977

EVALUATION OF CORNEA AFTER INSTILLATION OF ONE DROP
FLUORESCEIN sopium 0,01 7

Substance: Concentration: Dose: Species:

Hs Ref 03790 diluted with water{0O,] ml Albino Hima-

1 1
layan rabbit

Time:
Opaque area of the cornea

Rabbit No.:

94 95 96 97 98 99

24 hours after appl. 4/4 4741 3/44} 1/411/3 |1/3

48 hours after appl 1/6 1/8 1/3 | NAD NAD

72 hours after appl. NAD NAD NAD NAD * *

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

Substance: Concentration: Dose: Species:
water (control eye) 0,1 ml Albino Hima-
layan rabbi
Time: .
Opaque area of the cornea
Rabbit No.:
94 95 96 97 o8 99
24 hours after appl. NAD NAD NAD | NAD NAD NAD
48 hours after appl. NAD NAD NAD NAD NAD NAD
72 hours after appl. NAD NAD NAD NAD NAD NAD

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




