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ABSTRACT : The acute toxicity of CJ-50005, an inactivated whole virus vaccine derived Jrom hepatitis A
virus (HM175) grown in human MRC-5 diploid fibroblast culture, was tested in Sprague Dawley (SD) rats
and beagle dogs. CJ-50005 was orally and intramuscularly administered up to the maximum dose of 81 ug/
kg, as much as 3,000 times of the expected clinical dose, in SD rats and was intramuscularly administered
up to 27 ug/kg, as much as 1,000 times of the expected clinical dose, in beagle dogs. In these experiments,
there were no death and clinical changes which were related to CJ-50005 administration. In addition, there
were no significant changes between control and treated groups in body weights and autopsy findings. In
conclusion, the administration of CJ-50005 over 81 ug/kg in SD rats and over 27 ug/kg in beagle dogs was

proved to be safe, and it is thought that CJ-50005 may not show any toxicity in its clinical use.
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g} 2}o|7} Qo] 64 o]3ke] o A]7)e) Hejd HoE &
24 gol 7PE AHA™ Y3 AN Hadler er al,
1980), 63t o]Ate] ofe]e} o) o] PEHH o] 7}A]
i Zo] WA EA7} AXA Fk(Lender er al., 1985).
et 852 AY 7HY EFe] AAFL gle |
A SmithKline BeechamAl2] HAVRIX(HM 175 strain,
Inactivated)2} Merck*F2] VAQTA®(CR326F strain, Inact-
ivatedy7} Bl =l Qle}. o] Sl = A AT F-
Eo] H|o] 9l= Epaxal Berna emulsion(Istituto Sieroter-
apico Bema s.rl, Italy)7} Qle}. o] wW§4l& HAV strain
RG-SBE AFe] MRC-5 M oA vk, AAISE F 22
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synthetic virosomeol] AZA|A |23+ 7ol
AYAZE) FL7edAME A3 704 vlolga 734
o ot FATNEE W 5 A A Wale FAk
2}317] $135ked, HAV HM175 455 7]k} FDASIA b4
A& AT ARE o]liA]l M E] MRC-5 M ZEoAA Wik, A
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Algel] AR-8F CJ-50005(Lot No. CJHAV-9805)E A Y
A G FEAAE7NE oA PIA 14 Hlelzx
Ql HM175 #5F MRC-5 M| ZFol|A uljeofat & =3
o2 B3sAAM AAlsigct A% WS phosphate
buffered saline(PBS)l| -§-3]3}e] AR2-3}c).
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A&l AF8-3 Sprague Dawley(SD) # == Charles River
Japan(Atsugi, JapanyllX =3} 1579 Sk <312 A
A7|17He AX 23733 FERE Ml A1 sk
o AlAAYe] FEL 6730l BIE70E Summit
Ridge Farms(Susquehanna, PA, US.A)A 53138l ¢F 5
N9 3 L AY7|7+e AR F ARESKE A4
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3o 3] x0.12 247 309 S-S AR on, Fo
Ak 5 F AT ¥ AFE V122 SmikgdE

Table 1. Mortality of SD rats after single oral administration of CJ-50005
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Table 2. Mortality of SD rats after single intramuscular administration of CJ-50005
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S Dose Hours after treatment Days after treatment Final
€] .
* (ng/ke) 1 2 3 4 5 6 1 2 3 4 5 6 71 mortality
0 0o 0 0 0 o0 0 0o 0o 0 0 0 0 0 0/s
Mal 0.81 0o 0 0 0 0 0 0o o0 0 o0 0 0 0 0/5
ale 8.1 0 0 0 0 o0 0 0o 0 0. 0 0 0 0 0/5
81 0 0 o0 0 o0 0 0o 0 0 0 0 0 0 0/5
0 0 0 0 0 o0 0 o 0 0 o0 0 0 0 0/5
Femal 0.81 0 0 0 0 o0 0 o 06 o0 0 0 0 0 0/5
emale 8.1 0o 0 0 0 o0 0 0o 0 o0 o0 o0 0 o0 0/5
81 0 0 0 0 o0 0 0 0 o0 0 0 0 0 0/5
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Fig. 1. Body weight changes of SD male rats (n = 5) after single oral
administration of CJ-50005.
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Fig. 2. Body weight changes of SD female rats (n =5) after single

oral administration of CJ-50005.
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Fig. 3. Body weight changes of SD male rats (n= 5) after single
intramuscular administration of CJ-50005.
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Fig. 4. Body weight changes of SD female rats (n=15) after single
intramuscular administration of CJ-50005.
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Table 3. Mortality of beagle dogs after single intramuscular administration of CJ-50005

S Dose Hours after treatment Days after treatment Final
ex .
(ug/ke) 1 2 3 4 5 6 1 2 3 4 5 6 1 mortality

Male 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/1
27 0 0 0 0 0 ] 0 0 0 0 0 0 0 0/2
Female 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/1
27 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2
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Fig. 5. Body weight changes of beagle dogs (n=2) after single
intramuscular administration of CJ-50005.
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Table 4. Hematological and biochemical values of beagle dogs before and after single intramuscular administration of CJ-50005

Male Female
Group Control (n=1) 27 pg/kg (n=2) Control (n= 1) 27 pg/kg (n=2)

Parameters

Before After Before After Before After Before After
WBC (10*/mm’) 9.8 9.0 11.7 12.6 14.7 156 142 11.0
RBC (10%mm?) 8.2 8.5 9.0 9.9 8.9 9.6 15.0 9.8
Hb (g/d)) 16.4 17.0 19.3 214 18.0 19.6 21.8 20.3
Ht (%) 454 49.0 524 60.4 50.4 56.2 63.7 57.4
MCV (f) 55.0 57.0 58.5 61.0 57.0 59.0 55.0 58.5
MCH (pg) 19.9 19.9 21.5 21.6 20.3 20.5 15.5 20.6
MCHC (g/d]) 36.1 34.6 36.8 354 35.7 34.8 36.1 352
PLT (103/mm3) 286.0 194.0 215.0 110.§ 256.0 190.0 304.5 162.5
ALT (U/) 27.1 28.0 309 42.7 333 33.6 26.2 35.8
BUN (mg/d/) 269 27.4 17.4 22.0 352 34.0 15.0 23.7

Each vaule represents the mean+S.D.
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