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Table 3 Body weight - Individual values in female rats

@
Dose Ste Animal Before Days after administration
(mg/kg) P number administration 7 14
101 177 219 238
2000 1st 102 184 224 244
103 172 212 221
104 184 224 240
2000 . 2nd 106 169 198 210
106 173 204 227
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Appendix 3 Clinical observation - Individual data in female rats

(IET 03-0023)

g, 5 mumber *°  daarh signanote Clnicalsiens
101 tk 14d No abnormalities detected
2000 1st 102 tk 14d No abnormalities detected
103 tk 144 No abnormalities detected
104 tk 14d No abnormalities detected
2000 2nd 106 tk 14d No abnormalities detected
108 tk 14d No abnormalities detected

Fate: tk, terminal kill.
Time: d, days.
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Appendix 4 Neeropsy - Individual macroscopic lesions in female rats

(IET 03-0023)

(i?;fi:g) Step i::;:i Fate T;.:::gf Macroscopic lesions
101 tk 144 No abnormalities detected
2000 1st 102 tk 14d No abnormalities detected
103 tk 14d No abnormalities detected
104 tk 14d No abnormalities detected
2000 2nd 105 tk 14d No abnormalities detected
106 tk 14d No abnormalities detected

Fate: tk, terminal kil
Time: d, days.
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Table 5 Body weight - Individual values in male rats

(IET 03-0024)

(®

Dose Animal Before Days after administration
(mglkg) number administration 7 14
1 312 365 408

2 315 386 452

2000 3 309 358 403
4 301 327 373

5 309 366 410

Mean 309 360 409
S.D. 5 21 28

5.D.: Standard deviation
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Table 6 Body weight - Individual values in female rats

(IET 03-0024)

(g

Dose Animal Before Days after administration
(mg/kg) number administration 7 14

101 220 238 248

102 207 221 236

2000 103 206 231 255

104 203 230 250

105 218 238 259

Mean 211 232 250
S.D. 8 7 9

S.D.: Standard deviation
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Appendix 3 Clinical observation - Individual data in male rats

Dose 2000 mglkg

ﬁi Fate T;];Z}:f Si:;i?;:; d Clinical signs
1 tk 14d No abnormalities detected
2 tk 144 No abnormalities detected
3 tk 14d No abnormalities detected
4 tk 144 No abnormalities detected
5 tk 14d No abnormalities detected

Fate: tk, terminal kill.
Time: d, days.
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Appendix 4 Clinical observation - Individual data in female rats

(IET 03-0024)

Dogse 2000 mgkg
mumber T donth _signa nated_CUmical e
101 tk 14d | No abnormalities detected
102 tk 14d No abnormalities detected
103 tk 14d No abnormalities detected
104 tk 14d No abnormalities detected
106 tk 14d No abnormalities detected

Fate: tk, terminal kill,
Time: d, days.
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Appendix 5§ Necropsy - Individual macroscopic lesions in male rats

(IET 03-0024)

Dose 2000 mgkg
ﬁﬁi Fate Téiif Macroscopic lesions
1 tk 14d No abnormalities detected
2 tk 14d No abnormalities detected
3 tk 14d No abnormalities detected
4 tk 14d No abnormalities detected
5 tk 14d No abnormalities detected

Fate: tk, terminal Lkill.

Time: d, days.
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Appendix 6 Necropsy - Individual macroscopic lesions in female rats

Dose 2000 mgfkg

i:;;:i Fate T;z::_’;f Macroscopic lesions
101 tk 14d No abnormalities detected
102 tk 14d No abnormalities detected
103 tk 14d . No abnormalities detected
104 tk 14d No abnormalities detected
105 tk 14d No abnormalities detected

Fate: tk, terminal kill.
Time: d, days.
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Table 1 ~ Summary of dermal irritation scores

Skin Mean scores of skin reaction at;
Sites N®  reactions 1 24 48  Tht

Erythema/ 0 0 0 it

Control 3 ‘§§(_:}1_qr_ __________________________________________________________________________
Edema 0 0 0 0
Erythema/ 0 ] 0 0

Treated 3 ﬁ_kg(_:p_a_{ __________________________________________________________________________
Edema g 0 0 0

a: Number of animals examined.
b: Time after removal of the paich,
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Table 2 Scores for erythema and eschar formation - Individual values

(IET 03- 0025)

Animal Scores of skin reactioﬂ at:
number Site? 1 24 48 72 hr®
(A) 0 ‘ 0 0 0
1
(B) 0 0 0 0
(A) 0 0 0 0
2
(B} 0 0 0 0
(A) 0 0 0 0
3 ,
(B) _ ) 0 0 0
(A) 0 0 0 0
Mean
B) 0 f) 0 0

a: (A), Control site; (B), Treated sie.
b: Time after removal of the patch,
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Table 3 Scores for edema - Individual values

(IET 03- 0025)

Animal Scores of skin reaction at:
number Site® 1 24 48 72 hr®
(A) 0 0 0] 0
1
(B) 0 ] 0 0
(A) 0 0 0 0
2
(B) 0 0 0 0
(A) 0 0 0 0
3
(B) 0 0 0 0
: (A) 0 0 0 0
Mean
(B) 0 0 0 0

a: (A), Control site; (B), Treated site.
b: Time after removal of the patch.
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Table 4 Clinical sign - Individual data

(IET 03- 0025)

Animal Sign af;

mumber 0 1 2 38
1 NAD NAD NAD NAD
2 NAD NAD NAD NAD
3 NAD NAD NAD NAD

a: Day after application.
NAD: No abnormalities detected,
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Table 5 Body weight - Group mean and individual values

Body weight (g)
Animal ' ' At the final
nuntber Before application observation
1 2572 2614
2 ' 2413 2479
3 2383 2475
Mean 2456 2523
S.D 102 79

S.D.: Standard deviation,
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(IET 03-0025)

Appendix 1 Scoring of dermal irritation

Erythema and Eschar Formation _ Score
No erythema ... e bt trrer e U PUTOP RO PO PR 0
Very slight erythema (barcly perceptible) ...vvieneeninnreeiecresneenn: verearenrins 1
Well deﬁned erythema ... Vet e s e TR . 2
Moderate to severe erythema ... vvvriinni T s, 3
Severe erythema (beet redness) to slight eschar formation (injuries in depth) .....cooenen. 4

Edema
No edema ... e e e e T RN s 0
Very slight edema (barely perceptible)  ....ovvvivviveins s, Vv crere e 1
Slight edema (edges of area well defined by definite raiSing) ......ovvvsmianrinniniseecennne o 2
Moderate edema (raised approximately 1 mm) ..., e v crreereaesenas 3
Severe edema (raised more than 1 mm and extending beyond area of exposure) ......... 4
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