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ABSTRACT Objective: To evauate the safety of the DNA vaccine against the athersclewsis. Methods: 80 ICR mice were divided
into low dosage group (n= 30, DNA vaccine 20"g each), high dosage group (n=30, DNA vaccine 100/g each), and control group(n= 20, nor-
mal saline); 15 New Zealand white rabbits were randomly divided into three groups: nomal saline control group DNA plasmid group and DNA
vaccine group equally. The vaccine’ s tissue distibution and acute toxicity in mice were investigated and its toxicity on New Zealand white rab-
bit was also evaluated in our studies. Plasmid DNA was detected by PCR in doses of 20*g and 100tg IM. Its dose was up to 1000Mg in the acute
toxicity. The toxicity on the New Zealand white rabbits was observed in the nomal dose. Results: The muscle tissue distribution was kept for
eight weeks, which was longer than other tissues such as liver; spleen lung, kidney and brain. The acute toxicity showed that when the maxi-
mum dose was 60 times as much as the nomal dose; there was no toxicity influence on the hematology and biochemical indicators of the mice and

the rabbits. Conclusion: In our studies it is suggested that the DNA vaccine is safe for the athewsclerasis treatment.
Key words: DNA vaccine; Athemsclercsis Safety evaluation; Acute toxicity
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Tab 1. The PCR analysis of the digrabution of DNA plasmid in mice in low dos-
al. (The number of the positive / the number of te sum)

fime Heart Liver Spleen Iungs Kidney Bmin Gonads Muscle
(weeks)
1 s Y5 V5 ¥5 25 U5 25 55
2 s 2”5 /5 25 /5 O5 15 55
4 1710 o/10 O/10 O/10 010 010 O/10 2/10
8

010 /10 /10 /10 010 010 O/10 0/10

Tab 2.The PCR amalysis of the disrabution of DNA plasmid in mice in high
dosal. (The number of the positive / the number of the sum)

T
me Heat Liver Spleen Iungs Kidney Brain Gonads Muscle
(weeks)

2w 45 35 25 ¥5 45 2S5 35 5/5
4w 2/5 Vs 5 ¥5 VS5 25 /5 5/5
8w o1 o/10 o/10 0/10 010 10 /10 2/10
R’w o/10 0/10 0/10 O/10 010 010 0/10 0/10

A. 20tg/ animal the distrabution of DNA phsmid in mice after wo weeks;

B. 100*g animal the distrabution of DNA plasmid in mice after four weeks;
C. 100ty animal the distrabution of DNA plasmid in mice after eight weeks;
D. 100¢g/ animal the disrabution of DNA plasmid in mice after twelve weeks;
Fig 1. The PCR analysis of the distrabution of DNA plasmid in mice.
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Tab 3. The biochemistry index of ICR mice ingcted with DNA vaccine

Male (n=5) Female (n=15)
fam W' ke 0000gks 100000 ke S0000%g ks o'gks  000gks  10000%g ks S0000%g ke
AST(U/L) 10038 %128 107435 12743 " 8724 §1+8 %5+ % 94157
ALT(U/ L) 3%+5 41+7 UL 3744 0+8 4149 4316 3547
ALP(U/ L) 14446 16344 154413 167425 145443 15743 45434 166132
BUNCmmol/ L) 7.8+1.5 852+1.2 9.11+L5 823+£1.3 8 DREL4 9.97+05 812414 9.41ELS5
Creatmol/ L) 24.9403.2 231424 184431 17.4E1.2 228424 27.14L4  26.140.4  23.120.6
TPCg/L) 421421 40551.6  4.3E1.6  4.2E1.3  40.5E1.8 4L4EL9  42.140.6  40.1+0.7
Ab(g/ L) 14.140.1  15340.6 14.240.8 161414 15.1+1.6 142401 15.240.5 17.240.1
G luCmmol/ 1) 5.841.7  6.82+15 67313  524E1.7 6.21515 6.64EL6 674119  6.85E1.1
T— BIL(*mol/L) 9.8+1.3 97419  8240.6 9.740.9 10.1£1.0 82+0.9 99+L7  9.9%+L5
T—CHOGmmolD)  1.7342.5 L&+21 L71£1.9 1814£0.9 L81+£0.1 1.91+01 1.8140.6 1.6120.7

Compare with og/ kg, "P<C0. 05
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Tab 4. The biochemistry index of the New Zealand white rabbits injected with DNA vaccine.

Item Saline Control(n=5) Empty plasmid/ i. m(nh=5) DNA vaccine/ 1. m(n=5)
AST(U/L) 568 66128 57435
ALT(U/ L) H+E5 31+£7 3547
ALP(U/ L) 85+6 B+t4 8413

BUNCmmol/ L) 4. 68+F15 4.52+1.2 411+£1.5

Crea(mol/ L) 49.9+3.2 47.1£2.4 48.4143.1

TP(g L) 56.1+21 50.3+1.6 55.7+1.6

Ab(g/ L) 145+0.1 16.30. 6 15.1+0. 8

GluCmmol/ L) 9. 83+1.7 9.82+1.5 873+1.3

T— BIL("*mol/L) 4.2+1.3 4.741.9 42106

T—CHO(mmol/ L) 1.8*E25 1.&+2.1 L.71+£1.9
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