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Abstract Objective:

monoclonal antibody injection in cynomolgus monkeys in order to investigate the tolerance of the animals,

To conduct a study on single dose toxicity of recombinant anti-CD52 humanized

toxicity and severity of the injection and target organs of drug toxicity, and then the safety was evaluated.
Methods: Eight cynomolgus monkeys with CD52 antigen negative on erythrocyte surface were selected by flow
cytometry screening for the single dose toxicity study. All monkeys were randomly divided into four groups,
including the vehicle control group and 3, 10, 30 mg-kg' dose groups with 2 monkeys in each group, one
male and the other female. The drug was administered intravenously for once. During the trial period, clinical
symptoms and food intake by animals were observed every day. Body weight was measured once a week. On the
2nd, 8th, and the 15th day, the peripheral blood of animals were collected for clinical pathological examination,
including hematology (coagulation included) and serum biochemistry (electrolyte included). On the 2nd, 6th, 8th,
15th and the 21st day, peripheral blood were sampled for counting the T lymphocyte, subsets and B lymphocytes.
On the 22nd day after administering drugs, animals were necropsied, and gross pathological examination was
performed. Results: Decrease in leukocyte, lymphocyte, monocytequantity and proportion, T lymphocyte and
its subsets were found in 10 mg-kg" and 30 mg-kg" test groups after administering drugs. These changes were
considered as related to the immunosuppression of the drug. The test article also caused increases in reticulocyte
quantity and proportion and total bilirubin and decrease in hemoglobin concentration. Conclusion: After the
cynomolgus monkeys were administrated with 3, 10, 30 mg-kg"' recombinant anti-CD52 humanized monoclonal
antibody injections, the test article was well tolerated in animals. The maximum tolerance dose was 30 mg-kg.
The doses and the related toxicological findings of this study provide references for a future long-term toxicity
study.

Keywords: CDS52 antigen; monoclonal antibody; cynomolgus monkey; single dose toxicity; safety assessment
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2 CD52 kg
I/ (mg - kg™") k7R o F1d % 8d %15d %21d
0 FO01 3.10 3.08 3.18 3.22 3.20
M001 3.68 3.76 3.62 3.82 372
3 F002 3.00 2.90 3.04 3.02 2.96
M002 2.90 2.94 2.82 2.96 2.90
10 F003 2.46 2.52 2.46 2.58 2.54
M003 2.64 2.70 2.56 2.76 2.76
30 F004 3.76 3.70 3.66 3.92 3.80
MO04 3.22 3.30 3.10 3.28 3.34
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3 CD52
Ef=0a R/ (mg-kg') W5 Kl %2d %8d %15d
WBC/ (10° - L") 0 F001 12.67 12.30 11.15 10.09
M001 12.49 10.86 10.91 10.39
3 F002 14.59 14.33 19.82 12.69
M002 12.14 7.82 9.01 10.42
10 F003 10.00 6.73 6.53 7.93
M003 9.89 10.39 5.13 6.38
30 F004 10.86 5.51 5.61 6.14
M004 15.04 10.13 4.98 5.81
Neut/ (10° « L") JEH 4 /1% 0 F001 5.43/42.9  7.74/62.9 4.82/43.2 6.41/63.6
M001 5.53/443  6.38/58.7 6.12/56.1 5.00/48.2
3 F002 2.11/144  5.84/40.8 6.33/31.9 4.33/34.1
M002 5.90/48.6  3.35/42.8 4.07/45.2 4.54/43.5
10 F003 1.73/17.3  4.62/68.6 2.17/33.3 3.75/47.3
M003 3.32/33.6  6.51/62.6 3.69/71.9 3.89/61.0
30 F004 5.03/463  4.22/76.6 3.89/69.3 4.34/70.6
M004 499/332  6.52/64.3 3.45/69.1 2.75/47.3
Lymph/ (10° - L") K A4 /% 0 F001 6.47/51.0  4.05/33.0 5.82/52.2 3.33/33.0
M001 6.39/512  4.14/38.1 4.35/39.9 4.93/47.5
3 F002 7.66/52.5  7.04/49.1 10.55/53.2 7.42/58.5
M002 5.69/46.9  3.90/49.9 4.02/44.6 5.23/50.2
10 F003 7731773 1.93/28.6 3.95/60.6 3.89/48.7
M003 6.07/61.4  3.57/34.4 1.06/20.6 2.10/33.0
30 F004 5.17/47.6  1.11/20.1 1.36/24.2 1.33/21.7
MO004 8.99/59.8  3.42/33.7 0.87/17.4 2.29/39.4
Mono/ (10° « L") K H 4L /% 0 F001 0.40/3.2 0.39/3.1 0.27/2.4 0.20/2.0
MO001 0.23/1.8 0.21/1.9 0.25/2.3 0.26/2.5
3 F002 0.98/6.7 0.50/3.5 0.99/5.0 0.56/4.4
M002 0.27/2.2 0.40/5.1 0.33/3.7 0.38/3.7
10 F003 0.29/2.9 0.11/1.7 0.22/3.4 0.19/2.4
M003 0.22/2.3 0.13/1.3 0.21/4.1 0.20/3.2
30 F004 0.41/3.7 0.08/1.4 0.20/3.6 0.31/5.1
M004 0.83/5.5 0.11/1.0 0.50/10.0 0.62/10.7
zhgysh
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3
Febr Fl/ (mg - kg') S gl 2d #8d % 15d
Eos/ (10° « L") K EH4TH 1% 0 F001 0.27/2.1 0.05/0.4 0.17/1.5 0.10/1.0
M001 0.22/1.8 0.07/0.7 0.14/1.3 0.13/1.2
3 F002 3.66/25.1 0.78/5.5 1.68/8.5 0.25/2.0
M002 0.16/1.4 0.08/1.0 0.47/5.2 0.17/1.6
10 F003 0.11/1.1 0.02/0.3 0.09/1.4 0.06/0.8
M003 0.19/2.0 0.13/1.3 0.09/1.8 0.14/2.2
30 F004 0.19/1.8 0.07/1.3 0.14/2.5 0.14/2.3
MO004 0.09/0.6 0.05/0.5 0.06/1.2 0.04/0.6
Baso/ (10° - L") K E4rH 1% 0 F001 0.04/0.4 0.03/0.2 0.04/0.3 0.02/0.2
M001 0.04/0.3 0.03/0.3 0.02/0.2 0.02/0.2
3 F002 0.10/0.7 0.06/0.5 0.12/0.6 0.06/0.4
M002 0.04/0.3 0.02/0.3 0.04/0.4 0.04/0.4
10 F003 0.05/0.5 0.02/0.3 0.02/0.3 0.02/0.2
M003 0.03/0.3 0.02/0.2 0.01/0.2 0.02/0.3
30 F004 0.03/0.2 0.01/0.3 0.01/0.2 0.01/0.1
M004 0.06/0.4 0.03/0.3 0.02/0.3 0.05/0.9
RBC/ (102 - L") 0 F0O1 5.50 471 5.22 5.58
M001 5.67 5.02 5.30 5.72
3 F002 6.47 5.02 5.13 5.46
M002 6.12 5.39 6.02 6.26
10 F003 6.08 6.61 5.15 5.33
M003 6.75 4.44 541 6.05
30 F004 5.38 6.15 4.77 5.30
M004 5.91 527 3.95 4.71
HGB/ (g L) 0 F001 133 123 128 139
M001 143 132 137 146
3 F002 163 129 130 136
M002 137 124 137 143
10 F003 139 158 117 121
M003 153 104 123 143
30 F004 135 155 118 133
M004 143 123 93 121
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Ei N R/ (mg-kg') WS Kl %2d % 8d % 154d
HCT/% 0 F001 443 38.2 43.0 45.7
M001 44.7 39.1 42.0 455
3 F002 53.6 41.7 426 455
M002 48.5 412 47.1 48.8
10 F003 47.1 522 40.1 415
M003 51.8 334 41.1 46.3
30 F004 437 482 38.2 435
M004 50.6 42.8 34.8 43.0
MCV/L 0 F001 80.6 81.1 82.4 82.0
M001 78.9 77.9 79.3 79.6
3 F002 82.8 83.1 83.1 83.4
M002 79.3 76.5 783 78.0
10 F003 77.4 78.9 77.8 77.8
M003 76.7 75.1 75.9 76.5
30 F004 81.2 78.5 80.2 82.0
M004 85.6 81.2 88.0 91.3
MCH/pg 0 FO01 24.2 26.1 24.4 24.9
M001 252 26.3 25.8 255
3 F002 25.2 25.7 25.3 24.9
M002 223 23.0 227 22.8
10 F003 22.8 23.9 22.8 22.7
M003 22.6 234 22.7 23.6
30 F004 25.1 252 24.7 25.0
M004 24.2 234 235 25.7
MCHC/ (g- L") 0 F001 300 322 296 304
M001 320 338 325 321
3 F002 304 310 305 298
M002 282 300 290 292
10 F003 294 303 293 292
M003 295 312 300 308
30 F004 309 321 308 305
M004 282 288 267 281
zhgysh
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3
Bt R/ (mg-kg') WS Kl %2d % 8d % 154d
PLT/ (10’ - L) 0 F001 341 383 396 355
M001 401 373 446 410
3 F002 206 312 362 361
M002 291 340 290 355
10 F003 230 171 348 300
M003 421 576 520 530
30 F004 380 180 432 419
M004 319 211 324 411
MPV/L 0 F001 102 10.3 10.4 10.1
M001 8.2 7.8 8.3 7.8
3 F002 8.9 8.6 95 9.6
M002 9.6 8.7 9.1 8.9
10 F003 12.0 115 11.0 10.6
M003 93 8.6 8.7 9.1
30 F004 8.5 8.8 8.6 8.3
M004 10.6 93 9.6 102
Retic/ (10"« L") K E S 1% 0 F001 0.069/1.2  0.060/1.3 0.074/1.4 0.090/1.6

MO001 0.052/0.9 0.063/1.3 0.083/1.6 0.091/1.6

3 F002 0.023/0.4 0.037/0.7 0.088/1.7 0.058/1.1
M002 0.075/1.2 0.073/1.4 0.161/2.7 0.104/1.7

10 F003 0.049/0.8 0.126/1.9 0.106/2.1 0.119/2.2
MO003 0.069/1.0 0.059/1.3 0.152/2.8 0.127/2.1

30 F004 0.070/1.3 0.080/1.3 0.172/3.6 0.119/2.2

MO004 0.091/1.5 0.020/3.8 0.469/11.9 0.295/6.3

PT/s 0 FOO01 8.5 8.7 8.3 8.4
MO001 8.6 9.4 8.7 8.6

3 F002 8.8 9.0 8.4 8.5

MO002 8.8 9.1 8.7 8.9

10 F003 9.3 9.3 9.1 9.4

MO003 8.4 9.9 8.5 8.4

30 F004 9.0 10.8 9.2 9.0

M004 9.3 115 9.3 9.9
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APTT/s 0 F001 19.1 17.9 17.1 15.1

M001 18.6 19.2 18.5 17.5

3 F002 20.2 19.5 17.6 17.5

M002 16.3 17.6 16.5 17.2

10 F003 20.2 20.8 19.0 17.7

M003 17.8 19.4 17.1 16.6

30 F004 18.5 224 18.0 17.6

M004 21.9 24.9 193 19.6

ML A AR F A T RG # 452R o R A% 5 2 B
) %) 2% T A I RE 25 2R 43 03 5 B ARG B ST e 4
SR, I HA5 A [ A O R 2 s ) e &%

TS FRA W 25 1E . 10 mg + kg ' HI30 mg + kg5
A, W (HEMEM004 ) ALT. ASTTHE, HZE
S TBILT s HABFE bR A W AR b $ (L

Wi, WA TZIAY)E, 3 mg - kg FIEAHL F4) .
4 CD52
£t FE/ (mg -« kg™) LY/ Her 3z 1] #52d % 8d %5 154d
ALT/ (U - L") 0 F001 54 70 48 43
M001 43 135 58 33
3 F002 52 77 60 53
M002 47 73 38 28
10 F003 60 73 76 44
M003 62 135 46 37
30 F004 181 130 51 55
M004 81 245 72 49
AST/ (U - L") 0 FOO1 32 84 31 29
M001 26 216 31 34
3 F002 28 96 32 35
M002 43 111 37 39
10 F003 32 94 38 37
M003 33 360 34 38
30 F004 57 201 34 43
M004 43 765 47 50
zhgysh
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4
£zt FiE/ (mg « kg™) EIE7/RS 2 ] %52d %5 8d %5 154d
ALP/ (U- L") 0 F001 159 146 146 174
M001 328 241 230 237
3 F002 227 178 183 187
M002 459 440 486 461
10 F003 244 208 204 238
M003 392 472 484 550
30 F004 194 171 165 164
M004 632 520 498 547
CK/ (U - L) 0 FO01 184 461 184 123
M001 176 12819 153 134
3 F002 269 1241 175 205
M002 218 570 156 138
10 F003 238 3874 147 161
M003 176 4587 127 142
30 F004 162 5328 158 246
M004 525 760 303 262
GGT/ (U - L) 0 F001 30.67 29.69 30.20 33.43
M001 85.52 59.85 56.76 57.65
3 F002 4325 41.64 4139 41.80
M002 74.94 87.10 85.53 86.89
10 F003 62.54 55.81 56.20 58.21
M003 60.05 72.69 59.30 67.92
30 FO04 58.45 64.98 51.12 52.38
M004 98.79 102.68 67.88 76.67
LDH/ (U - L") 0 FOO1 380 717 389 362
M001 371 1814 455 514
3 F002 242 725 335 331
M002 478 1145 551 505
10 F003 398 1226 646 684
M003 463 3247 613 460
30 F004 481 2577 717 694
M004 484 6510 1001 790
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FEAR Mt/ (mg - kg") s Krpety] H2d 4 8d #15d
TBIL/ ( pmol + L") 0 F001 3.23 3.91 2.83 2.79
MO001 3.28 5.58 3.63 3.82
3 F002 3.04 3.97 3.20 3.38
M002 2.80 4.10 3.38 3.14
10 F003 2.95 5.80 3.79 3.36
MO003 4.14 28.24 4.78 4.84
30 F004 4.12 28.58 3.92 3.87
MO004 2.84 23.41 4.88 4.36
BUN/ (mmol « L") 0 F001 6.5 5.8 6.5 5.8
MO001 5.4 7.9 7.5 8.0
3 F002 6.3 5.6 7.1 55
M002 5.4 4.5 4.9 5.3
10 FO03 6.2 6.1 7.0 6.9
M003 6.2 6.0 6.2 7.2
30 F004 6.9 7.8 6.8 7.7
M004 7.8 6.9 59 59
CRE/ ( wmol * L) 0 FOO1 39 29 38 37
MO001 39 37 37 32
3 F002 46 35 42 42
M002 28 25 31 26
10 F003 35 28 32 30
MO003 27 26 30 27
30 F004 43 40 38 35
M004 47 44 43 40
GLU/ (mmol + 1) 0 F0O01 7.04 3.48 8.14 2.48
MO001 4.52 3.62 3.42 3.11
3 F002 5.56 4.76 6.04 6.48
MO002 6.23 5.30 5.86 5.27
10 F003 6.22 4.48 5.16 3.47
M003 6.86 4.52 4.20 4.55
30 FO04 5.72 3.46 3.19 3.02
MO004 8.64 4.00 5.05 5.09
zhgysh
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4
E1an Ft/ (mg - kg') s it 524 % 8d % 15d

CHO/ (mmol - L) 0 FOO1 273 2.52 3.02 3.09
MO001 3.68 3.54 3.76 470

3 F002 2.99 2.49 276 3.11

MO002 3.08 3.16 3.46 373

10 F003 438 428 401 441
M003 351 333 3.66 3.96
30 F004 251 2.22 251 2.80

MO004 2.73 2.39 2.87 2.93

TG/ (mmol + L) 0 F001 0.25 0.31 0.23 0.59
MO001 0.79 0.23 0.96 0.94

3 F002 0.45 0.50 0.61 0.47
MO002 0.40 0.26 0.23 0.20
10 F003 0.49 0.41 0.68 0.60

M003 0.24 0.25 0.22 0.29

30 F004 0.15 0.25 0.24 0.47
MO004 0.39 0.18 0.15 0.47

TP/ (g+ L") 0 F001 713 75.8 732 79.4
MOO1 76.8 782 80.3 86.4

3 F002 67.2 71.1 69.6 735

MO002 68.0 70.1 71.1 73.6

10 F003 70.2 715 68.7 732

M003 725 76.3 75.1 85.2

30 F004 732 80.8 74.6 80.4

M004 78.1 72.8 715 81.4

ALB/ (g- L") 0 F0O1 40.8 42,0 40.8 436
MO001 53.0 53.9 56.5 574

3 F002 412 41.7 422 443

M002 44.6 46.3 483 47.0

10 F003 452 45.6 46.0 46.5

MO003 489 493 499 527

30 F004 44.4 46.6 475 482

M004 50.0 44.7 47.7 51.0
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Eiztan FlE/ (mg - kg") )LY/Res Tor e %2d % 8d % 15d
AIG 0 F001 1.34 1.24 1.26 1.22
MO001 223 222 237 1.98

3 F002 1.58 1.42 1.54 1.52

MO002 1.91 1.95 2.12 1.77

10 F003 1.81 1.76 2.03 1.74

M003 2.07 1.83 1.98 1.62

30 F004 1.54 1.36 1.75 1.50

MO004 1.78 1.59 2.00 1.68

TIgA/ (g - L) 0 F0O1 1.18 112 1.10 1.19
MO001 1.04 0.98 1.12 1.29

3 F002 1.06 1.04 1.02 1.05

MO002 0.74 0.65 0.67 0.67

10 F003 1.07 0.88 0.79 0.91

M003 0.73 0.65 0.62 0.75

30 FO04 0.74 0.73 0.66 0.75

MO004 1.15 1.10 1.09 1.51

1eG/ (g - L) 0 FOO1 9.35 9.92 9.92 10.59
MO001 591 5.30 5.89 6.43

3 F002 7.96 8.37 8.24 8.53

MO002 5.89 6.00 6.27 6.49

10 F003 5.93 5.98 5.61 6.08

M003 6.28 6.78 6.68 8.34

30 F004 10.39 10.53 9.27 10.04

MO004 8.70 7.24 7.15 8.59

IgM/ (g- L") 0 F001 1.14 1.13 1.25 1.20
MO001 1.04 1.08 1.23 1.24

3 F002 1.72 1.71 1.72 1.71

MO002 1.07 1.07 1.16 1.09

10 F003 0.86 0.82 0.95 0.89

M003 1.36 133 1.48 1.65

30 F004 113 118 1.19 1.15

MO004 1.27 112 118 1.22
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4
abs HlE/ (mg - kg") EIL7/R5 oz 2d i 8d 5154
€3/ (g L) 0 FOO1 1.12 1.24 135 128
MO001 1.25 1.09 1.22 1.20
3 F002 1.09 125 125 1.14
M002 0.99 0.96 1.04 0.97
10 F003 1.05 1.14 115 1.16
M003 1.13 0.93 1.35 127
30 F004 1.07 1.26 1.29 1.20
MO004 122 0.82 1.31 118
c4/ (g 1) 0 FOO1 0.21 0.30 0.28 0.30
MO001 0.19 0.19 0.21 0.21
3 F002 0.27 0.39 0.31 0.27
MO002 0.38 0.36 0.39 0.34
10 F003 0.23 0.32 0.27 0.32
MO003 0.27 0.16 0.37 0.38
30 F004 0.19 0.29 0.26 0.26
MO04 0.23 0.16 0.39 0.33
K*/ (mmol + L) 0 FOO01 435 5.03 426 429
MO001 450 426 437 4.66
3 F002 3.75 3.77 3.98 4.06
M002 3.97 4.96 453 441
10 F003 421 4.52 4.16 4.06
MO003 3.78 482 485 479
30 F004 453 4.19 413 423
MO004 467 498 5.14 5.46
Na*/ (mmol = L") 0 FOO1 149.4 147.7 146.0 147.6
MO001 148.7 1473 149.3 148.0
3 F002 147.8 149.2 148.8 149.6
MO002 151.6 149.4 151.6 149.1
10 F003 149.8 150.4 1485 147.1
M003 150.8 152.4 150.9 150.5
30 F004 148.7 149.1 149.7 148.1
MO004 155.2 149.8 153.8 153.2

zhgysh [INESE PHARMACEUTICAL AFFAIRS ’?7 AR 2



1162 2022 10 36 10

4
fabr Fik / (mg - kg™") EIL7/R52 e §2d 4 8d H15d
CI7 (mmol - L") 0 FOO1 99.7 104.7 103.2 101.2
MOO01 97.2 102.9 100.3 97.1
3 F002 98.8 106.2 104.6 102.2
M002 100.3 104.0 104.8 99.0
10 F003 99.2 108.2 106.7 99.0
MO003 100.3 105.6 105.3 100.6
30 F004 99.0 105.6 106.1 100.4
MO004 99.7 104.1 105.7 100.5
2.4 3 mg * kg FIE L A1 E LT AN B A 7K SR WL HH

ARSI PRI E 45 R0 BAEk; 10 mg « ke ' F130 mg - kg 4], CD3'T4H
H B e s R teds, I - SHIERIEGX 2. CD3'CD4 T4 . CD3'CD8 T4Hffl ., CD4*/CD8"

B BN E SR L . shW%GT i Ll E , FLEY R, BARf/KFEICH B84k (WLES) .
5 CD52
et MR e kw24 Sed  sd Hisd Ho2rd
(mg - kg™)
CD3"T 4t /% 0 FOO1 10.56 10.49 15.26 9.43 6.88 9.26
MOO1 19.59 11.68 20.57 13.02 14.18 13.51
3 F002 16.74 10.05 11.52 9.18 9.99 10.54
MO002 12.41 14.42 10.23 9.24 10.16 10.89
10 F003 15.08 5.36 6.75 5.96 4.58 5.09
MO003 16.79 8.75 4.65 2.36 2.28 7.36
30 FOO4 15.76 4.81 4.74 2.69 2.24 2.63
MO004 17.58 8.42 2.40 1.81 1.43 3.61
CD3*CD4'T 41t /1% 0 FOO1 8.06 7.73 11.05 6.97 4.51 6.91
MOO1 9.65 6.89 10.86 6.81 7.97 7.43
3 F002 7.95 5.26 5.74 4.59 5.08 5.18
M002 5.63 5.89 3.99 3.41 2.81 3.55
10 FOO03 6.80 1.78 1.94 1.59 1.09 1.56
MO003 9.29 3.82 0.93 0.48 0.54 1.42
30 F004 10.80 2.58 1.56 1.03 1.02 1.10
MO004 9.97 4.58 0.67 0.56 0.37 1.20
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5
. e/
E{=Ean . s K %2d %6d H8d  H15d fE21d
(mg - kg™)
CD3'CDS'T 4ilfid /% 0 F0O01 2.50 2.76 421 2.46 2.37 2.35
M001 9.94 4.79 9.71 6.21 6.21 6.08
3 F002 8.79 4.79 5.78 4.59 4.91 5.36
M002 6.78 8.53 6.24 5.83 7.35 7.34
10 F003 8.28 3.58 4.81 4.37 3.49 3.53
M003 7.50 4.93 3.72 1.88 1.74 5.94
30 FO04 4.96 2.23 3.18 1.66 1.22 1.53
M004 7.61 3.84 1.73 1.25 1.06 2.41
CD4/CD8" LLfE 0 FOO1 3.22 2.80 2.62 2.84 1.90 2.94
M001 0.97 1.44 1.12 1.10 1.28 1.22
3 FO02 0.90 1.10 0.99 1.00 1.03 0.97
M002 0.83 0.69 0.64 0.59 0.38 0.48
10 F003 0.82 0.50 0.40 0.36 0.31 0.44
MO003 1.24 0.77 0.25 0.26 0.31 0.24
30 F004 2.18 1.16 0.49 0.62 0.83 0.72
M004 131 1.19 0.39 0.45 0.35 0.50
CD3°CD20°B 4l /% 0 F0O01 1.72 5.19 2.64 5.88 3.59 4.80
M001 7.99 8.35 6.73 5.10 8.07 6.91
3 F002 18.12 16.81 14.14 15.67 23.31 19.97
M002 6.98 6.91 6.33 8.13 9.05 7.45
10 F003 18.33 13.85 12.51 16.80 2137 19.95
MO003 8.05 7.32 3.92 3.87 7.35 9.09
30 FO04 10.00 10.88 7.30 8.66 7.17 7.55
M004 12.80 12.57 4.01 4.84 9.08 7.80

2.5

XS AT AR A, RIS 45 T 2 A

ESIPNESS il GO
3

3.1 CD52

WFFE R, SR A S 2H 21 5 S S5 36 B 16
EE A SRS YR, 8 E BT AR S S o AR
ARKEFHY M, g b KRB sk
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iSRS . AR IE I CDS 2B A R B
Xof FEGTAR R AR e MR REAS R LT A0, A3 Hrdmic
e DI R < B/ U105 o W M E o (= N e v
FUE RS, YIS, HIEreA B, FIH
2T 8 S Wy FE AR SE B A, A SCk! e
B AR FE Y, — LS = R 2T 4 A vk
[iipris LY U RTA L & A DU oy oy da e AR L) U -
XAy FRPERIBAMEREA . AR5, i shITEsh 24
Ji A LS8 W AR, I TR A A v o DL 2T 4
FEE M ASFREA Ak, U sh A I & A 1 1
JLIE o ASHIEE H s AR R e, AT AP |
VB ML 05 6 1 2T 40 M CD S 240 SR B M SE 3 3, %
J7 S HAECDS 2P A e 58 i) il H
3.2

RILE R DR, WA T3 mg - kg ik,
RN THE bR A DL Ak . Sh45 710 mg - ke
o #30 mg - kg 'ZiAY, HEIWBC, Lymphf#E T
B, 5255515 AR ; Monof T NFE, 42556
8 VKB FNEE; TN E S /2 A0 I e T %,
P2 WA . LR S 2 s K
AR SR 258 E AR S Sh 20 A
PUTBILT} R . ReticThHE ATHGB R R, $/R 78K
BRI TP TR B O X SR AR A AR L. JFH, Y
KRS E A EA TR L S EUE, Dk shiy
MBSET- AR 245 00 . FoTiia), SEgi A b me 2
I RS RN W T A, S8 20 5 R AR A
Y R BRI BERRY T . AR ST 22 A
DU TR A S F T R 22 4 W TARBRE T
TR LA FEIE S R0
4

BB ARG K3, 10, 30 mg « kg ' HA
HLCDS2 NP R S EDUATE S, S TE S ) i
ARSI AIERAIET, X2 A B AT
ZHE, LA e KT 37 5230 me - ke o AHF
FER AL DL S 2SR B R B, Tk
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