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Table 2
Changes in body weight and food and water consumption during the administration period of the 28-day dosing
study of moniliformin in CD1 (ICR) male mice

Dose of moniliformin (mg/kg/day)

0 (controls) 10 20 40
No. of animals examined 10 10 10 7 or10
Body weight (g)
Day 1 309 + 1.3 310 £ 1.7 310 £ 19 311 + 1.7
Day 4 312 £ 16 310 £ 16 313 £ 20 314 + 1.7
Day 7 317 £ 16 315+ 17 319 + 23 321 + 20
Day 14 323+ 19 324 £ 19 332 £ 25 335 + 21
Day 21 328 + 2.2 329 £ 20 339 + 23 348 + 24
e DY 28 337 %23 338 %20 353 %23 365 %247
Food consumption (g/animal/day)
Day 1 51 + 0.7 52 + 05 50 + 04 55+ 05
Day 4 47 + 05 47 = 04 46 £ 04 46 £ 0.3
Day 7 49 £ 05 46 + 0.3 47 £ 04 49 £ 0.6
Day 14 46 + 0.3 45 = 04 47 £ 05 49 + 0.7
Day 21 44 + 0.4 42 + 0.3 45 + 0.6 48 £ 0.6
e 8y 2845203 44202 _ A47£05 __ 51+06%
Water consumption (mL/animal/day)
Day 1 80 + 18 77 £ 12 77 £ 13 76 £ 1.1
Day 4 6.8 £ 1.3 69 + 1.2 72 +15 83 + 1.0
Day 7 65 + 1.1 6.7 £ 1.0 6.9 £ 0.9 75+ 06
Day 14 6.5 + 0.8 6.4 = 1.2 73 £ 09 77 £ 1.1
Day 21 6.7 + 1.2 6.3 £ 0.8 69 + 09 78 £ 22
Day 28 6.1 + 12 64 + 1.0 6.6 + 0.9 7.3 £ 0.8

# Mean * SD.
*P < 0.05, compared with the vehicle controls by Dunnett’s test or Aspin—Welch’s t-test with Bonferroni correction.
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Table 3
Hematological data at the end of repeated administration of moniliformin for 28 days in CD1 (ICR) male mice

Dose of moniliformin (mg/kg/day)

0 (controls) 10 20 40
No. of animals examined 10 10 10 7
RBC (10%/uL) 936.0 + 35.0° 941.0 + 45.0 912.0 + 76.0 898.0 + 23.0
Hemoglobin (g/dL) 143 + 04 142 + 0.8 135 + 1.0* 139+ 05
Hematocrit (%) 469 + 1.2 46.8 + 2.1 448 + 2.8 453+ 15
MCYV (fL) 50.1 + 1.6 49.7 £ 1.2 493 + 23 505 + 1.2
MCH (pg) 153 + 0.6 151 + 04 149 £ 0.9 155 + 0.4
MCHC (g/dL) 30.6 £ 0.5 303 £ 0.6 30.1 £ 0.6 306 £ 0.3
RDW (%) 125+ 04 125+ 05 13.3 £ 0.7** 129 £ 05
Reticulocytes (10%/L) 309.9 + 285 315.8 + 24.3 339.5 + 39.1 346.8 + 38.2
Platelets (10*/uL) 119.7 + 12.0 1125 + 121 114.9 + 13.6 115.9 + 9.3
WBC (10%/uL) 48.6 + 15.1 490 + 171 46.6 + 22.7 53.7 + 144
Differential leukocyte counts (10%/uL)
Lymphocytes 39.2 + 125 41.0 + 156 358 £ 17.8 442 + 134
Neutrophils 75+ 29 59+ 16 8352 69+14
Eosinophils 1.0+ 04 1.1+£05 1.1+£04 1.3+04
Basophils 0.0 £ 0.0 00+0.1 0.0 £ 0.0 0.1+0.1
Monocytes 0.8 +05 0.8 + 0.3 1.0 £ 0.7 09+04
Large unstained cells 02 +0.1 02 +0.2 02 +0.2 0.2 +0.2

Abbreviations: MCH, mean corpuscular hemoglobin; MCHC, mean corpuscular hemoglobin concentration; MCV, mean
corpuscular volume; RBC, red blood cell count; RDW, red blood cell distribution width; WBC, white blood cell count.

% Mean % SD.

*P < 0.05, **P < 0.01, compared with the vehicle controls by Dunnett’s test or Aspin—Welch’s t-test with Bonferroni
correction.
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Table 4

Blood biochemistry data at the end of repeated administration of moniliformin for 28 days in CD1 (ICR) male
mice

Dose of moniliformin (mg/kg/day)

0 (controls) 10 20 40
No. of animals examined 10 10 10 7
AST (IU/L) 42.0 +5.0° 38050 42.0 £ 10.0 380+ 4.0
ALT (IU/L) 28.0+3.0 250+ 3.0 30.0 + 17.0 260+ 4.0
LDH (1U/L) 166.0 + 47.0 159.0 + 42.0 186.0 + 61.0 166.0 = 70.0
ALP (IU/L) 229.0 + 44.0 213 £47.0 2220+ 27.0 212.0 £ 43.0
Triglyceride (mg/dL) 114.0 £ 13.0 112.0 £ 35.0 90.0 + 24.0 91.0 + 27.0
Glucose (mg/dL) 220.0 + 39.0 216.0 + 22.0 2140+ 22.0 211.0 £ 22.0
BUN (mg/dL) 23.0+3.0 230+ 4.0 240+ 3.0 21.0+ 4.0
Creatinine (mg/dL) 0.12 £ 0.02 0.11 £ 0.02 0.11 £ 0.02 0.12 £ 0.01
Total protein (g/dL) 49+0.3 48+0.2 48+0.2 47+0.1
Albumin (g/dL) 3302 33+0.2 32+01 31+01
AJ/G ratio 20+0.2 22+0.2 20+0.2 20+0.1

Abbreviations: A/G, albumin/globulin; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate
aminotransferase; BUN, blood urea nitrogen; LDH, lactate dehydrogenase.
% Mean % SD.

47



Table 5
Organ weight data at the necropsy after repeated administration of moniliformin for 28 days in CD1 (ICR) male
mice

Dose of moniliformin (mg/kg/day)

0 (controls) 10 20 40
No. of animals examined 10 10 10 7
Body weight (9) 341 + 2.4° 344 + 2.0 357 + 25 36.8 + 2.5
Brain AB (mg) 494.0 + 24.0 475.0 £ 22.0 490.0 + 18.0 502.0 + 20.0
RE (%) 1.45 + 0.09 1.39 + 0.11 1.38 + 0.08 1.37 + 0.06
Thymus AB (mg) 410 + 100 39.0 + 8.0 38.0 + 12.0 42.0 + 8.0
RE (%) 0.12 + 0.03 0.11 + 0.02 0.11 + 0.03 0.11 + 0.03
Spleen AB (mg) 83.0 + 16.0 87.0 + 16.0 101.0 + 14.0* 101.0 + 11.0
RE (%) 0.24 + 0.04 0.25 + 0.05 0.28 + 0.04 0.28 + 0.04
Heart AB (mg) 152.0 + 11.0 147.0 + 11.0 156.0 £ 11.0 167.0 £ 10.0*
RE (%) 0.45 + 0.03 0.43 + 0.03 0.44 + 0.01 0.46 + 0.03
Lung AB (mg) 173.0 £ 19.0 174.0 + 8.0 183.0 £ 13.0 180.0 £ 12.0
RE (%) 0.51 + 0.04 0.51 + 0.02 0.51 + 0.02 0.49 + 0.03
Liver AB (g) 182 + 0.17 193 £ 0.12 199 + 0.15 2.08 + 0.22**
RE (%) 534 + 0.31 5.61 + 0.35 5.58 + 0.22 5.64 £ 0.30
Kidney AB (mg) 468.0 = 50.0 510.0 £ 45.0 541.0 £ 72.0* 555.0 £ 91.0*
RE (%) 1.38 + 0.15 1.48 £ 0.05 151 + 0.11 150 + 0.16
Testis AB (mg) 226.0 £ 40.0 249.0 + 30.0 233.0 £ 70.0 206.0 £ 46.0
RE (%) 0.66 + 0.09 0.73 + 0.09 0.65 + 0.19 0.56 + 0.11
Epididymis AB (mg) 88.0 + 8.0 91.0 + 5.0 92.0 £ 17.0 90.0 £ 12.0
RE (%) 0.26 + 0.01 0.27 + 0.02 0.26 + 0.05 0.25 + 0.02

Abbreviation: AB, absolute weight; RE, Relative weight by body weight.
# Mean % SD.
*P < 0.05, compared with the vehicle controls by Dunnett’s test or Aspin—Welch’s t-test with Bonferroni correction.
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Table 6

Histopathological data after repeated administration of moniliformin for 28 days in CD1 (ICR) male mice

Dose of moniliformin (mg/kg/day)

End of administration 0 (controls) 10 20 40
No. of animals examined 10 10 10 7
Kidney
Necrosis, proximal tubule 0* 0 0 1
minimal 0 0 0 1
Regeneration, tubule 2 2 3 6*
minimal 2 2 3 2
mild 0 0 0 4
Infiltrate, mononuclear cell 0 0 1 2
minimal 0 0 1 2
Cast, hyaline 0 0 0 1
minimal 0 0 0 1
Vacuolation, tubule 0 0 0 1
moderate 0 0 0 1
Dilatation, tubule 1 0 1 0
minimal 1 0 1 0
Heart
Infiltrate, mononuclear cell 0 0 0 1
minimal 0 0 0 1
Liver
Hypertrophy, hepatocyte 0 0 0 3
minimal 0 0 0 2 4
mild 0 0 0 1
Infiltrate, mixed inflammatory cell 1 0 0 0
minimal 1 0 0 0
Infiltrate, mononuclear cell 0 0 1 0
minimal 0 0 1 0
Glandular stomach
Dilatation, gland 0 0 1 0
minimal 0 0 1 0

 The number of animals with findings.

*P < 0.05, significantly different from the vehicle controls by Fisher's exact test.

P < 0.05, #P < 0.01, significantly different from the vehicle controls by Mann—Whitney's U test.
Criterion of the lesions were selected from minimal, mild, moderate, or severe.
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