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Toxicological study of repeated — dose administration of the investigational drug
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Abstract: Objective
of the candidate drug HYH2002 injection in Sprague — Dawley (SD)
rats, thereby providing a basis for its use in clinical trials. Methods A

To evaluate the effects of repeated — dose toxicity

total of 120 SD rats (half male, half female) were randomly divided into
four groups. Group 1 (vehicle control) received the blank formulation
solution. Groups 2, 3, and 4 were administered HYH2002 injection at
doses of 0. 60, 3.00, and 9. 00 mg + kg ™", respectively. The test article
was administered once daily via tail vein infusion for 2 weeks, followed
by a 2 — week recovery period. Parameters including clinical observations,
body weight, food consumption, body temperature, ophthalmological
examinations, hematology, coagulation parameters, clinical biochemistry,
and urinalysis were assessed at scheduled intervals. Necropsy, gross
observations, and histopathological examinations were conducted at the end

of the dosing period and the recovery period. Results Animals in the 9. 00
mg - kg ™' group exhibited decreases in body weight and food consumption.
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Hematological changes included decreases in red blood cell (RBC) count, hemoglobin (HGB) , hematocrit ( HCT) ,

and lymphocyte count (Lymph) , alongside increases in neutrophil count (Neut) , mean corpuscular volume (MCV) ,

and reticulocyte count ( Retic). Clinical biochemistry showed a decrease in albumin ( Alb). These changes were

reversible after the 2 — week recovery period. No test article — related adverse effects were observed in the 0. 60 and

3.00 mg + kg ™' groups. Under the conditions of this study, the no — observed — adverse — effect level (NOAEL) was

determined to be 3.00 mg + kg ™', which is 50 times the effective dose (0.06 mg + kg™') in a rat model of gastric

ulcer. Conclusion HYH2002 injection demonstrates a favorable safety profile within the anticipated therapeutic dose

range, suggesting a low risk for clinical trials.
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Table 1 Body weight changes in rats during the repeated — dose toxicity study (g, x £s)

Time Point

Group Sex Before Dosing Day 7 of Dosing Day 14 of Dosing  Day 7 of Recovery Day 14 of Recovery
(n=15) (n=15) (n=15) (n=5) (n=5)
Vehicle Control Group Female  203.2 +8.5 221.0+11.0 233.7+14.6 254.8 £18. 1 273.6 +£20.7
Male 232.9+11.3 270.3 +13.3 300.6 £17.6 339.4 £25.0 372.0£30. 1
Low Dose Group(0. 60 mg - kg ') Female 199.5 £12.4 220.5 +£13.7 232.5+15.5 246.0 £17.2 253.8 £21.1
Male 235.1+10.7 276.1 £16.8 307.9 £23.2 338.2+14.6 370.2 £15.2
Mid Dose Group (3.00 mg - kg™") Female 199.0 +12.7 215.9x12.4 230.8 £16.4 264.0 £16.8 278.2 £13.6
Male 234.6 +9.3 274.7 +12. 1 306.9 £17.9 360.8 £21.0 402.6 +31.9
High Dose Group (9.00 mg + kg™')  Female  199.4 £13.3 218.6 +14.8 239.9 +16.5 270.8 £21.0 286.4 +£26.3
Male 235.7 +13.2 265.3 +31.6 293.4 +24.6 321.0 £24.7 358.6 £26.9

Compared with the vehicle control group at the same time point, * P <0.05," " P <0.0l.

R2 FEAEFEATE ORI EU R (2 £ 5)

Table 2 Effect on rat blood cell counts in the repeated toxicity test(x +s)

Group Vehicle Control Group Low Dose Group(0. 60 mg - kg ')

Sex Female Male Female Male

Time Point D15 D30 D15 D30 D15 D30 D15 D30

n 10 5 10 5 10 5 10 5
WBC(10°/1) 8.76£2.79 2.65+0.65 8.95+3.35 5.07x1.64 7.06x4.24 2.38+0.72 6.92+3.34 3.80=x1.37
Neut(10°/1.) 0.91+0.67 0.40+0.20 0.92+0.36 0.66+0.25 0.91+0.93 0.33+0.14 0.94+0.45 0.66 +0. 15
Neut( % ) 10.31 £5.07 14.60 £3.59 10.52+£2.06 13.06+2.98 12.13 +6.14 15.36+8.49 14.30+3.99" 18.84 £6.15
Lymph(10°/L) 7.25+2.28 2.07+0.43 7.44+2.80 4.06=x1.33 5.68+3.37 1.89x0.75 5.49=x2.72 2.88x1.17
Lymph (% ) 83.02+6.19 78.54+4.32 83.12+2.32 80.30+3.18 81.27+£5.97 78.18+9.12 78.81 £3.91* 74.32 +£6. 62
Mono( % ) 5.73+1.41 5.36+0.84 5.43+1.47 536=x1.19 545+1.00 5.00+0.81 5.98=+1.31 5.20=+0.88
Eos(% ) 0.65+0.34 1.26+0.49 0.63+0.17 0.96+0.21 0.82+0.31 1.12£0.15 0.57+0.25 1.30+0.42
Baso( % ) 0.29+0.06 0.24+0.23 0.30+0.07 0.32+0.11 0.33+0.15 0.34+0.22 0.34+0.15 0.34+0.11
RBC(10"/1.) 6.94+0.42 7.35+0.19 7.41+0.33 7.89=x0.14 7.22+0.34 7.16+0.22 7.16+0.66 7.72+0.29
HGB(g/L) 141.6 +7.5 142.6+4.2  150.6+£3.9 148.0x5.1 146.1+8.6 138.6+5.0 145.5=+11.2 147.2+4.9
HCT( % ) 41.23 +1.98 42.44+£1.08 44.46+1.03 43.86+1.76 42.51+1.98 41.20+1.38 42.89+3.10 43.48 +1.12
Retic( % ) 4.02+0.41 3.30+0.37 4.15+0.57 3.10+0.18 4.40+0.87 3.12+0.49 4.85+1.09 3.24+0.58
MCV (L) 59.44+1.73 57.76 £0.94 60.03 £1.97 55.60+1.75 58.93 +1.66 57.52+1.30 60.02+2.49 56.36+1.15
MCHC(g/L) 343.4+6.6 335.8+3.4 338.8+7.0 337.4x6.4 343.4x8.0 336.4+3.0 339.3x5.5 338.8x5.6
MCH(pg) 20.41 +0.36  19.42 +0.45 20.33 +0.47 18.76 +0.43 20.25+0.75 19.36+0.39 20.36 +0.86 19.08 +0. 58
Group Mid Dose Group (3.00 mg - kg™") High Dose Group (9.00 mg - kg™"')

Sex Female Male Female Male

Time Point D15 D30 D15 D30 D15 D30 D15 D30

n 10 5 10 5 7 5 7 5
WBC(10°/L) 6.68+£2.24 2.84+1.26 10.37+2.03 4.41+2.20 7.13+4.38 3.24+1.42 7.23+2.96 4.37+1.68
Neut(10°/L) 0.67+0.26 0.28+0.13 1.41+£0.60 1.22+1.32 1.71+1.20 0.44+0.19 1.71+0.81* 0.66+0.25
Neut( % ) 10.09 £2.07 10.07 +£3.95 14.12£6.73 24.08 £12.59 25.11 +7.99 " 16.24 £8.33 23.69 +6.32* 16.96 +9. 18
Lymph(10°/L) 5.53+1.81 2.36+1.12 8.20+1.99 2.88=x1.00 4.74+2.77 2.50+1.31 5.00=+2.19 3.42+1.47
Lymph( % ) 83.25+£3.19 82.14+5.62 78.39+7.16 68.62+£13.25 66.30 +£8.49* 75.28 +8.45 69.03 £7.32" 76.56 +9.44
Mono( % ) 5.56+1.45 5.64+1.76  6.54+£1.29 5.90x0.86 7.23+1.67 5.96+1.69 6.27+1.07 5.06+1.09
Eos(% ) 0.78£0.26  1.24+0.27 0.66+0.31 1.10+1.14 1.11£0.55 2.26+2.59 0.67+0.39 1.04 £0.27
Baso( % ) 0.32+0.15 0.28+0.22 0.29+0.07 0.30+0.30 0.24+0.15 0.26+0.17 0.34+0.13 0.38 £0.25
RBC(10"/1.) 6.89+0.57 7.28+0.32 7.33+0.40 7.70x0.25 6.23+0.86 6.88+0.74 6.44+0.74* 7.68 +0.39
HGB(g/L) 137.7+7.6  143.0+2.9 148.9+8.6 147.4+4.2 130.1+14.1" 140.6+8.7 135.4+15.0* 146.8 +3.2
HCT(% ) 39.92+1.78 41.98 £0.95 43.84 £2.09 43.96+1.29 39.03 +3.80 41.80+2.53 40.50+4.01* 43.82+1.13
Retic(% ) 4.06+1.03 2.60+0.22 4.48+£0.58 3.45x0.45 8.09+2.99* 3.55+1.96 8.25+2.92* 3.50+0.69
MCV (L) 58.09 +£2.65 57.72+1.55 59.86+1.39 57.14+1.61 62.96+3.06" 61.04 £3.77 63.03 £2.45* 57.12 +2. 14
MCHC(g/L) 345.0+5.6  340.4+1.1 339.4+5.6 335.4x2.4 333.1+55* 336.4+3.6 334.0+8.3 335.2+2.6
MCH( pg) 20.01 £0.76 19.64 +0.56 20.31 +0.40 19.16+0.53 20.97 +0.89 20.54 +1.12 21.04+0.52 19.14 +0. 84

WBC : White blood cell count; Neut: Neutrophil count;Neut( % ) : Neutrophil percentage ; Lymph : Lymphocyte count; Lymph( % ) : Lymphocyte percentage ; Mono
(% ) : Monocyte percentage ; Eos( % ) : Eosinophil percentage ; Baso (% ) : Basophil percentage; RBC: Red blood cell count; HGB: Hemoglobin concentration ;
HCT: Hematocrit ; Retic (% ) : Reticulocyte percentage; MCV ; Mean corpuscular volume ; MCHC ; Mean corpuscular hemoglobin concentration; MCH ; Mean cor-

puscular hemoglobin. Compared with the vehicle control group at the same time point, * P <0.05, " * P <0.01.
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Table 3 Effect on rat coagulation function in the repeated toxicity test(x *s)

Group Sex Time Point n PT( Seconds ) APTT( Seconds ) FIB(g/L)
Vehicle Control Group Female D15 10 7.58 £0.24 12.91 £2.08 1.96 £0. 25
D30 5 7.60 £0.25 14.76 +0. 68 1.77 0. 18
Male D15 10 8.36 £0. 16 11.39 +2.65 2.55+0.22
D30 5 8.00 £0.19 14.56 2. 18 2.29 0. 14
Low Dose Group(0. 60 mg - kg™') Female D15 10 7.53 £0. 19 12.19 £2. 54 1.99 £0. 26
D30 5 7.72 +0. 18 13.18 +1. 18 1.74 £0. 13
Male D15 10 8.32£0.27 12.55 +1.45 2.23 +0.13 =
D30 5 8.38 £0.28 14. 64 0. 51 2.32+0.19
Mid Dose Group (3.00 mg - kg™") Female D15 10 7.58 £0.35 13.03 £1.79 1.85+0.12
D30 5 7.56 +0.27 13.52 1. 10 1.85+0.15
Male D15 8 8.36 £0.38 12.08 +2.40 2.34+0.16
D30 5 8.42+0.29" 15.10 £ 1. 69 2.56 0. 70
High Dose Group (9.00 mg - kg=')  Female D15 7 7.61 +£0.26 11.49 +1. 65 2.34 +£0.17
D30 5 7.56 +0. 18 13.34 +0. 66 1. 81 +0.07
Male D15 7 8.06 £0.53 11.13 £2.22 2.50 £0.28
D30 5 8.18 £0. 16 14.92 +1.22 2.13+0.18

PT; Prothrombin time; APTT: Activated partial thromboplastin time; FIB: Fibrinogen. Compared with the vehicle control group at the same time point,

“P<0.05," " P<0.01

F4 HERELE X BB AR (2 £ 5)

Table 4 Effect on rat blood biochemistry in the repeated toxicity test(x +s)

Group Vehicle Control Group Low Dose Group(0. 60 mg - kg™')

Sex Female Male Female Male

Time Point D15 D30 D15 D30 D15 D30 D15 D30

n 10 5 10 5 10 5 10 5
ALT(U - L71) 41.2+14.6  33.6x4.2 47.9 7.2 43.8 9.1 44.4 £11.4  32.8+7.9 55.4 £13.1 47.4 4.3
AST(U - L7h) 105.7 £19.1 116.8 +16.1 109.8 +13.7 127.4+33.2 113.9+19.8 89.4+12.4 119.5+19.0 124.2+37.9
ALP(U - L71) 97.3+25.5 82.2+11.2 213.0+29.3 180.8+44.9 99.8+36.8 99.8+£20.2 235.0x61.8 174.4+46.8
TBil(wmol - L.7") 1.16 £0.22  1.25+0.29 0.95+0.36 1.06+0.16 1.15+0.33 1.40+0.17 0.84+0.18 1.09 +0.09
TP(g- L") 66.50 £3.80 68.70 £2.75 60.08 £2.81 63.92+2.73 66.62+4.31 68.92+£5.44 59.90+2.83 62.06 +1.88
Alb(g- L") 32.51+1.65 33.10+2.00 27.58 £1.77 28.42+0.90 31.61 +2.38 33.60+3.14 27.55+1.25 27.74+1.36
A/G 0.95+0.05 0.94+0.09 0.85+0.05 0.80x0.00 0.91+0.06 0.96+0.05 0.86+0.05 0.82=+0.04
Glu(mmol - L.7") 7.13+0.88 6.55+0.52 7.09+1.01 7.85=%1.92 7.21+1.03 6.35+0.19 7.81+0.90 6.04+0.40
UREA (mmol - L") 5.00+0.59 6.48+0.73 5.10+0.55 5.36+1.04 5.89+1.00" 6.46+0.96 5.39+0.89 5.48+0.75
Cre(mol - L7") 26.4+2.8 30.2 £4.5 23.9+3.7 27.4£2.7 29.4 +3.1 27.8 1.5 23.8+3.6 22.4+2.7"

CK(U-L™") 448.9 +185.8 490.0 +123.9 478.6 +151.7 531.0+243.5 470.7 +352.0 259.8 +143.5 532.6 +220.8 562.8 +311.2
LDH(U - L") 914.0 +£460.91034.2 +344.6 834.5 +368.71262.8 +694. 1 638.2 +348.4 575.6 £371.2 894.5 +484.71 160.2 +803. 9
CHO(mmol - L") 2.15+0.47 2.40+0.25 1.72+0.30 2.00+0.44 2.13+0.52 2.31+0.47 1.75+0.20 2.01 +0.12
TG(mmol - L°") 0.73£0.28 0.54+0.17 0.69+0.19 0.93+0.20 0.63+0.21 0.81+0.66 0.84+0.17 1.25+0.24
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Group Vehicle Control Group Low Dose Group(0. 60 mg - kg™')
Sex Female Male Female Male
Time Point D15 D30 D15 D30 D15 D30 D15 D30
n 10 5 10 5 10 5 10 5
Ca(mmol - L") 3.06+0.26 2.98+0.05 2.91+0.09 2.92+0.11 3.02+0.15 2.99+0.10 2.97+0.10 2.92+0.10
P(mmol - L°1) 2.61 £0.45 2.21+£0.25 2.88+0.14 2.59+0.23 2.65+0.30 2.14+0.19 3.06+0.25 2.53+0.01

Na* (mmol - L™1)
K* (mmol - L")
Cl™ (mmol - L°1)

143.31 1. 88 143.24 +0.

4.64 £0.51
99.43 £1.43

4.18 £0.33

4.74 £0.27

34 144.35+1.37 144.54 £1.50

4.78 £0.37

100.00 £0.34  99.49 +1.10 100.80 +1.20

144.93 +1.66 143.80 +1.15 144.80 +1.41 144.86 =0.71

4.41 £0.24

4.15 +0. 14

4.78 £0.31

4.70 £0. 08

99.10 +£0.95 101.26 +0.35 98.73 +0.88 100.52 0. 46

Group Mid Dose Group (3.00 mg - kg™") High Dose Group (9.00 mg - kg™"')

Sex Female Male Female Male

Time Point D15 D30 D15 D30 D15 D30 D15 D30

n 10 5 10 5 7 5 7 5
ALT(U - L°1) 40.9+9.6  36.4x52  50.4+13.6 49.2+8.2  41.4+7.9  32.8x83  64.1+20.5 47.4%5.9
AST(U - L71) 110.5£12.9 107.2+29.6 116.4£20.0 137.0+35.3 114.7+19.6 94.2+18.5 122.6+25.0 120.2+18.9
ALP(U - L") 113.3+28.4  92.0+36.1 236.7+46.5 192.4+33.7 112.7+26.1 93.0+32.3 235.7+78.1 171.2+43.2
TBil( wmol - L.°") .21 £0.54 1.25+0.32  0.88+0.18 1.30+0.21 0.80£0.20 1.01x0.31 0.68+0.15 1.05+0.16
TP(g- L") 65.47 £2.63 67.10+3.32 59.18 £2.76 62.82+2.21 57.51 £5.90* 69.42 +3.50 58.14 £2.19 63.86 +3.15
Alb(g- L") 31.74+1.54 32.92+1.80 26.901.40 27.86+1.78 26.84+3.23% 34.34+1.74 27.37+1.06 29.24 =0.30
A/G 0.94+0.05 0.96+0.05 0.82+0.04 0.84+0.09 0.86=0.08" 0.98+0.04 0.90+0.06 0.84x0.05
Glu(mmol - L™") 6.57+0.91 6.01+0.69 7.84+1.03 6.00£1.31 6.56+0.80 6.82+0.39 7.57+1.26 6.43 £0.58
UREA(mmol - L™')  5.13£0.58 5.80%1.02 5.0920.85 5.48+0.74 6.04+0.99* 6.46+1.47 5.44=0.58 5.04=0.43
Cre(wmol » L™1) 26.3+2.9  28.4x3.0 23.1%4.4  254=x1.5 29351  30.4x6.9 23.6+41  23.8%2.0
CK(U/L) 435.0 £183.1 370.6 £225.6 457.8 +148.7 643.2 £340.2 415.1+271.9 319.2 £169.2 549.3 £210.5 388.4 +60.2
LDH(U/L) 797.4 £393.2 888.6 +649.7 781.6 £439.8 1305.6 £767.0 794.0 £580. 1 633.8 +296.2 929.6 +427.2 801.6 +333.8
CHO(mmol - L™1) 1.82+0.33  2.29+0.26 1.72£0.15 2.02+0.27 1.98+0.42 2.59+0.29 1.83+0.25 2.25=0.31
TG(mmol - L.71) 0.59+0.19  0.59+0.31 0.70+0.11 1.36+0.43 0.86+0.26 0.86+0.50 0.96+0.39 1.02£0.53
Ca(mmol - L™") 3.00+0.14  2.94+0.08 2.94+0.13 2.92+0.10 3.06+0.23 3.01£0.10 2.93+0.13  2.90 +0. 11
P(mmol - L) 2,70 £0.35 2.23+0.18 3.02+0.26 2.44+0.11 2.84+0.30 2.29+0.34 3.03+0.38 2.55+0.22
Na* (mmol - L) 143.99 £2.20 144.34 £0.71 144.94 +1.48 144.50 +1.13 144.69 +1.20 143.88 +1.33 145.61 =2.51 145.10 +1.10
K* (mmol - L~") 4.63£0.57 4.360.12 4.73+0.36 4.6720.29 4.79+0.25 4.36+0.29 4.82+0.38 4.53x0.16

Cl™ (mmol - L°1)

99.58 £1.03 100.64 +0.79 99.16 £1.44 99.90 =0. 57

98.41 £1.04 100.12 £1.10 98.70 =0. 44 100. 34 =0.90

Note: ALT; Alanine aminotransferase; AST: Aspartate aminotransferase; ALP: Alkaline phosphatase; TBil; Total bilirubin; TP Total protein; Alb: Albumin;
A/G ; Albumin/globulin ratio; Glu; Glucose; UREA: Urea; Cre: Creatinine; CK; Creatine kinase; LDH: Lactate dehydrogenase; CHO: Cholesterol ;

TG ; Triglycerides ; Ca ; Calcium ; P; Phosphorus ; Na * : Sodium ; K * ; Potassium
"P<0.05,"*P<0.01
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25 2 VRS BT OLEE ] ), HY H2002 33545511
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AR WA SR B S e

;Cl ™ :Chloride. Compared with the vehicle control group at the same time point,

(P<0.05) ,WEPES Y 7E D15 Al VLRI B U i EAA 1
THR(P<0.05) , FIRBAREAE 2GR 2 JiJa al ILog 42
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9 REWBHFEFRE

8 HMEREE Zy LA R L IR B8 (D1S) RN 52 ) 45 3R 2 SR
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Table 5 Effect on rat organ — to — body weight ratios in the repeated toxicity test(x +s)

Time Brain Thymus Heart Lung with Main Liver Spleen Kidney
Group Sex n
Point (%) (%) (%) Bronchi (% ) (%) (%) (%)
Vehicle Control Female D15 10 0.81+0.04 0.21+0.03 0.44+0.04 0.50+0.03 3.22+0.35 0.24x0.03 0.77 £0.03
(0.60 mg - kg™") D30 5 0.70+0.04 0.15+0.04 0.36+0.03 0.46+0.04 2.89+0.10 0.21 £0.01 0.68 +0.05
Male DI5S 10 0.63+0.04 0.19+0.04 0.38+0.07 0.42+0.03 2.90+0.27 0.21+0.02 0.71 +0.06
D30 5 0.53+0.03 0.13+0.04 0.37+0.04 0.39+0.04 2.88+0.25 0.16+0.01 0.68 +0.08
Low Dose Group ~ Female DI5 10 0.79+0.05 0.21+0.05 0.43+0.06 0.49+0.03 3.17+0.29 0.25+0.03 0.75+0.05
(0.60 mg - kg™") D30 5 0.73+0.06 0.15+0.01 0.37+0.02 0.48+0.03 2.83+0.48 0.21£0.02 0.67 +0.04
Male DI5 10 0.61+0.05 0.19+0.04 0.40+0.02 0.43+0.03 3.23+0.30* 0.20+0.02 0.76 +0.06
D30 5 0.54+0.01 0.14+0.02 0.39+0.03 0.36+0.01 2.75+0.15 0.17+0.02 0.71 +0.02
Mid Dose Group ~ Female DI5 10 0.83+0.05 0.22+0.04 0.44+0.06 0.51+0.03 3.07+0.19 0.23+0.02 0.77 £0.06
(3.00 mg - kg™") D30 5 0.70 £0.04 0.160.03  0.37£0.03 0.48+0.02 2.76+0.16  0.21 £0.03  0.67 +0.03
Male DI5S 10 0.64+0.02 0.18+0.04 0.41+0.04 0.41+0.02 3.17+0.27 0.20x0.03 0.77 £0.05
D30 5 0.53+0.02 0.12+0.03 0.35+0.04 0.36+0.02 2.81+0.35 0.20+0.03 0.71+0.03
High Dose Group Female DI5 7 0.82+0.03 0.23+0.03 0.39+0.02 0.52+0.03 3.28+0.29 0.32+0.11* 0.83+0.06"
(9.00 mg - kg™") D30 5 0.67+0.07 0.17+0.04 0.39+0.02 0.46+0.04 3.05+0.30 0.23+0.09 0.72+0.07
Male DI5 7 0.63+0.05 0.17+0.03 0.39+0.04 0.43+0.03 3.31+0.20% 0.23+0.04 0.77 0.03
D30 5 0.56+0.03 0.13+0.02 0.38+0.07 0.38+0.03 2.92+0.45 0.19x0.03 0.72+0.04

Note : Compared with the vehicle control group at the same time point, * P <0.05," * P <0.01.

1 HYH2002 JE 500 SD K BREHZ U B2 [ 5R ] (HE Je ()

Figure 1  Representative histopathological images ( H&E staining) of tissues from SD rats treated with HYH2002 injection

A Vehicle control group, euthanized at the end of the dosing period, brain tissue showing no significant abnormalities, 100 x ; B: High — dose group,
euthanized at the end of the dosing period, brain tissue showing no significant abnormalities, 100 x ; C: Vehicle control group, euthanized at the end of the
dosing period, heart tissue showing no significant abnormalities, 200 x ; D High — dose group, euthanized at the end of the dosing period, heart tissue
showing no significant abnormalities, 200 X ; E: Vehicle control group, euthanized at the end of the dosing period, liver tissue showing no significant
abnormalities, 100 x ; F: High — dose group, euthanized at the end of the dosing period, liver tissue showing no significant abnormalities, 100 x ; G: Vehicle
control group, euthanized at the end of the dosing period, lung tissue showing no significant abnormalities, 100 x ; H: High — dose group, euthanized at the
end of the dosing period, lung tissue showing no significant abnormalities, 100 x ; 1. Vehicle control group, euthanized at the end of the dosing period, kidney
tissue showing no significant abnormalities, 200 x ; J: High — dose group, euthanized at the end of the dosing period, kidney tissue showing no significant

abnormalities, 200 x.
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