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[ Abstract] Objective: To observe the single dose toxicity and repeated dose toxicity of benvitimod, and to
provide evidence for clinical administration and drug safety. Methods:Single dose toxicity; The animals were given
benvitimod 2 000 mg-kg ' (mice) or 500 mg-kg ' (rabbits) by subcutaneous injection. After administration, the
animals were continuously observed for 14 ~ 15 days, and the toxic reaction and deaths were recorded. Repeated
dose toxicity ;: benvitimod was administered subcutaneously to rats at doses of 40, 100, and 200 mg-kg ' +d ™" and
to rabbits at doses of 30,60,150 mg-kg ' +d "' for 6 months and observed for 1 month after the end of administration.
The general conditions of the experimental animals were observed daily, and the body weight and food intake of the
experimental animals were measured weekly. Twenty — four hours after the last administration, 50% of the animals
(male and female) in each group were taken for hematology, blood biochemistry and pathology examination. The
remaining animals were discontinued for 1 month, and the corresponding indexes were checked as before. Results:
In the study of single dose toxicity, the NOAEL dose of benvitimod was 2 000 mg-kg ™' on mice and 500 mg-kg ™'
on rabbit. In the study of repeated dose toxicity, after 6 months of subcutaneous injection, the NOAEL dose of

benvitimod was 200 mg-kg ™' on rats and 150 mg-kg ' on rabbit. Conclusion: The results indicated that benvitimod

[E€TIE] BR“ETXHBAH"HELETXERFBA A (20092X09102-061)
[MEE”N] m, &, M+, T ERNFHHFN AR E DAL, E-mail:sunlil9860616@ 163. com,,

481 @7
PEFMARG 2023 FHE32 585 H ‘



Chinese Journal of New Drugs 2023,32(5)

had good safety in the clinical dosage.
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WBC/ x10°-L ! 12.14 £4.05 10.16 £3.22 7.43 £1.80 7.96 £2.97¢ 9.44 £2.30

RBC/ x 10" L' 7.50 £0.98 7.19 £0.59 6.45 +0.55" 5.81+0.57" 6.14 +0.83"
HGB/g-dL ™! 14.6 £1.0 12.4 +2.9¢ 11.9 £0.6" 10.9 +0.9¢ 11.3 £0.7¢
HCT/ % 45.4 +5.3 42.4 £3.2 38.0 2. 1" 35.2+2.4™ 37.4 £2.5™
MCV/{L 60.8 £3.5 59.1+3.3 59.0 £3.2 60.8 £3.2 61.5£6.0
MCH/pg 19.7 £3.0 17.3 £4.0 18.6 £0.8 18.8 £1.0 18.7£1.9
MCHC/g-dL " 32.5+4.6 29.2 6.4 31.5+0.9 31.0£1.0 30.4£1.7
PLT/ x10°-L ! 1302 +185 1149 =193 971 =120 910 + 120" 959 + 149
PT/s 10.7 1.8 10.4 +1.3 10.8 +1.8 10.9 £1.9 10.6 1.6

@7‘ 484

PEHMBRE 2023 FH32 555 B



Chinese Journal of New Drugs 2023,32(5)

+
Gk 2
d 210
éﬂl}—}” YA 1, 1. = 1,
NS X 18 20 TR R 4 IR 2 o 125 791 4 4
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RBC/ x 10" .1~ 7.49 £0.50 7.26 £0.73 7.36 £0.59 7.49 £0.68 7.14 +1.04
HGB/g-dL"! 16.0 1.3 15.9+0.9 16.3 £0.9 16.3 1.3 16.0 1.7
HCT/% 42.4£3.9 40.6 £3.2 42.5£2.4 41.9 3.0 41.0 £5.8
MCV/fL 56.5+2.6 56.0 £2.5 58.0+£3.7 56.1+1.7 57.6 £3.2
MCH/pg 21.3+0.7 22.1£2.7 22.2+1.8 21.8+1.3 22.6+1.3¢
MCHC/g-dL ™! 37.7+1.5 39.5+4.3 38.4+1.5 38.9£1.5 39.2+2.2
PLT/ x10° L' 1050 145 1026 2.1 1043 115 1077 £183 1009 +238
PT/s 11.1+1.9 10.3 1.6 10.9 £1.7 11.2£1.5 11.0+1.2
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WBC/ x10°-L ™! 11.23 £1.96 13.79 £5.54 13.51 £3.92 14.23 +4.41° 16.70 +4. 84"
RBC/ x 10" -L ™! 5.92+0.59 5.59 £0.61 5.56 £0.42 5.41 £0.57° 5.51+£0.57
HGB/g-dL ™! 12.22 £1.25 11.91 £1.16 11.16 £0.65° 11.27 £1.32 11.46 £1.15
HCT/ % 40.50 £4.09 39.07 +4.17 36.87 £2.90° 36.83 £3.92° 37.63 £5.15
MCV/{L 68.50 £2.56 70.04 £3.83 66.43 £4.41* 68.22 £4.98 68.38 £6.64
MCH/pg 20.68 £0.99 21.44 £2.35 20.11 £1.21 20.93 £2.69 20.83 £1.14
MCHC/g-dL ™" 30.17 £1.04 30.56 +1.71 30.32 £1.00 29.78 £3.20 30.61 £1.57
PLT/ x10°-1.7! 887.58 £138.95 923.83 +137.06 950.17 £98.63 938.67 +131.01 1 018.58 £265.64
T d 210
NS i i 20 Vi 7R X B 2 70 20 FpR) 2 R 0 4k 2

WBC/ x10° -1~ 11.49 £2.81 12.28 £4.61 9.58 +1.75 10.39 £3.29 12.19 £4.34
RBC/ x 10" -1 7! 6.44 +0.66 6.26 +0.32 5.95+0.48 6.20 £0.28 5.89 +£0.47
HGB/g-dL™" 11.90 £0.96 11.82 +1.31 11.28 £0.80 12.07 £1.06 11.40 £1.00
HCT/ % 38.08 £3.08 37.85+3.79 36.17 £3.67 37.82 +3.52 36.18 £3.91
MCV/fL 59.30 £2.57 60.35 £3.64 60.80 £3.69 60.90 £4.05 61.35 +£3.23
MCH/pg 18.52 £0.66 18.82 +1.23 19.02 £1.13 19.43 +1.23 19.37 £0.65°
MCHC/g-dL ™! 31.25 +£0.58 31.20 +1.10 31.28 £1.32 31.92 +0.63 31.58 £1.12
PLT/ x10° - L' 1 006.00 +169.01 885.83 £188.20 833.00 £80.48° 884.17 £167.63 876.17 £170.36
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. d 180

NS X i 21 e PRl I 4 v ) a4 =Rk
ALT/U-L™! 76 £28 61 £17 87 +31 57 =11 51 £24
AST/U-L"! 299 +50 267 +37 310 31 274 %35 266 =79
TP/g-L"! 85.7 4.1 81.8 +4.0° 84.9 5.1 80.7 £5.7° 75.9 +8.0d
ALB/g-L"! 45.5+5.0 46.8 £5.1 45.6 £5.2 40.0 £6.4* 36.2 +6.23"
T-Bil/mol - L~ 1.0+0.5 0.5£0.3° 1.9£1.1" 1.9 £1.2% 2.0+1.5"
D-Bil/mmol-L ™! 0.6+0.3 0.2 +0.3" 1.3 £0.9" 1.1£0.7" 1.5+1.2%
ALP/U-L™! 302 117 354 +56.9 337 57 284 +68° 382 £92
GGT/U-L™! 0.5+0.7 1+0.4 1+0.3 1£0.7% 1.9 £0.9"
GLU/mmol-L ! 4.6 0.6 5.1+0.8 4.9£0.6 5.020.6 5.220.9
BUN/mmol - L ' 7.6+1.2 8.7+1.3 7.7+1.1 6.4+1.6" 7.7£2.2
CREA/pmol - L ™! 29 +7 34 +5 26 +3¢ 28 +5° 30 £7
CHO1/mmol-L ! 2.3+0.7 2.0+0.3 2.0+0.5 2.220.7 2.320.6
TG/mmol-L ™! 0.530.12 0.51 +0.12 0.39 +0.07* 0.40 £0.10* 0.46 +0.23
CK/IU-1.~! 12 753 £2 419 12 825 +1 595 11 329 £2 290 9450 =1 702" 9926 +1 573"
K*/mmol-L ™! 7.1+0.8 6.9+0.6 6.9 0.6 6.7+0.6 6.9+0.9
Na*/mmol+L ™" 151 +4 151 3 148 +2° 148 +2% 148 +3
Cl~ /mmol - L~ 104 +3 107 £2° 106 +1° 107 £2° 105 +4

. d 210

NS i g 21 xR 2 IG5 & 21 v 7 o 1o 7 B2
ALT/U-L™! 88 +51 120 +70 107 +68 193 +179 123 +58
AST/U-L"! 188 £95 227 + 60 235 + 84 319 +207 255 +66
TP/g-L~! 89.9 +31.4 76.7 £3.0 77.6 £7.1 79.6 £6. 1 81.1+8
ALB/g-L~! 50.5 5.7 48.6 £5.0 50.7 6.1 48.4 £4.6 48.7 £6.3
T-Bil/mol-L ! 0.2+3.3 1.2+0.6 1.2 £1.04 1.4+0.9 1.7+0.7
D-Bil/mmol - L ! 1.5+2.8 0.7+0.6 0.7 +0.75 0.8+0.8 1.0+0.5
ALP/U-L™! 291 +149 326 +197 396 +214 274 +67 376 + 143
GGT/U-L™! -2.2%9.5 0.6 +0.52 1£0.7 1+0.3 7+19
GLU/mmol-L ! 6.2 £0.61 6.4+0.8 5.8+0.6 6.0+1.3 6.420.7
BUN/mmol-L " 7.2£0.9 7.8+1.5 7.9 1 8.2£1° 8.9+1.0"
CREA/pmol - 1.~ 20 +4 21 +3 22 +4 24 +3 26 +5™
CHO1/mmol-L ! 2.3£0.6 2.1+0.3 2.2£0.4 2.320.3 2.3:0.4
TG/mmol - L ™! 0.320.08 0.45 £0.14° 0.61 +0.46 0.40 £0.13 0.41 £0.18
CK/IU-L"! 7308 £2 951 9 161 =3 347 8211 =1 504 8 491 =4 062 8 924 +3 028
K*/mmol-L ™! 6.5+0.8 6.2+1.7 6.5+0.5 6.9+0.9 7.0+0.8
Na*/mmol-L " 133 £44 137 36 148 +3 149 =5 147 x4
Cl™ /mmol L' 95 =31 99 +27 105 +2 106 +2 104 +2

KA TIAR W AST, TG J GCT 4 7 1T+, 16 5
RE LA 2 5, (0 76 1E 3 102

R 5 NS X
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RS AYESIETE L 5T S X A G A AL AR B R T

xxs, n=18

. d 180

NS i g2 xR 2l A5 4 41 o) 4 1o 7 A 2
ALT/U-L™! 48.25 +19.31 46.67 +22.66 35.83 £10.74 34.08 +14.36 32.33 £7.99¢
AST/U-L"! 36.42 +19.85 35.83 £28.35 14.67 £7.22 15.08 =6.32" 16.33 £4.25"
TP/g-L"! 58.47 £10.77 61.64 £9.09 55.58 £7.94 54.53 +7.15° 57.53 £5.79
ALB/g-L"! 42.70 +6.24 43.87 +7.69 38.11 £5.65° 41.11 £5.43 44.03 +4.87
T-Bil/mol - L ! 0.08 +0.08 0.09 +0.11 0.06 +0.08 0.09 £0.11 0.14 £0.12
ALP /U-L™! 141.50 +94.35 105.33 £42.02 88.58 £38.27 130.33 £126.67 105.58 £27.88
GGT/U-L™! 8.50 £3.80 8.83 +3.10 9.83 +3.41 12.33 £3.14* 14.50 +8.59*
GLU/mmol-L ! 6.21 +1.01 6.93 £2.63 5.78 +1.31 5.40 +0.48° 5.48 +0.62°
BUN/mmol-L ! 7.45 +1.05 8.59 +2.68 7.55+1.12 7.59 £1.54 8.65 +3.76
CREA/pmol -L ™! 64.83 £15.92 71.92 £23.69 59.83 £11.61 60.67 +10. 80 72.00 +44.15
CHO1/mmol - L~ 1.00 +0.46 1.03£0.53 1.53+1.12 1.83 £0.81" 1.60 +0.91
TG/mmol - L ™! 0.73 +0.36 0.61 £0.28 1.13 £0.99 1.20 £0.72° 2.12+1.72b
CK/IU-L~! 7106.83 +11364.15 1381.17 +1763.28 1874.42 +1448.14 1 048.67 £575.36 839.58 +423.39
K*/mmol-L ! 4.53 £0.88 4.53 £0.79 4.31£0.71 4.26 £0.52 4.54 +£0.71
Na*/mmol-L ! 122.75 £15.45 126.83 £11.57 122.58 £12.82 123.50 £8.80 128.17 £10.38
Cl~ /mmol - L ™! 85.00 £11.33 88.00 £9.33 87.17 £10.52 86.25 £6.76 89.00 +7.71

. d 210

NS i g 21 bRl IG5 &t 21 o) 4 155 7 2
ALT/U-L"! 51.33 £20. 11 52.00 £22.21 72.33 +63.59 53.17 +23.83 45.83 +9.87
AST/U-L"! 33.67 £17.37 33.67 +17.06 71.83 +83.91 24.33 +16.13 20.67 +7.31
TP/g-1L~! 73.33+7.89 72.37 +7.00 70.40 +9.69 67.15 +3.60 65.18 +3.33“
ALB/g-L7! 47.97 +5.21 50.97 +4.98 47.15 +9.40 51.60 +3.09 50.03 +2.20
T-Bil/mol - L ™! 0.32 +0.10 0.30 £0.21 0.33 £0.15 0.33 £0.10 0.33 £0.10
ALP/U-L™! 93.67 £15.54 191.50 £114.93 160.17 +£121.33 226.17 £100. 31 135.83 £48.74
GGT/U-L™! 9.00 +2.28 9.83 +1.47 13.33 £7.23 9.50 £1.22 10.67 £4.50
GLU/mmol-L ™! 6.78 +0.51 10.05 +5.62 7.22 +0.80 6.83 £0.45 7.90 £1.66
BUN/mmol - L ! 7.65+1.16 6.78 £1.62 7.55 +1.30 7.77 £1.03 7.73 £1.17
CREA/pmol -1, ~! 78.17 £11.89 61.83 +7.17¢ 71.67 £11.79 69.33 £4.03* 69.33 £15.77
CHO1/mmol-L ™! 0.82 +0.31 0.93 +0.48 1.76 1. 12 1.38 £0.53 1.39 20.62
TG/mmol - L ™! 0.53 £0.26 0.61 £0.28 1.16 +1.35 0.61+0.53 1.35+0.93
CK/IU-L"! 678.17 £219.33 1006.67 +454.28  1489.00 =1 065.39  474.50 +113.20* 1 091.67 =1 101.90
K*/mmol-L "' 5.07 £0.57 5.65£0.77 4.70 £0.24° 4.95 +0.40 4.83 +0.88
Na*/mmol-L ™! 143.00 +4.82 144.33 £3.50 144.67 £1.97 144.50 £1.05 145.83 £1.94
Cl™ /mmol-L ™! 103.83 +4.07 102.17 £4.58 105.00 +£2.00 104.17 £3.37 105.33 £1.75

2.4 RBLRE

2 Wi

20 25 A R G 00 H PR A A

IEH AL ER . 45253 D H 425 6 A H ALK
S A R (HR) 0 HLE P-R AT QT )

H1 QRS B [A] (P L & R ST BX AT T )% H
o RS R LA S,

IR SOPTE 38
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50 100

= NSHJHRA = NSx§ e
— AR R 80 - -
- [1 1 R
A -
- R

WY A3 H A6 H  REW MW A3 H M6 H A
mm NS4 e NS HEAL
— AR AL AR R
w—EFIEA o fEFFI B
- - R
- AR AR

0
WY A3 H A6 H  REW LHHT BA3TH GH6NH AN

A3 B P-R A/ ;C. QT [a]#] ;D : QRS B} i) ;a: P <0.05,b: P <0.01
5 GZIHT A3 A RS 6 AT DAL RSO0 5 G o TR ) B

2.5 mEFTHA PJESEELHAB 556 A PREEIR LA 6 M 7o KA PN 4% ik 2 20R 78 IE
Ja A MEAR I A MO AR RBOIEIEF RN B EEEN, ARSI

R 6 AN S OE A 2 2 1 M S 56 0 O BRUDE 2 2 KA R xxs, n=5

JUE % 5 NS %} J# 4 R RONE| iR 4k rh 2 o9 71 1k £

O IE i 0.34 £0.01 0.34 £0.01 0.34 +0.00 0.35£0.01 0.35+0.02
i3 0.35+0.01 0.34 £0.01 0.34 £0.01 0.34 £0.01 0.36 +0.03

I Jiig 2.73 £0.08 2.73 £0.08 2.73 £0.07 2.72£0.11 2.64 £0.06
i3 2.69 £0.10 2.73 £0.07 2.67 +£0.08 2.76 +0.06 2.76 £0.09

L i i 0.19 £0.01 0.19 £0.01 0.18 £0.01 0.20 +0.00 0.19 £0.01
i3 0.20 £0.02 0.20 £0.01 0.20 £0.01 0.19 £0.01 0.20 £0.01

it JE i 0.46 £0.01 0.43 +0.04 0.46 £0.01 0.47 +0.03 0.44 +0.03
HfE 0.54 +0.06 0.50 £0.01 0.51 £0.01 0.51 £0.01 0.51 £0.01

i=i3 T 0.63 +0.02 0.62 +0.02 0.63 +0.02 0.63 £0.01 0.63 £0.01
HfE 0.69 +0.16 0.62 +0.02 0.64 +0.02 0.63 £0.01 0.63 +0.02

B R i 0.02 +0.00 0.02 +0.00 0.02 £0.00 0.02 +0.00 0.02 £0.00
HfE 0.03 £0.01 0.03 £0.00 0.03 £0.01 0.03 £0.00 0.03 £0.01

it A i 0.14 £0.07 0.11 £0.01 0.10 +0.00 0.11 £0.02 0.10 £0.03
i3 0.13 +0.06 0.13 +0.01 0.13 £0.00 0.13 £0.02 0.17 £0.00

K ki e 0.57 £0.02 0.57 £0.02 0.56 +0.02 0.59 +0.03 0.57 +0.01
i3 0.70 £0.02 0.72 +0.04 0.71 £0.02 0.71 £0.02 0.69 +0.03

LU/ i 0.99 +0.03 1.01 £0.09 0.98 +0.05 1.01 £0.05 0.99 +0.04
i3 0.05 +£0.00 0.05 £0.01 0.05 +0.00 0.04 £0.01 0.05 £0.01

[ 52 /15y i 0.31+£0.03 0.32+0.02 0.29 +0.03 0.33+0.05 0.30 +0.04
i3 0.26 +0.05 0.27 £0.02 0.26 +0.06 0.29 £0.11 0.28 £0.01
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R T ORYESIAE ST 45 2 M S0 A E A 2R B R x*s,n=3
JUE 2% 5 NS Xf R 2 R 6 HE 4 IR0 & 21 o) 4 1o 7 o 4
i i 0.30 £0.11 0.27 £0.02 0.27 £0.06 0.26 £0.02 0.26 £0.02
M 0.28 +0.07 0.27 +0.03 0.26 £0.02 0.30 £0.01 0.30 £0.07

T i 2.86 £0.63 2.74 £0.38 2.71 £0.80 2.75 +£0.43 3.00 £0.27
M 2.59 +£0.17 2.64 £0.33 2.65 +0.34 3.13 +£0.41 3.22 £0.90
e T 0.05+0.03 0.05 +£0.01 0.04 £0.01 0.06 £0.02 0.06 £0.03
Jiiid 0.06 £0.01 0.07 £0.04 0.05 +£0.02 0.08 +0.04 0.05 +£0.01
il ik TifE 0.47 £0.07 0.47 £0.04 0.70 £0.36 0.57 £0.10 0.54 £0.05
M 0.51 £0.03 0.41 £0.05 0.58 +0.14 0.90 +0.32 1.74 £2.08

B Tife 0.55+0.09 0.48 +0.03 0.55+0.04 0.74 £0.22 0.71 £0.09*"
Jiiid 0.51 £0.03 0.67 +0.28 0.64 +0.25 0.72 +0.26 0.59 +0.09

R e 0.01 £0.00 0.02 +0.00 0.02 +0.00 0.02 +0.00 0.02 +0.00
Jiiid 0.02 +0.01 0.02 +0.01 0.02 +0.00 0.02 +0.00 0.02 +0.00
i i 0.11 £0.05 0.14 +0.11 0.10 £0.10 0.14 +0.08 0.05+0.03
Jiiid 0.07 £0.05 0.19 £0.20 0.16 £0.07 0.09 +0.03 0.09 +0.03

Kk i3 0.28 +0.04 0.25+0.03 0.33 +0.02" 0.32 +0.02 0.31 £0.02"
M 0.26 £0.02 0.28 £0.05 0.27 £0.03 0.27 £0.02 0.29 £0.02
2251/ 5P I 0.15+0.08 0.16 £0.04 0.16 £0.09 0.16 £0.03 0.17 £0.01
M 0.01 £0.00 0.02 £0.00 0.02 £0.00 0.02 £0.00 0.02 +0.00

[t 8/ 7 i3 0.17 £0.07 0.21 £0.06 0.16 £0.05 0.16 £0.00 0.15+0.02
M 0.31 +£0.13 0.31 £0.08 0.26 £0.13 0.39 £0.15 0.24 £0.08

SR xt B a: P <0.05
WERHP UL - 425 6 1R AP BURIERAY o s T SO 90 8 0 00 5 A 2 Y S 2L 048 M 3

%‘{%)ﬂ:ﬂﬁﬂjIﬂﬂiﬁﬂ?éﬂiﬂﬁﬁéf#mﬂqﬂ”’“‘féﬁﬂabﬂb‘”*
/N DN B AR DX A 3R 9 5 0] B R
IXIEHJ?‘?‘HJ@'H‘@‘B%‘@VZEHH@‘&YII]; S B zh Wy i 4
2 SR BEAT AR R R AN IR T A, R 2 BB P A%
SCERE KRN R UL A& AE i 3 18] B s oK DL 1 e ¢

AIEH BRI

PE ) 18 P R

i, FAAEESR I ER 8 T3k 9.

Al B 82 % 5T

P B AL o kAR OK
REAS P KRR 20 0 0 8 e L /N L BEOK R
Qﬂiﬂﬁ/iil‘fﬁﬂki@%ﬂifﬂ]?ihﬁ"*ﬁ’l
JLTAE AR v B B 3h 4 8 3 T s ) A AR

xR 8 ARYETITE T AT 45 2 F M S5 vh R BUNE £ 1 B AR b
d 180 d210
Ik 7% G HE 75 4L,
NS XM WA R ) 5 A NSMHHR WA TR o R
i3 SO JJURE A BE [ 1 SR 5E 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
NN RS 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
JIF I JFF 20 0K s 2/10( +)  1/10( +) 0/10 2/10( +)  2/10( +) 1/10(+) 1/10( +) 2/10( +) 2/10( +) 1/10( +)
20 G 15 1/10( +)  1/10( +)  1/10( +) 0/10 1/10( +) 0/10 0/10 0/10 0/10 0/10
A0 A S 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
TR X 9 A0 i 0/10 0/10 1/10( +) 0/10 0/10 0/10 0/10 0/10 0/10 0/10
W i NG R KREAEE 17100 +) 0/10 0/10 1/10( +)  1710( +)  2/10( +) 1/10( +) 2/10( +) 1/10( +) 3/10( +)
W RS R AR 1100 +)  2/10( +)  2/10( +)  1/10( +) 1/10( +) 2/10( +) 3/10( +) 2/10( +) 2/10( +) 1/10( +)
il Jil g 44 48 1 2/10( +)  3/10( +) 0/10 2/10( +)  2/10( +) 1/10( +) 2/10( +) 3/10( +) 4/10( +) 1/10( +)
ES ¥ BaaR-2 1/10( +)  1710( +)  1/10( +)  2/10( +) 2/10( +) 0/10 0/10 0/10 0/10 0/10
PN ALK IR IE 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
I T 240 i 2545 0 I 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
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448
4180 d210
JIE £ i HLE Ak
NS B WS AR R o A NSXHHE AR AR P R
IR Ik i/ 2 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
S A 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
wes  ERPOHEE 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
AR R VA AR 8/10( +) 10/10( +) 8/10( +) 10/10( +) 10/10( +) 1/10( +) 0/10 0/10 1/10( +) 2/10( +)
18 Pk 52 40 ¥ e 8/10( +) 9/10( +) 9/10( +) 10/10( +) 10/10( +) 1/10( +) 1/10( +) 1/10( +) 1/10( +) 2/10( +)
TEAEEE AR kR4 A 5 0 ~1/3,1/3 ~2/3,2/3 ~3/3; 00 : x3 ~6; K@ i HE4r: +, + +, + + + (F[)
R RYEBIE T AT A 2 M S0 K AR AR e B A L
d 180 4210
JIE £ i ELE Ak —
NSHFEE WS AR o fe5 77 SIS D S 1 574 PR R
O O LA A 3 42 IR 5E 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
AL LG 105 A2 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
JHF JFF 40 K i 22 A 1/6(+) 1/6(+) 1/6(+) 1/6(+) 1/6(+) 0/6 1/6(+)  1/6(+) 0/6 0/6
2 L B W A 1/6(+)  1/6(+) 1/6(+) 1/6(+) 1/6(+) 0/6 0/6 1/6( +) 0/6 1/6( +)
2 IR 5 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
IV X4 40 M 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
e VNS B EORREERE 1/6(+)  1/6(+) 1/6(+)  1/6(+)  1/6(+)  1/6(+) 0/6 1/6( +) 0/6 1/6( +)
MIFEERMEER  2/6(+)  1/6(+)  1/6(+) 1/6(+) 1/6(+) 1/6(+) 1/6(+) 1/6(+) 1/6(+) 1/6(+)
i ik Ji 360 4 1 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
KRRMIRE KR 1/6( +) 0/6 0/6 1/6(+) 1/6(+) 1/6(+) 1/6(+) 1/6(+) 1/6(+) 0/6
K i WAL IR 3R 3E 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
& T 400 L 45 49 T I 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
e T/ 35 4 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
SN G A 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
wes AERPOHEE 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6 0/6
WAL AP 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+)
18 1 58 40 L 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+) 6/6(+)
it w NOAEL) %% 2 000 mg-kg ' (162. 6 1% Tk K45

i) | F KA 25 1) NOAEL 3144 500 mg-

B s AR 92 B A Y S TS A A AR BB
VA 245 90 X B A8 152 PR 1) 222 4 P A T R R B AR e
TE 30 49 52 56 vh A AR] AP PR b 450 B IR A O T R 2l
F 22 A, N A0 i R A A G FOR 38 R, AR
WF 58 3 B 2 4 24 J7 3 R BIR B2 b A U 245 ) 35
B B 8 LAVPAN A Gt SEAE X /I B AR 5K 45 24 3 1 R0
KBS 5 25 R, IR BB Hoe Ay H Y %005
BT E K 2 B R 245 i U b e R 3R
FDA AT, g A 2 5548 7 v [ R 56 [ i ) AR 41k | i
St TR R PR T B

ARG TR ST AE R /N B 45 25 19 T
|l WA FEAE FH K F (no observed adverse effect level ,

<4

[m]
mifr
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ke (161.3 fE FIGIRA L) .

GINCRAESE AT AT e I N R DR (i1
4 (40 mg-kg ™) IR 4L (100 mg-kg ™) |5
4 (200 mg-kg ") XF K R T IS4 20, SRR
(30 mg-kg ') (I (60 mg-kg ") A
(150 mg-kg ") MR FENAL, qd, EEH
256 A H EZPMEEWE 1N H o BSEER S R UL .
O 7o 7] 2 21 A Hp ) 2 2 24 R BOR BRI E K Ok
g% X MEME R B R K A5 25 IR T Ik . A
o 2 AT BOR A EE Y KSR A5 2 JE nT ER Ar R R
T A% R BRI R R A2 AR 1 . KA
KA — R B0 (O ARAE AT R 16 3 VIR B AROK



FEAE PR IR AR A3 0 55 ) oK WL 45 25 G I BH B 7
PR, {845 25 40 LA e o B8 20 (1 Bz R T 5 45 25 38 A
By B R AE SN o @ I8 2 A0 AR AR 48 Br G R B
425 6 A H JE, KR 403 53 48 45 i1 WBC,
HGB,TP,ALB, TG 5 B AE G it 2 & X 5 NS X} 1]
A 25 E I TE IEF B A B B P, LV 570 6 HE 4
A5 AHARLY T B R B, B0 R 3O R0 B0, T JE 24
PR . 1525 1 A JE, LIRS PR IR IEH .
@ MHEH SUF R A, R KIS 25 WA DG i A8, HoAH
SRR PRI e IE R R M B s . K6 A
A &5 4525 NOAEL 54 & 200 mg-kg ™', F % 6 4>
H #4452 NOAEL 7454 150 mg-kg ™',

25 LT AR 2 SRR A e PR A AR ST O
Il R I FHHR A T 2 25 K4, [R] B A i PR gk — 25
N B R A Al o AR IE o BT S 4 2 5K
i KBRS 0L 24 ) 35 B Bk R R R A ) I A
PEPPA SR HE T — P RE 2 B AF 58 O 1, A 0 2 S0 I
25 IF K, LA D R T 2 I PR A5 5K
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