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Primary Skin and Eye Irritation Test of 0.3% DA-5018 Cream,
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Abstract — The primary skin and eye irritation test of 0.3% DA-5018 cream, a capsaicin analogue, were
carried out in rabbits. As control materials, Zostrix-HP cream (0.075% capsaicin cream) and the base of 0.3%
DA-5018 cream were used in the same manners. In the primary skin irritation test, the Primary Irritation
Index (P.11) was 1.6, 1.9 and 0.5 in groups treated with 0.3% DA-5018 cream, Zostrix-HP cream and the
base of 0.3% DA-5018 cream, respectively. The irritation ratings of 0.3% DA-5018 cream and Zostrix-HP
cream were mildly irritating. The base of 0.3% DA-5018 cream was evaluated as a non-imitating material. In
the eye imitation test, 0.3% DA-5018 cream and Zostrix-HP cream could be considered as mildly irritating
materials. But, the base of 0.3% DA-5018 cream was a non-irritating material. These results suggest that 0.3%
DA-5018 cream has mildly irritating activity and its irritancy is similar to that of Zostrix-HP cream.
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Table L. Irritation rating for primary dermal reaction

Rating Range of primary irritation index

T3-S A2 A7 B7] 189128 Adate] ARg-st -

STl A AL 24A 7t el 2 A Eo g Non-irritating 0to 0.5

Aok AREAR A8 24471 Aol ZF A 2] T8 A Mildly irritating 0.6 to 2.0

sl3 2.5%2.5 em®e] W&t R 27040l Zals) s 274 Moderately irritating > 21 to 5.0

& 959t} 03% DA-5018 cream™ Zostrix "-HP cream Severely imitating . >5.1

Table II. lmitation rating for ocular reaction

Rating Evaluation value
AOTI M.OI7 Day-7 LO.I°

Non-irritating 0-5 0 (after 48 hrs)

Minimally irritating 5.15 <5 (after 48 hrs)

Mildly irritating 15-30 <5 (after 4 days)

Moderately irritating 30-60 <20 (after 7 days) =30 (6 animals all)
<10 (more than 4 animals)

Severely irritating 60-80 <40 (after 7 days) =30 (more than 4 animals)
<60 (6 animals all)

Extremely irritating 80-110

“Acute ocular irritation index; Maximum value among M.O.I

"Mean ocular irritation index; Total score in each observation time/tested animals
“Day-7 individual ocular irritation index; scores of each animal on day 7.
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Table III. Results of skin reaction treated with 0.3% DA-5018 cream
Sites Control site Test site
Changes Erythema & Eschar Edema Erythema & Eschar Edema
Applicated area Intact Abraded Intact Abraded Intact Abraded Intact . Abraded
2
Phases” (hrs) 24 72 24 T2 24 72 24 72 24 72 24 72 24 72 24 T2
No. Sex
1 Male 0 0 0 0 0 0 0 0 2 1 3 2 0 0 2 1
2 Male 0 0 0 0 0 0 0 0 1 0 2 1 0 0 1 0
3 Male 0 0 0 0 0 0 0 0 1 0 2 0 0 0 1 0
4 Male 0 0 0 0 0 0 0 0 1 1 1 1 0 0 0 0
5 Male 0 0 0 0 0 0 0 0 2 1 3 1 0 0 1 1
6 Male 0 0 0 0 0 0 0 0 1 1 2 1 0 0 1 0
Total score 0 0 0 0 0 0 0 0 8 4 13 6 0 0 6 2
Mean Score 0 0 0 0 0 0 0 0 1.3 07 22 1.0 0 0 1.0 03
Total mean score 6.5
P.LIY 1.6
“Time after topical application. "primary irritation index= w
Table IV. Results of skin reaction treated with Zostrix " -HP cream
Sites Control site Test site
Changes Erythema & Eschar Edema Erythema & Eschar Edema
Applicated area Intact Abraded Intact Abraded Intact Abraded Intact Abraded
Phases” (hrs) 24 72 24 72 24 72 24 72 24 72 24 72 24 T2 24 T2
No. Sex
1 Male 0 0 0 0 0 0 0 0 2 1 3 2 1 0 2 1
2 Male 0 0 0 0 0 0 0 0 1 0 2 1 0 0 1 0
3 Male 0 0 0 0 0 0 0 0 2 1 3 1 0 0 1 0
4 Male 0 0 0 0 0 0 0 0 1 0 2 1 0 0 1 0
5 Male 0 0 0 0 0 0 0 0 2 1 3 1 0 0 1 1
6 Male 0 0 0 0 0 0 0 0 1 0 2 1 0 0 1 0
Total score 0 0 0 0 0 0 0 0 8 4 13 6 0 0 6 2
Mean Score 0 0 0 0 0 0 0 0 1.5 0.5 2.5 1.3 0.2 0 1.3 03
Total mean score 7.6
P.IIY 1.9

“Time after topical application. ”primary iritation index=

4

Total mean score
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03% DA-5018 cream based] 3)HEATAE Ayl m P.LL= 0.50)¢ic}.
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Table V. Results of skin reaction treated with base of DA-5018 cream

Sites Control site Test site
Changes Erythema & Eschar Edema Erythema & Eschar Edema
Applicated area Intact Abraded Intact Abraded Intact Abraded Intact Abraded
Phases” (hrs) 24 72 24 72 24 72 24 72 24 72 24 T2 24 72 24 T2
No. Sex
1 Male 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0
2 Male 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 Male 0 0 0 0 0 0 0 0 1 0 2 0 0] 0 0 0
4 Male 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0
5 Male 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 1
6 Mile 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0
Total score 0 0 0 0 0 0 0 0 5 0 6 0 0 0 4] Q
Mean Score 0 0 0 0 0 0 0 0 0.8 ¢ 1.0 0 0 0 0 0
Total mean score 0 1.8
PLIY 0 0.5
“Time after topical application. “primary irritation index= Ig_talnm:_m
Table VI. Eye irritation scores of animals treated with 0.3% DA-5018 cream
Group Time? Animal Scare Total M.O.1Y AOI1°
No. Comea Tris Conjunctiva score
1 0 0 2 2
Day 1 2 0 0 2 2 2.0
3 0 0 2 2
1 0 0 0 0
Day 2 2 0 0 0 0 0
Irrigation 3 0 0 0 0 2.0
1 0 0 0 0
Day 3 2 0 0 0 0 2.0
3 0 0 0 0
1 0 0 0 0
Day 4 2 0 0 0 0 0
3 0 0 0 0
1 0 0 0 0
Day 7 2 0 0 0 0 0
3 0 0 0 0
4 0 0 8 8
5 0 0 4 4
Day 1 6 0 0 8 8 53
7 0 0 4 4
8 0 0 4 4
Non- 9 0 0 4 4 53
irrigation 4 0 0 2 2
5 0 0 0 0
Day 2 6 0 0 2 2 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0
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Table VI. Continued

Group Time"” Animal Score Total M.O.L?Y A0LY
No. Comea Iris Conjunctiva score
4 0 0 0 0
5 0 0 0 0
Day 3 6 0 0 0 0 0
7 0 0 0 0
8 i} 0 0 0
9 0 0 0 0
Non- 4 0 0 0 0 5.3
irrigation 5 0 0 0 1]
Day 4 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 g 0 0 0
4 0 0 0 0
5 0 0 0 0
Day 7 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0

“Time after topical application. "Mean ocular irritation index; Total score in each observation time/iested animals.
?Acute ocular irritation index; Max among M.O.L “Day 7 LO.I (individual ocular index)

Table VIL Eye irritation scores of animals treated with Zostrix™-HP cream

Group Time? Amimal Score Total M.O.1” A0OLY
No. Cornea Iris Conjunctiva score
1 0 0 4 4
Day 1 2 0 0 2 2 2.7
3 0 0 2 2
1 0 0 2 2
_ Day 2 2 0 0 0 0 0.7
Imigation 3 0 0 0 0
1 0 0 0 0 2.7
Day 3 2 0 0 0 0 0
3 0 0 0 0
1 0 0 0 0
Day 4 2 0 0 0 0 0
3 0 0 0 0
1 0 0 0 g
Day 7 2 0 0 0 0 0
3 0 0 0 0
4 0 0 6 6
5 1] 0 8 8
Day 1 6 0 0 6 6 6.0
7 0 0 4 4
8 0 0 4 4
Non- 9 0 0 8 8 6.0
irrigation 4 0 0 2 2
5 0 0 2 2
Day 2 6 0 0 0 0 1.0
7 0 0 0 0
8 0 0 2 2
9 0 0 2 0
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Table VIL. Continued
Group Time” Animal Score Total M.0.J” A0L°
No. Comea Iris Conjunctiva score
4 0 0 0 0
5 0 0 0 0
Day 3 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0
Non- 4 0 0 0 0 6.0
irrigation 5 0 0 0 0
Day 4 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Day 7 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0
“Time after topical application. ®Mean ocular irritation index; Total score in each observation time/tested animals.
“Acute ocular irritation index; Max among M.O.I. “Day 7 1.O.I (individual ocular index)
Table VIIL Eye imitation scores of animals treated with Zostrix™-HP crearn
Group Time” Animal Score Total M.O.L” A0L°
No. Cornea Iris Conjunctiva score
1 0 0 2 2
Day 1 2 0 0 2 2 1.3
3 0 0 0 0
1 0 0 0 0
Day 2 2 0 0 0 0 0
Irrigation 3 0 0 0 0
1 0 0 0 0 1.3
Day 3 2 0 0 0 0 0
3 0 0 0 0
1 0 0 0 0
Day 4 2 0 0 0 0 0
3 0 0 0 0
1 0 0 0 0
Day 7 2 0 0 0 0 0
3 0 0 0 0
4 0 0 6 6
5 0 0 6 6
Day 1 6 0 0 3 2 4.0
7 0 0 3 2
8 0 0 3 2
Non- 9 0 0 6 6 4.0
irrigation 4 0 0 0 0
5 0 0 0 0
Day 2 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0




370 Won Bae Kim et al
Table VIII. Continued
Group Time” Animal Score Total M.O.L” A0.LY
No. Comea Tris Conjunctiva score
4 0 0 0 0
5 0 0 0 0
Day 3 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0
Non- 4 0 0 0 0 4.0
irrigation 5 0 0 0 0
Day 4 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Day 7 6 0 0 0 0 0
7 0 0 0 0
8 0 0 0 0
9 0 0 0 0

“Time after topical application. “Mean ocular irritation index; Total score in each observation time/tested animals.
“Acute ocular irritation index; Max among M.O.L ‘”Day 7 L.OL (individual ocular index)
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