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ABSTRACT : The local irritation study (skin & occular irritation tests) of CJ-50001, a rG-CSF (recombi-
nant granulocyte-colony stimulating factor) was performed in Japanese White rabbits. CJ-50001 was ad-
ministered at a dose of 150 ug/rabbit (300 ug/ml, 0.5 ml) to the bare skin and at a dose of 30 ug/rabbit
(300 g/ ml, 0.1 ml) to the conjunctival sac of the eye, respectively. In these experiments, there were no
clinical signs which were related to CJ-50001 compared with control group. In conclusion, CJ-50001
doesn't have any irritating activity to skin and eye as 0.03% solution.
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A&l eof) A48} CJ-50001(recombinant G-CSF)& A
LAFE) ST WAFE. coliye o] &3]
o] AAbsled 1, B2 kA A 2 Tween 80(0.048 mg/1.2
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(300 pg/mD 2 Safskod 25 5] 39h qba] uhol] Fof
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Table 1. Evaluation of the skin response

Table 2. Rating of eye mucosa irritability

Rating Range of mean score’
Non-irritating 0.0to 0.5
Practically non-irritating >0.5t0 2.5
Minimally irritating >251t0 15.0
Mildly irritating >15.0 to 25.0
Moderately irritating >25.0 to 50.0

>50.0 to 80.0
>80.0 to 110.0

Severely irritating
Extremely irritating

* Sum of total score/No. of animal
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ATe AdAsted o, 0.1 m/e] NAeke 2 vehicle
CJ-50001% E7]9] 1% Atatsdct. CJ-50001 %
o 3 Al M2 Aol g5 Toll CI-500015 % qkst
T 30&%F 20 mie} AYe]AldpE o] fsto] 187 AA
g o] F 8% wAA| 2T vl WAekela, v
A AT ASells 95 Foll Aokt F AAsA] o
CAEEE F
F1,2,3,4 % 746l ¥a}o] j?a’i & el
“ofekgEel HAAE SE ( il
el 23 Hrhs AAlskala, °l°ﬂ WF JHE
2] (Table 2)o o&ll x4 A

Im. & nii

L n|8X=4

CJ-500010]) ti&l ] Ba}=A1-S- stalslr] ¢]&}e] <l
Bz g7)e] wEuE AwhmAa 5] 150 ug

Rash and Crust Rating Edema Rating
- No rash 0 - No edema 0
- Minimal rash (£-9F2 2 7{-%- A3} 1 - Minimal edema (%<2 2 #-$- A3l 1
- Mild rash 2 - Mild edema 2
- Severe rash 3 ((F3lo] Kol g} wied iy} sbds] 7 s) 3
- Extreme rash (Z-vF3-2 e] wlxz]) 4 - Moderate edema 4

and mild crust

(F 1 mm A= Fo] 2.8 A

- Severe edema

(1 mme]a} 3-0] 2 2 37 59
Wbz ahaksl)




Table 3. Result of skin irritation test treated with CJ-50001
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Clinical sign Rash and crust Edema
24 h 72 h 24 h 72 h

Group Scratched Non-scratched Scratched  Non-scratched  Scratched  Non-scratched  Scratched  Non-scratched

1 0 0 0 0 0 0 0 0

2 0 0 0 0 0 0 0 0

C1-50001 3 0 0 0 0 0 0 0 0

4 0 0 0 0 0 0 0 0

5 0 0 0 0 0 0 0 0

6 0 0 0 0 0 0 0 0

1 0 0 0 0 0 0 0 0

2 0 0 0 0 0 0 0 0

Vehicle 3 0 0 0 0 0 0 0 0

4 0 0 0 0 0 0 0 0

5 0 0 0 0 0 0 0 0

6 0 0 0 0 0 0 0 0
rabbite] §2ko 2 Fofsfelont, lfﬁ Folof 2 CI-50001¢) Tk QP ehA3A AlYE A8 HAE
@ Zog AZHE owd W rkg AT RAHA] E7] kel 0.1 mz% G gefel AT 23, A
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Table 4. Result of ocular irritation test treated with CJ-50001
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Time after application (day)

Group Animal No. Tissue Total Score Mean Score
1 2 3 4 7

Cornea 0 0 0 0 0 0

1 Iris 0 0 0 0 0 0

Conjunctiva 0 0 0 0 0 0

Cornea 0 0 0 0 0 0

irigation 2w o o 0 o 0 0 0

Conjunctiva 0 0 0 0 0 0

Cornea 0 0 0 0 0 0

3 Iris 0 0 0 0 0 0

Conjunctiva 0 0 0 0 0 0

Cornea 0 0 0 0 0 0

1 Iris 0 0 0 0 0 0

Conjunctiva 0 0 0 0 0 0

Cornea 0 0 0 0 0 0

2 Iris 0 0 0 0 0 0

Conjunctiva 0 0 0 0 0 0

Cornea 0 0 0 0 0 0

noi{ifr?gz?tilon 3 [ris 0 0 0 0 0 0 0

Conjunctiva 0 0 0 0 0 0

Cornea 0 0 0 0 0 0

4 Iris 0 0 0 0 0 0

Conjunctiva 0 0 0 0 0 0

Cornea 0 0 0 0 0 0

5 Iris 0 0 0 0 0 0

0 0 0 0 0 0

Conjunctiva
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Table 4. Contined.

Time after application (day)

Group Animal No. Tissue Total Score Mean Score
1 2 3 4
Cornea 0 0 0 0 0 0
nn(rzl{;rsr?gillon 6 Iris 0 0 0 0 0 0 0
Conjunctiva Y 0 0 0 0 0
Cornea 0 0 0 0 0 0
1 Iris 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0
Cornea 0 0 0 0 0 0
2 Iris 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0
Cornea 0 0 0 0 0 0
3 Iris V] 0 0 0 0 0
Vehicle Conjunctiva 0 0 0 0 0 0 .
non-1rigaton Cornea 0 0 0 0 0 0
4 Iris 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0
Cornea 0 0 0 0 0 0
5 Iris 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0
Cornea 0 0 0 0 0 0
6 Iris 0 0 0 0 0 0
Conjunctiva 0 0 0 0 0 0
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CJ-500012 A G A e (&) T3 -2l F42F A Kim, O.J., Ahn, B.Y,, Lee, S.B., Kim, W.B. and Yang,
Z387)48 ol wAFA] WHAA Lo G- J. (1994) : Studies on local irritation of DA-3030,
=2 <} o pu LU

CSFZ, geltslabon] v ulalad
EES zl

CJ 50()()101] &t I A4 A% Japanese White
rabbitoll 4 Q1 AAFEE 2l 0.03% ol gol-gate] A1
shodch. A A ] A el 2w 23} o
0.5 ml%, AL A1 8 2] ol i= b Thel] 0.1 miS:

ofsle] THakah A}, F Al AL Folo

&) viepd 5 9l= dAkEAte] e Fakwx] dghr).
ojAake] Az 3 %«;}3}04 Bu] AgE2el CJ-50001

OlAl A8 en 03% G-Nof|x] Japanese White rabbit
e A e S e s g
FolaleFe] G-CSF A42l DA-30302) dokatat
Aol 4= 0.03% 4N ALeF A X T v Ao
Al Zb 2y G- 0 2 0330 AnE Bo v R Zals-
(non-irritancy) *H 5] ) %sledcH(Kim %,
500018 Al 55 ul 4 2 w5ela) B 082} A3
S Hgle v DA-30303) njssbAv) H} obxist
=AZ AFEEIC

o)rr- >
13

a new granulocyte colony stimulating factor. J.
Applied Pharmacol., 2(3), 247-255.

Morstyn, G., Souza, L.M., Keech, J., Sheridan, W.,
Campbell, L., Alton, N.K., Green, M. and Metcalf,
D. (1988): Effect of granulocyte-colony stimu-
lating factor on neutropenia induced by cytotoxic
chemotherapy. Lancet, 1, 667.

Nagata, S. (1994) : Granulocyte colony stimulating factor
and its receptor in The Cytokine Handbook (Thomp-
son, A. Ed.}, (Academic Press, New York), p 371-385.

Nagata, S. (1995): Granulocyte-colony stimulating
factor in Handbook of Experimental Pharmacology
Volume 95/1, Peptide Growth Factors and Their
Receptors I (Sporn, M.B. and Roberts, A.B. Ed.},
(Springer-Verlag., New York), p 699-722.

Sheridan, W.P., Wolf, M., Lusk, J., Layton, J.E.,
Souza, L., Morstyn, G., Dodds, A., Maher, D., Gr-
een, M.D. and Fox, R.M. (1989): Granulocyte
colony-stimulating factor and neutrophil recovery
after high-dose chemotherapy and autologous bo-
ne marrow transplantation. Lancet, 2, 891-895.

) W kel 79] (1994): 9ELe) BAAY /)&, &
HEAA AT 4] 94-3%.



