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ABSTRACT: Sci-B-Vac, the 3rd hepatitis B vaccine, was se-
lected for clinical evaluation on the basis of toxicologic profi-
les in preclinical studies. These studies were performed to
obtain information on its toxic signs, organs which are mainly
affected, and to estimate its lethality in mice and rats given
Sci-B-Vac through two routes of administratin. In male and
female rats given a single intragastrical dose of Sci-B-Vac,
we estimated that LDs, values were over 2.00 mi/100 g B.W.
(10 ug/ml), respectively. In male and female mice given a si-
ngle intragastrical dose of Sci-B-Vac, we estimated that LDsg
values were over 1 ml/10 g (10 ug/ml). In a single subcuta-
neous dose of Sci-B-Vac, we detemined that LDso values of
male and female rats were over 1 ml/100 g (10 ug//ml), and
those of male and female mice were 0.2 ml/10 g (10 ug/ml).

Sci-B-Vac did not induce any toxiclogical effect such as
mortality, clinical and autopsy findings, and body weight cha-
nges in rats and mice.

Key Words: Sci-B-Vac, Hepatitis B Vaccine, LDs. Rat,
Mice
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AolA AL FA o HAAH Abde] ficlo] Bl Qe ez 2he] A o] 9 tiGibbons,
1992; Harold, 1993).

7re] Aye dolol wheha B34 g1l o8 Aoy sehA, Mli s vpol e o) 2%k
Ao] Qlth 1 Foll A B3] kgnlol g 2o o3k F4d I v (hgo] (F AW E Sl A a3
Aol Hla gluk 1 wpolgjaE 1 AEA ER wet A B, C 6 28l EFog Y
FolA ] F& 7to| A A8k Ao g gl A ) tHWimmer 2} Murdin, 1991; Bonino %, 1986;
Bradley %, 1992). A8 ¥ E¥ vlojg|ae F2 WS WAZE Masy, B, C 23]1 63
vhol i AT A NG F o 7fA 2 she] HutHh o] 23k vloj 2|9 o] $HE- it
@523 E Jojuri(Halliday 5 1991; Melnick, 1957), @43} §7 ufelef 27} =@ ahchot
o|gx]o] A& WA Thholu) HA|E ehF o g APgstAl Pk o]l g WA A 27) 7
F o] A7zt JehA] dor AbslH ghgo] AT wo T2 @A "okGib-
bone, 1992).

oleigt 7+ wfole 2ol o3k AW o) 7w Auls whA|sl=d At flon 3k 3
Ao gk 7HXSE Ao g WA 7= Ro] FHE T ok 7h vhol ]2 WAL 80 d ) Zo
HEZ AMEE oy & A7) e Aow LA lar 7o) 4l wutel) el Fohu Ly
doj}7] miFol frolEx WA Ak MA A AHA_S FY F Ut} Wk A Bu7F
(WH.O) M = 7Hd o2 98] Hoauhy& 23 ¢l tiHenderson, 1984; National Vaccine
7k, 53] B3 vlolei 2 &3t 7Hd&o)
3|Atell A B3 wlolef2:Ad 2H wWAIS )
Wated AL Y S S 59E Ao Qe ofdl, oMol Ajzo] =AM JEE A
3A|t) BE 7+ vho] e @118 A} Aol oM Bl o m g SHEAHAA T o F
A 1050l wel g4 23 2 ArEAAEe 3k
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AEEE
HYAFES o 47 555 9] Sprague-Dawley(SD) &= 60vte]e}t ICR vh$-2 607t 2
5 o ] F-ofubol BE]F F oF 1YL TEA 84 3
Al oH, #3717k s dubdel s gaste] 143 S5 A ALesth
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AgEd

EAHL 2% 20+ C, AR 50+ 5%, 87] 354 10~123]/hr, ZH A1 7F 124 7H07 : 00~
19:00), =% 150~300 Lux= AR E A&Wen Foidist 255484015 23 134)
ol AAE ALt 87 D A HEE 7)o PE9} vpg-223= polycarbonate 4Fafel] 5nf
2/ AFF AR AR ST

ARE APEEE DHARGFIDIG FEZS A,

AEESE

(F) SAAANA ARt A 3 kel A(Sci-B-Vac) S Zgwkel AFo) Algstdct A
THHE sondeE o] &3t AHEEAS AFEEER JUE 18] Foslgon, H3tfds
25~26 G2 FAMLES 7F7 AR Salite] Hlslel 13) Fof 3kt

Folz W AEZO 7Y
gmoh vbgol A B Feld 4 9lE HNGLO R YEE 2 mi10 pg/m!/100 g BW)
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o2 1ml (10 ug/ml) 20 g BW.2 8t 1 83 gAs ZH|(05)2 25 5/l £H47+S
A7 stgon, F3Fo Al == 1 mi(10 ug)/100 g BW. PF$-223 0.2 mi(2 ug)/10 g BW. &
Huggogslam o] o] AAZ FH(05Z BF 5/ £FF S Foow, SANETS
ok A A A FE VTR 3t AP FAA Hufe dgo] A= 20 ml, vHEAE

Im/S 94 & AEEgon, F3FoAl =+ 1ml/100g BW, vl9-22+ 02mi/10 g
BW.0] dx] &= AN 5, 1992).

TE A HARESEE S, 1992)

1) ?=_'E'_MJEH X At 2E

Sl e S F 6AINAAE v AlZbeich AubdE S AL,
Rolt LY7ARE B 1814, TaHEol s 7271 QA Aee] A, &
75 4%}8}%114.

2) xZs}

BE sl it FoAAAY Foid 7Y, 14 AFE SHSAS

3) F H24

TR71 T8 F 2 upFE Sh WHAAL A AX W70 Kb ol {75 A8
Haetgch

A 4

1

I

SHEH wiy

LDs*] 2] AF&of|+= Litchfield-Wilcoxon®™-& o] 838} th

Aol th o4 AW L2 one-way ANOVASA fejzi7h I E &= Fgko] #3E of
2w 2h 8277 ¥ 235E7] 9181 Dunnett's t-testE 3H 0., wAI ¥ 9] WIE = X*(chi-
square) 47 & 3ok

NS
AF ATIES el QS e Qb BRolA AT % HsHEelAl mioA A}

Table 1. Mortality of male and female ICR mice intragastrically treated with Sci-B-Vac.

S Dose Hours after treatment Days after treatment Final
& (X10 ug/10gBW) 1 2 3 4 5 6 1234567 891011121314 Mortality
1 000000O0CODODODO0O00O0O0O0COUOO0OO0 1/5
1/2 000000O00COOO0OO0OOO0O0 OO0 OO 1/5
Male 1/4 0000000000000000O0CO0O0O 1/5
1/8 000000000000000O0O0O0OO0OOQO 1/5
1/16 00000000000C0O0D000O0CO0O0OO0OOQO 1/5
0 0000000000000C0O0O0O0OOUO0OO0OO0 1/5
1 00000000000000OO0O0O0OO0O0OO 1/5
1/2 0000000C0O000000O0O0O0CO0OO OO 1/5
Famale 1/4 000000 00000000000 O0O0COQO 1/5
1/8 00000000000C0O00C0O0O0OCGO0O0O0OOQO 1/5
1/16 0000000000000O0CO0O0UO0O0OOQQCO 1/5
0 0000000000000000O0O0O0OO0 1/5
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Table 2. Mortality of male and female ICR mice subcutaneously treated with Sci-B-Vac.

s Dose Hours after treatment Days after treatment Final
® (x2ug/10¢6BW) 1 2 3 4 5 6 1 2 3 4 5 6 7 Mortlty

1 0O 0 0 0 0 O 0 0 0 0 0 0 O 0/5

1/2 6 0 0 0 0 O 0O 0 0 0 0 0 O 0/5

Male 1/4 0 0 0 0 0 O 0 0 0 0 0 0 O 0/5

1/8 0 0 0 0 0 O 0 0 0 0 0 0 O 0/5

1/16 0O 0 0 0 0 O 0 0 o 0 0 0 O 0/5

0 0 0 0 0 0 O 0 0 0 0 0 0 O 0/5

1 60 0 0 0 0 O 0 0 0 0 0 0 O 0/5

1/2 0O 0 0 0 0 0 0 0 0 0 0 0 O 0/5

Famale 1/4 0 0 0 0 0 0 0O 0 0 0 0 0 O 0/5

1/8 0O 0 0 0 0 0 0 0 0 0 0 0 O 0/5

1/16 0 0 0 0 0 O 0O 0 0 0 0 0 O 0/5

0 0 0 0 0 0 O 0 0 0 0 0 0 O 0/5

Table 3. Mortality of male and female SD rats intragastrically treated with Sci-B-Vac.

Dose Hours after treatment Days after treatment Final
(X20ug/100gBW) 1 2 3 4 5 6 1234567 8910111213 14 Mortality

1 000000 00000000000 O0O0OO 1/5

1/2 000000 00000000000 O0O0O0 1/5

Male 1/4 000000 00000000000 O0O0OQ 1/5

1/8 000000 0O0O00O00OD0O00O0DO0CO0O0O0CO0 O OO 1/5

1/16 000000 0000000000 O O0O0OO 1/5

0 000000 00000000000 O0OO0O 1/5

1 000000 00000000000 O0O0O 1/5

1/2 000000 0O0O00OD0OD0O0O0OO0ODO0 O O0OO0DO 1/5

Famale 1/4 000000 0000D0D0ODO0O0CO0O0O0O0OO0OO 1/5

1/8 000000 0000000000 O0OO0OO0ODO 1/5

1/16 000000 0O0O0O0O0ODOODOO0O0OO0OCOO0OO 1/5

0 000000 0000000000 O0CO0OO0OO 1/5

Table 4. Mortality of male and female SD rats subcutaneously treated with Sci-B-Vac.
s Dose Hours after treatment Days after treatment Final
ex

(X10 ug/100gBW) 1 2 3 4 5 6 1 2 3 4 5 6 7 Mortlity

1 60 0 06 0o 00 0 O0OO0OCO0OCO0OO0OO 0/5

1/2 0 0 0 06 0 0O 00 0 0 0 O0 O 0/5

Male 1/4 0O 0 0O 0 00 0 0 O0CO0OO0OO0TO 0/5

1/8 0O 0 0 0 00 OO O 0 O0 0 O 0/5

1/16 0O 0 0 06 0 0O 00 0 0 0 0 O 0/5

0 6 0 0 0 00 0 0 0 0 O0 O0 0 0/5

1 O 0 0 0 00 0 0 00000 0/5

1/2 0O 0 6 0 00 0 0 0 0 0 0 O 0/5

Famale 1/4 0 0 6 0 0 0 0 0 0 0 0 0 0 0/5

1/8 0o 0 06 0 00 0O 0O O0O0OO0OO0O0 0/5

1/16 0 0 0 0O OO 00 0O 0O O O00O0 0/5

0 0 0 0 0 0 0 0 0 0 0 0 0 O 0/5
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Table 5. Body weights of male and female ICR mice intragastrically treated with Sci-B-Vac (Meant

SD: g).
S Days after Dose (X10 ug/10g BW)
ex
treatment 0 1 1/2 1/4 1/8 1/16
0 2023+ 3.02 21.12+0.31 21.12+2.10 1999+ 1.23 20.12+ 143 2041+ 251
(5) (5) {5) (5) () (5)
Male 7 2442+122 2476+ 332 22.12+456 2397+4.56 24.87+132 24.23+1.20
{5 (5) (5) (5) (5) (5)
14 30.01+3.14 29.23+451 30.00=242 2819+ 555 31.31+2.84 2943+ 6.65
{5) {5) (5) (5) (5) (5)
0 17.34+3.14 1755+ 223 1698+ 345 17.34+254 17.22+1.05 17.22+ 345
(5) {5) (5) {5) (5) {5)
Famale 7 2054+193 19.64+244 2132+ 068 20.12+286 20.11+ 058 20.33+ 3.02
(5) {5) (5) (5) () ()
14 23.65+ 367 24.16+456 2411+ 333 2317+ 6.56 2299+ 456 23.89+ 456
(5) (5) (5) (5) (5) (5)

(5): No. of animals examined

Table 6. Body weights of male and female ICR mice subcutaneously treated with Sci-B-Vac
(Meant SD: g).

S Days after Dose (X2 ug/10g BW)
ex
treatment 0 1 1/2 1/4 1/8 1/16
0 2126+ 203 21.34+3.13 2215+x1.11 1999+ 3.21 20.12+ 342 2041+552
Male (5) {5) (5) (5) (5) {5)
7 2312+ 245 2333+ 3.68 2359+ 2.65 2437+ 458 23.27+322 2344+156
(5) (5) (5) (5) (5) (5)
0 1748+ 235 1812+ 223 1778+ 154 1811+178 1756+254 1726+ 257
Famale (5) 5) (5) (5) (5) (5)
7 21.3+093 20.15+335 2035278 20.21+£4.11 21.33+1.15 21.04+ 252
(5) (5) (5) (5) (5) (5)

(5): No. of animals examined

Table 7. Body weights of male and female SD rats intragastrically treated with Sci-B-Vac (Mean
+ SD: g).

S Days after Dose (X20 ug/100 g BW.)
ex
treatment 0 1 1/2 1/4 1/8 1/16
0 150.15 149.96 151.32 150.34 150.24 150.78

+22.23 +1534 +11.21 +20.16 +17.78 +19.18
(5) () (5) (5) () {3)
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Table 7. Continued.

S Days after Dose (X 20 ug/100g BW)
. treatment 0 1 1/2 1/4 1/8 1/16
Male 7 192.40 19533 193.52 194.34 195.14 19493
+19.25 +21.32 +1815 +19.15 +20.67 +19.13
(5) 5) (5) (5) () (5)
14 209.11 201.23 209.34 215.67 210.64 211
+24.35 +30.55 +17.34 +1833 + 3258 +40.23
(5) 5) (5) (5) () (5)
0 132,53 13351 13454 13443 135.25 135.11
+33.16 + 1451 +17.32 +18.12 + 2265 +11.34
(5) () (5) (5) () (5)
Famale 7 161.33 163.66 159.16 160.24 162.24 161.22
+31.29 +20.25 +14.23 +14.22 +15.22 +15.33
(5) (5) (5) (5) ) (5)
14 180.05 17843 182.67 184.23 181.24 180.56
+11.23 + 2256 +23.65 +10.07 +15.08 +11.19
(5) (5) {5) (5) (5) (5)

Table 8. Body weights of male and female SD rats subcutaneouly treated with Sci-B-Vac {Mean

*+ SD: g).
S Days after Dose (X 10 ug/100 g)
ex
treatment 0 1 1/2 1/4 1/8 1/16
0 151.33 150.55 150.24 151.35 149.13 151.38
+13.34 +20.14 +18.22 +19.26 +16.26 +20.01
Male (5) (5) () (5) (5) (5)
7 195.21 194.32 197.12 195.33 19421 195.68
+13.20 +16.22 +17.34 +18.24 +1945 +20.32
(5) () (5) (5) (5) {5)
0 130.05 131.23 130.44 132.13 135.25 13412
+21.33 +18.32 + 1647 +2211 +21.35 +18.31
Famale (5) ) (5) (5) (5) (5)
7 162.35 161.67 164.26 162.56 16345 163.21
+25.09 +22.35 +19.21 +20.21 +2212 +11.03
(5) (5) (5) (5) (5) (5)

(5): No. of animals examined
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g} vhps HFAM & A@EAY Fod 730 A ome foF ue
g #EsA] 2ok
ol #& AL FH3t B o AlHEAQ Sci-B-Vace AT & 3} FoJA] ul-gAe)
o)A op 2 FAHEAS YERNA &L, LDt A7 Fo3A] #Hgae] vh$-2oiA 10
ug/10 g BW.,, S=ol A 20 ug/100 g BW. o134 o2 Atg s, FstFo| Al nh-oflA
2 ug/10 g BW., Aol A] 10 4g/100 g BW. o]+l # o2 Alssgch

g

4 £
Sci-B-Vac®] n}-¢-2(ICR)$}F HE(S.D)ell A AT T Al 54 548 A8 918t 2 A9
BAS 45 44 5o £ A FHu £ A=A 2 ml/20 4g/100 g BW., vh-¢-220f 4]
1 mi/10 pg/10 g BW.9} %74 sonded o] &3] ol 13 Fojdte] 14U7F #F3}Ah
g 93EGAlE == 1 ml/10 pg/100 g BW.9F vh9-2% 02 ml/2 ug/10g BW.E #1184
Fog Fosle 7U7 BANAT. BE FAEGFT] Akl AT A bR oS
WA F JRon, ATz A AE T R R obF Y o] s A 5 gl
1B R Sci-B-Vace F7FAA] A9} vhe 2o BT £ Qe A £ 2ml/20
ug/100 g BW.3 1 mi/10 ug/10 g BW.7bA| 9] B2 x o}el EAlo] @atex] gkoton, ¥
FEAA T A== 1 mi/10 ug/100 g BW.9} n}-9- 2= 0.2 ml/2 ug/10 g BW.7HA] Fojste e
obFEl HAdo] BAHA FUth wEbA LDye ¥ HFA A3 Hu g o] e
AtgE Ao WA Sci-B-Vace: =9} vhe-zof| A At 3 3R A] w9 ¢bdd Hew
Abs = At

S}
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