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ABSTRACT : Antigenic potential of genetically engineered human granulocyte colony-stimulating factor
(CJ-50001) was assessed in guinea pigs and mice. In active systemic anaphylaxis (ASA) test, although
CJ-50001 at 50 pg/head induced anaphylactic responses, CJ-50001 5 ug/head alone or 50 ug/head
with adjuvant did not induce anaphylactic responses. In passive systemic anaphylaxis test (PCA) or pas-
sive hemagglutination test (PHA), CJ-50001 did not induce positive responses. It is concluded that, in
light of the fact that CJ-50001 was antigenic only in ASA but not in PCA or PHA and also that CJ-50001
is a foreign human recombinant protein to guinea pigs. CJ-50001 may not induce systemic allergic reac-

tion in its clinical use in human.
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4. Active systemic anaphylaxis test (ASA) in guin-
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Table 1. Active systemic anaphylaxis test in guinea pigs
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5. Heterologous passive cutaneous anaphylaxis test
(PCA)
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Group Sensitizing antigen No. of shots No. of animal Route Challenging antigen
1 Vehicle* 7" 6 s.c. CJ-50001 50 ug/head
2 CJ-50001 5 pg/head 7 6 s.C. CJ-50001 50 pg/head
3 CJ-50001 50 pg/head 7 6 s.C. CJ-50001 50 pg/head
4 CJ-50001 50 ug/head+FCA 3 5 s.C. CJ-50001 50 pg/head
5 Ovalbumin 1 mg/head+FCA 3 5 s.C. Ovalbumin 1 mg/head
“ 10 mM Acetic acid, 40 ug/m/ Tween 80, 5% mannitol (pH 4.0).
" three times per week for 3 weeks.
“ once per week for 3 weeks.
Table 2. Mouse-rat passive cutaneous anaphylaxis test (PCA)
Group Sensitizing antigen No. of shots No. of animal Route Challenging antigen
1 Vehicle’ 7" 6 s.C. CJ-50001 50 pg/head
2 CJ-50001 0.4 pg/head 7 6 s.C. CJ-50001 50 pghead
3 CJ-50001 4 pg/head 7 6 s.C. CJ-50001 50 pg/head
4 CJ-50001 4 pg/head+Alum 3° 6 i.p. CJ-50001 50 pg/head
5 Ovalbumin 20 pg/head+Alum 3 6 i.p. Ovalbumin 1 mg/head

“ 10 mM Acetic acid, 40 pg/ml Tween 80, 5% mannitol (pH 4.0).
" three times per week for 3 weeks.
‘ once per week for 3 weeks.



30 % ethervh# of] oJal ratE TAMS 3, B} A T4}
H2ell viel = A kS daslg o) A Auka 9]
x]?:]o] 5 mm O]A]-O] "’]EH IJ/H\;]H-E-,__ 1 6‘]—53;(—]9] 30],
Ahz Aystech

6. Passive hemagglutination test
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1. Active systemic anaphylaxis (ASA) test in guin-
ea pigs
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2. 24 hr-Heterologous passive cutaneous anaphylaxis
(PCA) test in mouse-rat
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3. Passive hemagglutination (PHA) test
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Table 3. Results of active systemic anaphylaxis test in guinea pigs sensitized with CJ-50001

Dose (per head)

Severity of anaphylaxis

Positive
Sensitization (s.c.) Challenge (i.v.) - + + ++ +++ ratio
Vehicle CJ-50001 50 pg 1 5 0/6
CJ-50001 5 pg CJ-50001 50 pg 4 2 0/6
CJ-50001 50 ug CJ-50001 50 pg 1 1 4 5/6
CJ-50001 50 pg+FCA CJ-50001 50 pg 2 3 0/5
Ovalbumin 1 mg+FCA Ovalbumin 1 mg 4 1 5/5
Table 4. Results of 24 hr-passive cutaneous anaphylaxis (PCA) test in mouse-rat
Dose (per head iti
® ) PCA titer Positive
Sensitization Route Challenge (i.v.) ratio
Vehicle s.c. CJ-50001 50 pg <x5 (6)' 0/6
CJ-50001 0.4 pg s.C. CJ-50001 50 pg <x5 (6) 0/6
CJ-50001 4 pg s.C. CJ-50001 50 pg <X5 (6) 0/6
CJ-50001 4 pg+Alum i.p. CJ-50001 50 pg <X5 (6) 0/6
Ovalbumin 20 pg+Alum i.p. Ovalbumin 1 mg X 15 (4), xX45 (2) 6/6

* The number in parenthesis indicates the number of animal.
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Table 5. Results of passive hemagglutination test

Sensitization dose per head (route) Antigen absorbed to sheep RBC PHA titer Positive ratio
Vehicle (s.c.) CJ-50001 <x5 (6) 0/6
CJ-50001 0.4 pg (s.c.) CJ-50001 <x5 (6) 0/6
CJ-50001 4 pg (s.c.) CJ-50001 <xX5 (6) 0/6
CJ-50001 4 pg+Alum (i.p.) CJ-50001 <X 5 (6) 0/6
Ovalbumin 20 ug+Alum (i.p.) Ovalbumin X 5120 (1), >10240 (5) 6/6

“ The number in parenthesis indicates the number of animal.
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