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Table 1-1. Items in hematology, biochemistry and urinalysis
Specimen Item of measurement Abbreviation  Unit Method or apparatus
blood platelet Platelet x10°/mm?
white blood cell WBC %X 10%/mm?
red blood cell RBC *10%/mm? TECHNICON
hemoglobin Hb g/dl
hematocrit Ht % Hemalog 8/90
mean corpuscular volume MCV um’
Blood mean corpuscular hemoglobin MCH pg
mean corpuscular hemoglobin concentration MCHC %
basophilic leukocyte® Baso. %
eosinophilic leukocyte® Eosino. %
staff neutrophil® Neutro.(St) % Wright staining
segmented neutrophil® Neutro.(Seg) %
lymphocyte*’ Lympho. %
monocyte® Mono. %
reticulocyte® Reticulo. %0 Brilliant cresyl blue
prothrombin time® PT sec Quick one step
Plasma partial thromboplastin time® PTT sec method
glutamic pyruvic transaminase GPT U
glutamic oxaloacetic transaminase GOT U
leucine aminopeptidase LAP U
cholinesterase ChE ApH
alkaline phosphatase ALP U
lactate dehydrogenase LDH U
a-hydroxybutyrate dehydrogenase HBD U HITACHI 726
creatine phosphokinase CPK U
blood urea nitrogen BUN mg/dl Automatic
creatinine Cre. mg/dl
total protein TP g/dl Analyzer
albumin Alb. g/dl
calcium Ca mg/dl
Serum cholesterol Chol. mg/dl
triglyceride TG mg/dl
glucose Gluc. mg/dl
albumin/globulin ratio A/G
HBD/LDH ratio H/L
fractionation of serum protein®
albumin® f-Alb %
a,-globulin® a,-G % COSMO FED-II
a,-globulin® a,-G %
B-globulin® B-G % (Electrophoresig
y-globulin® y-G %
sodium Na mEq/1 TECHNICON
potassium K mEq/1
chloride Cl mEq/1 Stat/Ion Il
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Table 1-2. Items in hematology, biochemistry and urinalysis
Specimen Item of measurement Abbreviation Unit Method or apparatus
sodium U. Na mEq/]
potassium U. K mEq/1 TECHNICON
chloride U. Cl mEq/1
total sodium T-U. Na mEq/day Stat/Ionll
total potassium T-U. K mEq/day
total chloride T-U. Cl mEq/day
pH value pH
protein Pro.
glucose Gluc. AMES
Urine ketone Ket. Qualitative
bilirubin Bili. Clinitek
occult blood OB
urobilinogen Urobili.
osmotic pressure (0)3 mOsm/kg ADVANCED Cryoma-
tic Osmometer
specific gravity® SG WAKO Uripet
urine volume uv ml Messcylinder
sediment(WBC, RBC, SC)¥ — — Microscopy
a):Carried out at Mitsubishi Yuka Bio-Clinical Laboratories. Inc.
b : Not determined in the acute toxicity study.
Table 2. Body temperature in male and female dogs treated orally once with ME1207
Times after administration(hours)
Sex Male Female
Group B. T. 3 6 24 B. T. 3 6 24
(mg/kg)
Control 38.9 38.7 38.6 39.0 38.8 384 38.5 38.8
0.19 0.17 0.17 0.39 0.31 0.46 0.42 0.26
500 39.0 38.5 38.3 389 389 38.5 384 38.5
0.26 0.42 0.29 0.36 0.22 0.26 0.14 0.10
1000 389 38.7 38.5 389 39.1 38.6 38.5 38.7
0.15 0.13 0.13 0.22 0.57 0.22 0.33 0.65
2000 39.2 38.9 38.7 39.0 39.1 38.7 38.6 39.1
0.32 0.42 0.48 0.21 0.05 0.41 0.45 0.10

B. T.: Before treatment
Unit: C

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard

deviation.
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Table 3. Electrocardiogram in male and female dogs treated orally once with ME1207
Male Female

Day |Group| P-R P-Rc QRS Q-T Q-T. H. R. Rwave Swave Twave| P-R P-R. QRS Q-T Q-T. H. R. Rwave Swave Twave

(mg/kg)| msec msec msec msec msec bts/min mV  mV  mV [msec msec msec msec msec bts/min mV mV mV
control| 258 66 94 412 106 67 247 028 038 246 71 105 35 103 85 195 0.14 0.30

24 5 12 37 7 7 035 024 0.10 20 5 6 42 5 9 023 028 0.07

500| 252 59 91 427 101 58 235 0.19 0.35| 234 65 86* 398 110 77 2.01 027 033

43 2 23 41 10 14 042 009 0.18 17 6 12 23 7 3 014 012 0.16

2

1000| 256 63 91 419 103 62 227 024 040 253 70 91 392 109 78 199 035 0.37

22 12 10 27 8 14 021 015 0.10 10 4 19 15 4 11 047 042 038

2000| 250 64 110 388 100 69 2.10 059 042 245 65 98 380 101 71 172 034 0.32

26 3 24 36 12 17 023 028 0.11 21 3 22 23 6 8 027 032 0.4

control| 264 63 100 398 95 58 190 0.26 0.33| 228 66 87 362 105 87 180 011 021

14 5 17 49 8 7 013 025 0.14 32 5 19 27 8 23 0.16 022 0.05

500| 241 61 106 413 105 66 197 020 0.18 | 241 67 91 393 109 79 181 025 0.19

31 6 24 24 7 15 029 018 038 45 9 8 32 1 12 014 0.09 0.06

3

1000| 239 62 9% 413 106 68 220 025 026 252 68 108 418* 114 75 211 032 033

23 11 7 49 13 16 021 012 011 16 4 5 17 8 7 053 036 0.29

2000 240* 63 111 405 106 69 201 0.68 0.34]| 250 67 89 383 104 74 166 037 0.26

8 3 13 22 6 8 019 034 0.12 13 1 10 11 6 6 019 024 0.16

control | 258 66 87 390 100 67 217 030 0.32| 252 71 87 353 99 81 183 0.11 0.22

31 1 11 30 5 13 040 028 0.06 19 4 14 15 7 15 020 0.18 0.03

500| 242 61** 103 403 103 66 195 019 0.22]| 229 63* 86 377* 105 78 165 020 021

6 22 1 25 8 12 14 013 0.07 0.36 13 3 8 10 4 7 005 0.14 007
1000| 255 65 103* 414 106 67 207 025 030 245 71 87 366 106 85 175 0.18 0.32

26 9 6 24 9 9 037 015 0.08 19 5 13 24 4 12 148 022 024

2000| 245 64 114 400 105 69 208 063 032 234 62* 95 374 99 72 159 031 0.20

18 3 22 28 6 5 030 026 0.08 19 4 6 43 6 15 049 030 0.08

control| 249 65 102 392 102 68 2.10 0.16 0.28| 250 74 97 360 107 89 151 011 021

11 3 14 14 4 1 044 017 0.13 23 5 8 15 7 15 0.04 022 0.04

500 229 61 103 398 106 72 185 0.08 0.17| 238 65 89  387* 107 76 164 022 025

10 17 7 20 21 11 13 059 007 031 20 4 2 13 5 8 024 012 0.12
1000| 242 62 89 414 105 65 179 019 0.23| 235 67 8 355 101 82 187 025 0.30

24 9 13 49 7 7 038 016 0.12 11 2 17 14 2 2 045 026 023

2000 244 63 99 396 103 68 158 042 0.28| 240 66 101 368 101 78 164 035 025

15 7 11 24 9 14 033 020 0.07 13 3 12 35 3 11 055 026 011

control | 249 62 95 397 98 62 191 023 030 241 71 88 362 106 87 162 011 0.22

11 5 11 14 2 6 027 017 0.09 11 6 3 7 4 9 019 022 0.06

5001 224* 60 92 390 104 74 204 013 031 238 67 88  394* 112 81 172 022 0.25

1 16 4 26 50 9 20 050 0.16 0.09 11 ) 12 21 2 5 021 010 012
1000{ 252 64 92 422 107 65 1.92 023 026 237 68 88 363 105 85 1.79 023 0.25

28 11 4 27 4 11 0.28 0.11 0.09 13 4 9 16 6 15 034 020 0.17

2000| 253 65 102 395 101 66 168 042 0.27| 256 72102 374 105 80 155 0.39 0.23

25 7 6 34 8 4 017 015 0.10 16 6 12 12 8 12 041 0.27 0.09

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard
deviation.

Significantly different from control * : P<0.05
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Table 4. Qualitative urinalysis findings in male and female dogs treated orally once with ME1207

Day| Group(mg/kg)| Pro. Gluc. Ket. Bili. OB | Urobili. | pH SBC Se\?v‘gé"‘ e
12345/12345/12345(12345(12345/12345(56789; 7350321512345

Malel] Control 11200[40000/40000/40000{40000[40000[00220[10300[01300[00400
B.T 500 02110/40000[40000[30100/40000/31000/00220/21100/21100{00400
1000 03100/40000[40000[40000[40000/40000/00130/12100/11200{01300

2000 03100/40000[40000[40000/40000/40000/00130/11200/00400{00400

3| Control 21100{40000[40000[40000/40000/40000/00310/10210/11200{10210
500 02200{40000[40000[30100/40000/40000/00310/22000/20200{00400

1000 03100{40000[40000[40000/40000/31000/00400/20110/20200{00400

2000 21100{40000[40000[40000/40000/40000/00310(30100[30100{10300

7 | Control 1210040000{4000040000[4000031000{00220[40000{31000[21100
500 01300{40000[40000[30100/40000/22000[00220(22000{31000[02200

1000 01300{31000[40000[30100/40000/22000[00130{21100{31000[11200

2000 03100{40000/40000[40000/40000/40000/00220(31000{40000[02200

14| Control 12100/40000[40000/40000{40000[31000/00130{31000[40000{3100°0
500 00310[40000/40000[40000/30001{40000[01120/30001{21100[21100

1000 02200[40000/40000{40000/40000{31000[00130{02200{13000[12100

2000 21100[40000[40000/40000/40000{31000[00310{11200{21100[21100

ek Control 1300040000[40000/40000[40000{31000/00130[10300[31000[{02200
B.T 500 04000[40000[31000{40000/40000{31000[00310[21100[12100[00310
1000 22000(40000/40000{40000/40000{40000{01210[21100[30100[10300

2000 12100/40000[40000/40000[40000[31000/00400[11200[40000{21200

3 | Control 13000/40000{40000/40000{30010[40000[/00220{10300[03100{00400
500 22000(40000/40000[40000/40000{¢0000{o040031000{12100[00400

1000 30100/40000{40000[40000[31000[31000{00400[20200[30100{01300

2000 03100/40000{d0000[40000[40000[31000{00400[21100[20200{10300

7 | Control 13000/40000/40000[40000{40000[40000[00040[01300[22000{00400
500 13000[40000[40000/40000/40000{4d0000{00220[21100[31000[01120

1000 12100/40000/40000/40000{40000[31000[00310[31000[40000/01300

2000 12100/40000/40000/40000{40000[22000[00310[20200[30100/00400

14| Control 31000[40000[40000/40000[30001[40000/00310[01210[02200[{00400
500 40000[40000[40000[40000[40000[31000[00400[22000[31000{00400

1000 22000(40000/40000{40000[40000/22000{00400{11200[{30100[02200

2000 10300[40000/40000/40000/40000{22000{00400{01210{21100[11200

B. T.: Before treatment

Arabic numerals represent the number of animals in each grade.

Grade : Pro. 1; negative, 2 ; trace, 3 ;30mg/dl, 4 ; 100mg/dl, 5; =300mg/dl
Gluc. 1;negative, 2;0.1g/dl, 3;0.25g/dl, 4;0.5g/dl, 5; =1g/dl
Ket. 1; negative, 2;5mg/dl 3; 15mg/dl, 4 ;40mg/dl, 5; =80mg/dl

Bili. 1; negative, 2; +,3;1+,4;2+,5;3+
OB 1; negative, 2 ;trace, 3;1+,4;2+,5;3+

Urobili. 1;0.1EU/d], 2; 1EU/dI, 3;2EU/dI, 4;4EU/dl, 5; 28EU/dI
Sediment 1 ; negative or very few/50 fields, 2 ; few/50fields,
3;1-8/each field, 4 ;8-30/each field, 5; more than 30/each field
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Table 5-1. Quantitative urinalysis findings in male and female dogs treated orally once with ME1207
Day Group(mg/kg) uv U. Na U. K U. Cl OP U.T-Na | U.T-K U. T-Cl
(Male) Control 340.0 39.3 122.3 755 11145 11.03 35.90 21.78
B. T. 156.0 20.2 49.2 35.5 423.6 1.79 3.06 2.53
500 210.0 55.5 197.3 114.5 1779.0 11.40 39.91 23.02
46.9 141 44.6 30.4 445.8 2.88 1.61 1.31
1000 307.5 40.8 139.0 77.0 1229.5 12.46 35.54 20.37
150.2 13.8 70.4 30.4 479.1 6.67 4.08 2.09
2000 325.0 37.0 127.3 74.5 1137.0 11.53 39.49 23.19
714 12.7 34.9 194 331.5 2.86 0.24 1.45
3 Control 2925 22.8 130.0 84.5 1165.5 6.16 35.37 23.67
74.1 9.9 514 19.4 4115 1.16 5.29 2.15
500 202.5 405 * 208.3 * 1443 * | 17675 792 41.34 28.39
43.5 10.1 26.9 31.1 319.3 1.04 3.76 3.49
1000 217.5 253 157.0 120.3 * 1448.5 5.53 32.34 25.63
544 5.5 65.1 14.2 288.1 2.13 9.59 3.71
2000 297.5 26.8 1475 112.0 1378.0 6.35 35.91 27.85
148.0 19.4 72.4 49.9 619.2 2.31 2.65 2.68
7 Control 277.5 34.3 157.0 95.3 1286.0 8.50 38.40 23.50
88.5 20.2 79.1 444 586.8 4.03 2.11 1.99
500 197.5 52.0 201.3 130.8 1753.5 10.10 38.51 24.66
49.9 10.6 33.3 32.9 419.4 2.32 2.28 1.84
1000 205.0 37.0 170.3 104.3 1431.0 8.06 31.84 19.34
714 16.7 62.5 40.5 385.7 4.73 7.39 4.78
2000 3475 30.0 111.8 67.0 993.0 9.83 38.14 22.48
60.8 13.3 15.6 18.5 2339 3.24 1.87 2.40
14 Control 3125 29.8 142.5 85.5 1140.0 8.31 39.78 23.75
119.5 13.3 55.6 34.4 423.9 1.71 1.78 243
500 225.0 51.0 172.8 120.0 1434.5 11.13 37.05 26.57
58.0 13.8 44.8 28.6 379.6 2.37 4.14 8.17
1000 250.0 50.0 158.3 104.5 1324.5 12.04 36.53 24.02
87.6 214 51.1 33.0 3729 5.29 4.01 1.96
2000 412.5 31.0 110.0 72.0 918.0 11.65 41.85 27.69
112.1 16.0 42.8 252 320.8 3.85 4.47 3.59
(Female) Control 295.0 42.3 153.5 101.5 1326.0 12.54 40.04 26.98
B. T. 102.5 11.6 72.2 41.1 387.1 4.94 5.66 1.83
500 250.0 42.3 168.0 101.3 1521.5 10.86 41.41 24.97
39.2 12.8 212 18.2 162.9 4.85 2.23 3.36
1000 290.0 31.5 140.5 91.3 1343.5 8.86 35.91 23.16
160.0 21.8 44.2 28.7 425.6 6.06 5.76 2.79
2000 190.0 39.3 189.3 119.5 1732.0 7.70 35.09 22.43
51.6 21.3 30.3 19.5 276.9 5.05 6.57 5.34
3 Control 340.0 43.0 129.3 735 1140.0 12.25 36.02 19.81
208.6 22.7 52.8 34.1 464.7 4.98 6.40 4.50
500 2725 26.5 169.5 109.0 1407.0 6.77 44.18 28.41*
73.7 15.7 37.8 26.9 378.0 3.02 4.12 3.64
1000 290.0 315 139.8 102.3 1263.5 8.98 37.90 28.35*
78.7 15.9 49.7 25.1 3273 4.62 3.80 2.80
2000 177.5 36.0 2103 * 158.5 ** 19535 * 6.65 36.26 26.87
66.5 16.6 215 27.1 278.5 4.41 10.07 6.11
7 Control 360.0 46.5 136.3 80.0 1111.5 15.15 38.72 23.10
207.8 17.9 72.0 37.7 4574 5.70 2.99 2.20
500 290.0 33.0 138.0 63.3 1074.5 9.52 37.67 16.84*
71.6 3.6 45.3 29.4 276.3 2.46 5.31 3.48
1000 245.0 46.8 158.5 81.0 1351.0 10.71 36.44 18.59
78.5 19.6 41.1 25.6 353.8 3.04 3.22 3.17
2000 195.0 48.0 191.5 111.3 1620.0 9.30 34.13 20.42
102.5 18.4 55.9 35.3 4674 4.73 10.21 7.92
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Table 5-2. Quantitative urinalysis findings in male and female dogs treated orally once with ME1207
14 Control 402.5 34.0 114.0 77.0 1034.5 11.24 39.08 26.58
183.9 19.0 49.5 32.8 439.1 3.57 8.68 5.97
500 3475 27.0 126.3 82.5 1055.5 9.33 41.11 26.58

81.8 39 45.0 34.5 3224 2.16 6.44 5.28

1000 307.5 32.0 154.0 95.8 1317.0 9.25 43.51 26.58
115.6 9.1 48.2 353 384.4 1.98 4.35 2.40

2000 2125 38.0 236.3 * 146.8 * | 1853.0 * 7.93 46.92 29.47
71.8 14.2 70.0 41.2 448.1 3.10 6.34 4.97

B. T.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard

deviation.
Significantly different from control *p<0.05,* * : p<0.01

%ﬂ R e S
z of )
=g
e
- 7£ %
2 . ) ) ) L ‘
2 = BT. 2 4 6 8 10 12 14
8
g E
E
3
s = .
S E
Tz
g 5
= F
g &
7
=
2 $
t
z
= =
e = N
g 300F -
£ N ) - B
3 100f , ST
i 400+
v -
'z 200F -— ?
= BT.

R 7 9 11 13 15
Days after administration
B.T.: Before treatment -~ -: 2,000mg/kg
— Control, :500mg/kg,---: 1,000mg/kg,
Fig. 1. Body weight changes, food and

water consumption, and urine vol-
ume in male and female dogs treated
orally once with ME1207

BRUAT- 72, BREBICZIEH L LoEgAIE L TX
v 1~2ml#FEmL e,

RELRRAR & L T3 R, 2 E R AIE K R ELAE K
EHIRAE A ERL 72, ARIZARFE TR/ % ISHEB
12, FREEG SRR TR T #i2 <> b
Z— VR THRUNBIE X 72 %12 T8 -
IZOWTERL 7z, SFEREGOMEIZN, TEK K

Water consumption{ml)

Body weight (kg)

Food consumption (g)

E

]

E

S

5

£

5 L 1 1 1 ]
B.T. 8 15 22 29

Days of administration

B.T. : Before treatment
— : Control, - 1 125mg/kg, - : 250mg /kg
-=- 1 500mg/kg, - 1 1,000mg/kg

Fig. 2. Body weight changes, food and
water consumption, and urine vol-
ume in male and female dogs treat-
ed orally with ME1207 for 4weeks.

R, ORI (B ERAMK), LB, RS EEUn, T
B, BB, TR, RUT, RSHOLIZONEE, RTSZARDUST
B DWTAT, AN ER L L 2, B
RMetiid BRCL 7248 IS 2 CHRER, 784, mEMIR (3



vVOL. 40

S—2

ME 1207 D 4 X & B o924tk

193

Table 6-1. Hematological findings in male and female dogs treated orally once with ME1207

Day |Group(mg/kg)| Platelet | WBC RBC Hb Ht MCV MCH | MCHC PT
(Male) |  Control 307.5 10.98 7.313 14.90 14.75 61.8 20.45 6.90
B T. 535 2.42 0.902 1.40 4.40 25 0.76 0.57
500 343.0 11.68 7.240 14.75 14.30 61.3 20.35 6.68

20.2 2.72 0.851 1.50 ; 1.3 0.31 0.13

1000 2615 10.13 6.823 14.68 645 2150 6.68

421 1.08 0.611 1.16 1.9 0.61 0.64

2000 333.0 10.08 6.800 13.93 61.0 20.48 6.50

58.3 2.19 0.551 1.16 22 1.02 042

3 Control 2455 9.43 350 13.70 63. 21.60 6.80
59.0 1.58 0.688 1.32 1.7 0.73 0.59

500 291.0 1115 6.643 14.10 635 21.25 6.55

379 288 0.730 1.24 13 0.49 0.24

1000 2325 9.25 6.380 14.13 64.8 22.08 6.85

414 1.38 0.643 1.56 13 0.17 0.51

2000 2935 9.18 6.215 13.08 63.3 21.03 6.63

38.6 2.43 0.247 0.66 3.7 1.19 0.34

7 Control 289.0 10.38 6.460 13.93 64.5 21.55 6.63
31.2 3.01 0.422 0.49 0.6 0.68 0.50

500 307.0 10.53 6.560 1418 63.3 21.70 6.68

18.3 1.51 0.620 1.13 22 0.45 0.33

1000 256.5 9.95 6.330 14.30 65.8 22.58° 6.85

36.6 1.01 0.626 1.68 1.0 0.46 040

2000 312.0 10.23 6.245 13.45 63.0 2153 6.55

348 2.59 0.533 1.50 29 151 0.26

14 Control 284.5 9.33 6.423 13.70 645 21.40 6.58
39.7 1.85 0.883 1.19 2.4 1.05 0.64

500 306.5 10.78 6.615 14.18 63.8 21.40 33

15.9 288 0.783 1.4 1.7 0.38 0.22

1000 230.5 11.48 6.055 13.43 655 22.18 6.65

52.8 2.93 0.333 1.01 1.0 0.52 0.40

2000 281.0 10.20 6.198 13.13 62.8 21.20 6.35

: 3.0 0.155 1.09 2.9 1.26 0.26

(Female)  Control 7.530 15.85 62.8 21.08 6.93
0.234 0.73 1.0 0.38 0.38

500 7.030 15.10 64.0 2148 6.68

0.344 0.58 1.8 0.56 0.63

1000 7.168 15.08 63.8 21.20 6.35"

0.945 1.30 5.3 1.97 0.17

2000 7.225 15.65 64.5 21.75 6.45

1.066 1.83 3.7 1.32 0.06

3 Control 306.5 10.63 6.685 1455 64.0 2178 6.90
50.6 313 0.374 0.87 1.4 0.54 0.48

500 290.5 9.95 6.935 15.28 63.3 22,03 6.65

51.0 0.69 0.827 1.72 1.0 0.39 0.53

1000 341.0 10.15 6.888 15.03 63.8 21.83 6.33

67.2 0.49 0.611 1.46 3.4 1.42 0.28

2000 265.5 8.85 7.130 16.03 64.5 22.48 6.73

64.9 1.19 0.772 1.72 3.0 0.95 0.13

7 Control 2975 10.38 6.388 14.03 63.8 21.98 6.75
51.3 262 0.369 0.63 15 0.46 0.4

500 269.0 10.48 6.293 . 64.8 21.60 6.70

6%.9 0.86 0.828 1.67 22 0.81 0.68

1000 336.5 10.28 6.630 14.33 65.3 21.58 6.33

58.2 1.56 0.912 227 13 1.45 0.13

2000 259.0 9.65 6.698 15.10 65.5 2258 6.65

48.0 1.91 0.780 1.57 26 0.76 0.06

14 Control 323.0 10.38 6.908 15.30 64.0 2215 6.60
58.0 1.42 0.836 1.96 1.4 0.62 047

500 3115 11.88 6.730 11.68 63.3 21.75 6.33

53.7 0.40 0.606 1.09 1.9 047 0.59

1000 326.0 10.85 6.613 14.25 64.0 21.63 6.05

78.3 1.09 0.500 0.76 3.7 1.40 0.10

2000 292.0 11.10 7.083 15.90 65.3 22.45 6.25

748 1.98 0.826 1.91 28 115 0.13
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Table 6-2. Hematological findings in male and female dogs treated orally once with ME1207

Day |Group(mg/kg)| PTT Baso. Eosino. N((eg:)r(x I\(';Lé;r)o’ Lympho. | Mono. | Reticulo.
(Male) Control 20.88 0.0 5.55 2.75 56.35 31.75 3.60 7.8
B. T. 0.50 0.0 2.88 0.98 2.50 2.48 1.57 2.2
500 21.38 0.0 4.60 3.30 55.60 32.70 3.80 8.5
0.83 0.0 1.61 1.25 9.08 8.53 0.75 5.3
1000 20.40 0.0 8.40 2.85 56.40 29.20 3.15 8.5
0.50 0.0 5.13 1.72 191 3.65 1.80 2.6
2000 22.20* 0.0 6.50 3.40 56.40 31.50 2.20 6.8
0.65 0.0 3.33 0.33 5.72 5.03 1.94 4.8
3 Control 21.85 0.0 7.10 4.35 52.50 30.30 5.75 7.5
1.64 0.0 3.84 1.61 3.27 2.62 1.75 1.7
500 21.73 0.0 4.20 4.20 54.90 31.80 1.90 7.3
1.25 0.0 1.42 2.08 7.77 9.59 1.35 1.3
1000 22.25 0.0 7.85 2 50.90 32.10 4.95 9.8
0.66 0.0 6.01 3.45 5.83 1.54 4.2
2000 22.58 0.0 7.05 55.15 30.45 3.60 7.0
1.29 0.0 3.19 5.93 5.82 2.45 24
7 Control 21.88 0.0 6.05 54.25 31.50 4.95 6.5
1.11 0.0 4.27 3.60 3.92 0.60 1.3
500 22.18 0.0 5.30 51.05 35.15 5.30 4.0*
1.65 0.0 2.45 8.52 7.80 0.26 14
1000 21.30 0.0 9.75 52.70 28.80 5.00 5.8
1.15 0.0 4.88 5.74 7.20 0.94 1.0
2000 22.53 0.0 7.65 52.90 31.90 3.85 6.5
1.36 0.0 2.69 8.20 11.27 0.96 3.1
14 Control 22.70 0.05 7.20 51.40 33.90 2.80 8.5
0.55 0.10 4.39 8.71 5.34 1.26 6.4
500 22.70 0.0 4.10 49.70 36.40 4.55 5.0
0.51 0.0 0.87 5.08 5.84 2.70 1.6
1000 22.13 0.0 6.20) 57.15 27.00 3.05 6.3
0.99 0.0 3.57 6.58 8.74 1.63 1.0
2000 23.40 0.0 6.90 55.50 31.10 2.65 4.5
0.59 0.0 3.87 6.78 8.64 1.33 1.7
(Female) Control 21.03 0.0 4.60 55.75 31.80 3.45 14.0
B. T. .93 0.0 4.83 8.01 4.92 0.60 8.4
500 22.25 0.0 3.40 58.60 30.15 3.95 13.0
0.66 0.0 4.44 5.89 8.77 0.93 5.5
1000 21.90 0.0 2.70 55.40 33.55 4.20 17.0
0.89 0.0 1.19 451 7.44 2.51 14.8
2000 22.00 0.0 3.10 53.90 33.20 4.70* 14.8
0.99 0.0 1.86 2.57 4.46 0.35 2.8
3 Control 21.78 0.0 4.65 3.75 57.50 30.20 3.90 7.8
0.80 0.0 2.06 2.04 2.03 3.84 2.28 19
500 21.25 0.0 4.15 3.60 57.10 31.55 3.60 10.0
1.53 0.0 1.80 1.34 3.94 3.89 1.42 8.0
1000 22.73 0.0 5.55 2.80) 53.50 35.25 2.90 8.8
0.70 0.0 3.75 1.21 5.92 4.89 1.04 4.1
2000 21.93 0.0 5.05 245 49.90 39.60 3.00 9.8
1.79 0.0 2.83 0.41 10.54 7.95 2.01 3.6
7 Control 22.38 0.0 6.35 3.75 53.40 33.50 3.00 5.5
1.74 0.0 3.13 1.58 6.25 6.50 0.69 1.9
500 21.33 0.0 5.90 3.25 56.85 31.95 2.05 5.0
1.20 0.0 4.05 1.75 6.43 4.02 (.66 2.8
1000 22.40 0.0 5.85 3.25 52.25 36.85 1.80* 9.3
0.77 0.0 1.38 0.60 4.3 5.02 0.49 9.9
2000 21.93 0.0 5.90 3.65 50.80 36.10 3.55 6.5
0.95 0.0 3.06 0.96 6.32 4.68 1.48 3.3
14 Control 22.30 0.0 4.75 4.50 56.35 30.30 4.10 7.0
0.85 0.0 3.59 0.26 591 5.30 1.16 2.4
500 22.40 0.0 4.95 4.90 54.50 31.20 4.45 5.5
0.79 0.0 1.53 0.74 1.83 3.20 147 3.7
1000 2343 0.0 5.65 3.70 52.00 35.75 2.90 7.0
1.60 0.0 3.64 1.23 1.99 4.08 1.01 6.7
2000 22.10 0.0 5.05 4.40 51.25 34.55 4.75 12.0
151 0.0 2.78 1.74 5.85 4.27 0.53 7.0

B. T.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and
the lower figures to the standard deviation.

Significantly different from control* : p<0.05
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Table 7-1.  Biochemical findings in male and female dogs treated orally once with ME1207
Day | Group(mg/kg) |GPT |GOT |LAP | ChE |ALP |[LDH |HBD [CPK [BUN [Cre. | TP [Alb. | Ca
(Male) Control 455 | 33.0 | 41.5 |0.403 |108.0 [145.0 | 36.0 11725 |13.78 | 065 | 5.33 | 2.85 110.70
B. T 20.0 8.0 7.8] 0.056 208) 641 167 144.6] 0.85] 0.13| 0.29] 017 0.08
500 48.0 | 38.0 | 39.0 [0.363 [110.0 |203.5 | 458 |[162.8 [14.68 | 05% | 563 | 295 |10.40
16.1 9.4 5.4 0.056] 30.50 73.0 84l 956|224 010 021 0.24] 052
1000 425 | 31.5 | 50.3 10.330 |119.5 {207.8 | 53.5 [111.0 |16.73 | 0.73 | 548 | 2.93 [10.80
5.8 3.1 5.0] 0.055| 15.8] 81.0 11 8] 2320 406 0100 0221 0.19] 036
2000 44.8 | 34.3 1 39.8 [0.330 | 98.0 |226.8 | 523 1395 [14.60 | 0.63 | 5.55 | 2.83 |10.65
174 1.0 2.1] 0.035] 17.2] 259 11 189 156 0.13] 017 0.05] 0.31
3 Control 338 | 283 1 36.5 (0443 | 965 |145.8 | 333 | 89.3 [1548 [ 0.65 | 543 [ 295 110.08
12.2 22 6.2 0.054 13.2) 427 9.0 9.0 2231 019 045 0.17 (.28
500 41.0 | 27.3 | 34.5 (0430 [111.3 |117.0 | 28.0 | 69.8* |14.80 | 048 | 5.73 | 2.98 | 9.88
6.7 24 4.11 0.048 2300 733 100 6.6] 161 0.10] 033} 0.15 0.17
1000 39.8 | 29.3 | 46.5 0428 [1225*]106.3 | 265 | 81.8 [17.05 | 0.60 | 563 | 3.05 [10.20
’ 94 34 761 0.026 84 358 10.1] 240 1871 0.14] 0320 017 0.37
2000 41.0 | 29.5 | 36.8 [0.448 5 7 5.5 [100.5 [14.88 | 0.53 | 5.73 | 2.98 |10.08
5 0.051 3.00 191 010! 010 013 017
7 Control 0.455 76.3 |15.53 1055 | 5.85 | 3.15 11030
0.034 7.6 1450 0.061 0331 017 0.14
500 0.433 70.8 [15.58 | 045 | 6.10 | 3.18 [10.23
5| 0.031 114 1.801 0.06| 048] 0.21 0.22
1000 0413 75.0 [17.10 | 0.55 | 583 | 3.13 | 1048
7 0.03: 2200 3920 013 029 0.26 0.26
2000 0.458 76.3 11388 | 050 | 595 | 3.10 [10.13
. . . 0.050 3.1 1.45] 0.08 0.13 0.08 0.15
14 Control 40.8 | 308 | 36.8 [0.485 103.5 [16.18 | 0.63 | 540 | 2.78 {10.33
17.6 2.6 6.4] 0.040 23.6 2020 013 0371 0.17 0.24
500 39.3 | 28.0 | 343 0458 8323 116.75 | 0.4%
4.5 1.6 400 0.047 19.00 4.66] 0.10
1000 38.8 | 27.3 | 440 [0.483 76.8 1748 | 0.53
5.6 5.4 9.0] 0.053 16.0| 357 0.10
2000 45.5 | 305 | 36.3 10495 85.0 (15.05 | 0.53
13.8 1.0 2.1] 0.058 1.70] 005
(Female) Control 41.8 | 33.3 | 50.8 0.390 17.38 | 0.63
B. T. 10.8 7.4 6.6/ 0.071 349 0.13
500 305 | 328 | 42.0 {0410 16.18 | 0.58
2.6 54 5.0{ 0.058 1471 0.10
1000 29.3 | 29.3 | 43.8 |0.483 18.05 | 0.60
4.0 34 10.21 0.078 3090 0.14
2000 345 | 308 | 47.8 {0,450 20.23 | 0.68
7.6 29] 11.2] 0.116 4.06] 0.25
3 Control 56.0 | 27.3 | 44.8 [0.470 16.35 | 0.55
26 0.065 1.16| 0.06
500 0475 18.78 | 0.53
0.086 1.701 0.10
1000 0.535 20.33 ] 0.63
0.083 1211 0.15
2000 0.510 2263 | 0.58
5. 0.130 3.85] 0.13
7 Control 4.0 0 10463 15.75 | 0.50
13. s 6] 0.068 1801 0.08
500 325 | 295 | 38.8 |0.495 15.88 | 0.45
3.5 5.7 3.00 0.049 2171 0.06
1000 315 | 29.8 | 41.0 10.520 1975 | 063
19 3.6 6.5 0.088 1610 024
2000 36.8 | 31.0 | 45.0 [0.498 1898 | 0.68
6.8 3.7] 1071 0.116 1.95] 0.30
4 Control 38.3 | 285 | 48.0 {0445 16.50 | 058 | .
9.0 5.1 5.7] 0.060 3.601 0.10 .
500 305 | 26.5 | 40.3*]0.460 16.18 | 0.50 K
3.7 1.1 26| 0.070 2291 0.08 ).
1000 28.8 | 28.0 | 40.0 {0.535 17.28 1 0.55 N
4.3 5.3 7.9 0.070 2220 010 0.1¢
2000 34.5 31.3 | 423 (0478 19.45 | 0.58 5. 15" 9.¢
4.1 3.8 8.6] 0111 213 0131 017 () 1% 0.41
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Table 7-2.  Biochemical findings in male and female dogs treated orally_once with ME1207
Day | Group(mg/kg)[Chol. | TG [ Gluc. /G JH/L [fAIb] &G [ @G | -G | y-G | Na K Cl
(Male) Control 1293 | 34.0 | 86.0 [1.170 [0.253 [60.63 | 4.90 | 6.35 {19.93 | 8.20 |148.8 [4.63 |116.0
B. T. 247 15.2 131 0202 0.054 353 0.34] 092 161 1.90 1.3] 0.22 0.8
500 99.0 | 30.8 | 83.8 [1.120 |0.235 | 57.60 | 4.35 | 6.68 |[21.10 [10.28 |149.8 | 4.63 |115.8
30.8 9.2 5.10 0.197| 0.045] 4721 039 1.21] 2.18] 271 1.0 022 1.9
1000 104.0 | 28.8 | 83.0 [1.158 |0.270 [59.73 | 4.75 | 6.10 1945 | 998 |149.3 | 473 |1145
28.7 4.4 6.50 0.147] 0.057| 3.07) 017 0.79] 1.59] 1.72 1.3] 0.17 1.3
2000 127.0 | 355 | 83.3 [1.040 |0.230 | 56.65 | 4.85 | 6.85 |20.70 |10.95*[148.8 |5.10* | 115.8
40.2 6.9 7.2] 0.068] 0.022 1.88] 0.19] 2.04] 0.94] 0.96 0.5] 0.14 0.
3 Control 127.0 | 253 | 75.0 [1.223 |0.230 | 60.65 | 4.73 | 7.20 |19.70 | 7.73 |147.8 | 4.63 [115.0
29.7 6.9 3.70 0.236] 00231 3.63] 036 094 213 1.65 1.3] 0.10 1.2
500 96.5 | 26.3 | 75.8 |1.103 |0.263 | 57.93 l 08* 7.08 {20.90 [10.03 [148.0 [4.78 [114.5
236( 105 531 0185 0.057| 538 038 1.80] 238] 2.67 0.8| 0.17 1.7
1000 102.0 | 28.5 75.8 [1.208 |0.248 | 60.05 453 1635 [ 1890 [10.18 |148.5 | 4.78 [114.3
27.8 6.0 2.8 0219 0.033] 431 0.15] 093] 2.06| 2.07 19| 0.21 0.5
2000 1285 | 333 | 75.8 |1.085 |0.225 | 58.03 | 4.78 | 6.80 [19.90 [10.50*[147.0 |5.10**115.5
38.0 1.9 5.4 0.085] 0.037 2.42 021 232 0.62 0.93 0.8] 0.14 2.4
7 Control 1248 | 268 | 845 [1.185 [0.223 [60.78 | 4.73 | 6.63 [20.00 | 7.88 |146.8 |4.50 |113.3
28.. 8. 0.197( 0.013 3.98 038 1.11 2.10 1.80 1.0 0.14 0.5
500 5 5 1115 [0.250 | 58.40 | 4.05 | 6.53 [21.28 | 9.75 |147.5 [4.55 [112.8
20. 2 0.244] 0.054 575 045| 1.53| 259 2.77 1.0 0.24 1.9
1000 2. 1.178 | 0.253 | 60.50 455 | 5.68 [19.48 9.80 | 148.0 [4.58 [113.0
26. 0.225] 0.025 4.02 0.10| 0.83 2.03 1.72 0.8 0.22 0.8
2000 27.5 32.: . 1.090 | 0.218 | 58.95 4.78 1 598 |20.13 {10.18 |147.0 | 4.80* |114.0
36.: 5 5.4] 0.064] 0.022 2.31 0.17] 2.11 0.39 0.79 0.8 0.16 0.8
14 Control 1213 | 288 | 83.3 [1.073 [0.203 |59.23 | 5.10 | 6.65 [20.35 | 8.68 |148.8 |4.5 114.0
23.5 11.6 1.31 0.174] 0.015 3.94 047 1.16 2.01 1.86 a0 1() 14
500 94.0 32.0 82.3 [1.023 10.215 | 57.03 4.50 | 6.75 |21.53 |10.20 |148.5 |4.60 |[114.0
2371 114 220 0182 0.049] 544] 064] 160 247 2.79 1.0 0.24 2.0
1000 97.5 315 81.3 [1.048 ]0.225 | 58.68 493 | 6.48 [19.63 [10.30 [148.0 [4.55 |115.0
21.0 57 4.1 0.145) 0.024 1.00 0.10] 1.00 2.03 1.43 0.8 0.10 1.2
2000 125.3 38.8 82.8 [ 1.048 [0.198 | 58.58 5.00 | 6.08 [20.08 |10.28 |147.5 | 4.83* [ 115.0
38.5 4.8 511 01241 0.015 3.12 0.14] 2.34 0.29 1.10 0.6] 0.17 0.0
Female) Control 1298 | 44.8 | 840 [1.230 10215 | 61.03 | 525 | 6.63 [19.10 | 8.00 [1488 [4.58 |1155
BT 5.7 1150 10.8] 0134 0.024]  2.25] 0.24| 1.38] 139/ 1.79 1.0 0.26 2.6
500 119.8 38.5 84.0 | 1.150 | 0.220 | 60.05 5.05 | 5.68 |20.28 8.95 [1485 |4.78 [113.3
18.8 9.7 48] 0.125 0 022 291 037 0990 259 159 1.0 0.22 0.5
1000 1345 | 440 | 803 [1.165 X 59.8¢ .15 | 6.53 11965 | 885 |146.5 |4.83 |114.0
26.9 11.0 250 0.114 04 R 0.60| 0.67 2.70 1.42 1.7] 0.17 1.8
2000 128.8 40.3 85.0 |1.160 |0.220 | 60.23 490 | 5.13 20.50 9.25 |148.3 |4.55 |[112.0
12.9 15.6 6.7] 0.151] 0.014 2.83 0.36] 0.69 1.96 0.84 0.5] 0.39 2.7
3 Control 1323 | 36.8 | 89.3 [1.188 [0.220 | 61.40 | 503 | 6.03 [19.60 | 7.95 [148.3 [4.43 [116.0
3.7 6.6 107 0143 0,029 262 021 093] 091 1.82 1.0 0.26 2.2
500 142.5 45.5 91.5 [1.143 0.230 | 60.35 5.15 | 5.65 |20.08 8.78 |148.0 |4.48 |[114.0
217 15.3 3.1 02271 0.041 4.09 0271 0.71 317 1.44 1.6 0.34 14
1000 1458 | 46.3 | 818 1113 [0.253 [59.95 | 4.95 | 6.53 [19.38 | 9.20 [147.3 [4.80 [114.8
27177 6.21 0.060| 0.052] 0.68] 047 1.05| 241| 1.36 1.0] 032 3.3
2000 127.5 | 358 | 925 | 1160 | 0.255 | 61.85 | 4.50 | 5.03 [1950 | 9.13 [147.3 [4.65 |1135
34.8 8.1 291 0.140] 0.013 2.58 0.42] 0.51 2.29 0.75 0.5 0.13 2.5
7 Control 1288 | 42.3 | 80.3 [1.168 [0.213 | 6158 | 510 | 583 [19.55 | 7.95 [147.5 [4.73 [114.0
205 104 5.0 0,067 0.034]  2.70| 0.32] 088 1.33] 183 1.3| 0.26 1.6
500 137.8 1 39.0 | 81.3 |1.170 [0.218 | 61.15 | 513 | 5.05 [20.25 | 843 |147.5 {4.58 |113.8
3570 174 8.3 02731 0.026] 454 0.25] 071 324 1.69 1.3] 0.10 2.1
1000 134.0 | 488 | 740 [1.108 | 0.220 | 60.45 | 5.18 | 598 [19.45 | 8.95 [147.0 [4.95 [113.3
2621 187 78] 0054 0.062] 093] 046| 093] 267| 1.38 1.2] 037 2.6
2000 1183 | 37.8 | 823 [1.173 | 0.248 [ 62.23 | 465 | 4.75 [19.28 | 9.10 [147.8 [4.58 [112.0
27.8 18.9 4.8] 0.105] 0.030 2.16] 0.47] 0.29 2.50 0.70 1.0] 0.19 2.2
14 Control 122.0 30.3 828 [1.185 0.220 | 61.55 5.15 | 5.5 12005 7.80 |148.8 |4.53 [115.0
11.7 2.6 3.8] 0,091 0.0220 196 0.10] 0.78] 091 1.50 1.5 029 14
500 1485 40.8 87.0 | 1.143 ] 0.218 | 60.60 515 | 5.55 [20.53 8.18 [1495 |4.48 |112.8*
35.7 119 6.6] 0.198| 0.021 3.83 0271 0.70 3.07 1.46 1.7] 0.21 0.5
1000 1328 | 415 81.5 | 1.135 | 0.218 | 60.73 520 | 5.70 |19.85 8.53 |148.3 | 4.60 [113.0
375 19.1 1.9] 0.119] 0.013 0.90 0.331 0.85 1.86 1.60 1.0 032 1.8
2000 1185 | 348 | 815 [1.183 [ 0.213 [ 61.65 | 4.78 | 505 [19.85 | 8.68 |149.3 |4.35 | 118"
29.4 14.8 4.2] 0.094] 0.022 1.87 0.53] 0.55 1.87]  0.52 1.3] 0.13 1.0
B. T.: Before trecatment

For cach determination, the upper figures correspond to the mean value in 4 animals and the lower figures
to the standard deviation.
Significantly different from control * : p-

0.05. %% : p-

0.01
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Table 8-1. Organ weights in male and female dogs treated orally once with ME1207
Organ Brain Heart Lung Liver Kidneys Spleen
Group(mg/kg) () (o) () (o) () (o) (#) (%) (%) (%) (1) (")
(Male) 79.22 0.793 90.34 0.905 91.00 0.904 30020 3.014 51.65 0517 2X62 0282
Control 6.95 0.087 3.52 0.077 12.25 0.049 2104 0418 379 0.046 3.5 0057
500 76.08 0.808 88.04 0.932 0877 27918 2961 5028 0585 3077 0 528
443 0.124 501 0.119 98 0.189 12.19 0424 170 0.086 7.10 0.102
1000 74.78 0.735 0.908  100.62 0.985 25695 2522 18.20 04735 2956 0.292
7.08 0.053 0.074 18.54 0.138 30.79 0.197 6.33 0.051 1.27 0.048
2000 82.34 0.777 0.797  100.66 0948 275 N7 2.590 53.05 0497 27.07 0.256
6.93 0.092 0.046 6.53 0.065 1281 0.33- 9.08 0.065 1.51 0.05]1
(Female) 74.83 0.825 0.800 79.24 0.871  266.29 2.937 11.29 0455 26.72 0.291
Control 9.15 0.071 0.049 10.89 0.060 21.68 0.069 6.56 0.057 9.08 0.080
500 71.77 0.798 0.805 85.78 0955  263.00 2.923 11.08 0490 26.66 0.297
1.66 0.049 0.089 7.4 0.086 31.84 0.316 2.79 0.024 9.05 0.103
1000 75.04 0.861 0.843 78.23 0.898  216.54 2784 37.87 0432 2384 0.267
3.62 0.158 0.129 5.21 0.172 31.08 0.165 178 0.061 0.044
2000 7518 () 888 7043 0.834 74T 0882 22208 2632 10.63 0482 2721 0.522
367 0.050 349 0.083 984 0002 1558 0312 396 0069 483 0062
Table 8-2.  Organ weights in male and female dogs treated orally once with ME1207
Orga Thymus Testes Prostate Adrenal Pituitary Thyroid
rgan ymus /Ovaries JUterus Adrenals ituitary hyroids
Group(mg/kg) (2) (") () () (¥) (o) () (o) () (] () (")
(\Male) 10,671 0.1068  13.095  0.1310 384700390 113360 0.01122 0.0590  0.00059 08500 00085
Control 2,008  0.0214 1.023  0.0120 0.762 00106 02529 0.00157  0.0060  0.00008 0133 0.0012
500 L7389 00785 15273 0.1596 6.921** 0.0735* 1.1695 0.01240  0.0491 0.00052 0979  0.0104
1.043  0.0157 3.625 0.0320 1.273  0.0169  0.0796  0.00174  0.0088  0.00010 0180 0.0023
1000 7454 0.0735*  15.968* 0.1575 4.571 0.0446 23660 0.01343  0.0590  0.00058 0.904  0.008Y
0.935  0.0104 1944 0.0221 1.522  0.0131 0.3615  0.00346  0.0117  0.00009 0.182  0.0014
2000 9.145  0.0858 17.836*  0.1683 5.740  0.0540 B684 0.01283  0.0567  0.00054 1.080° 0.0102
1.776  0.0146 2851 0.0301 1.674 00152 02794 0.00224  0.0110  0.00012 0.233  0.0022
(Female) 10,115 0.1102 1647 0.0184 14938 0.1649 12262 0.01359  0.0599  0.00066 0.897  0.0100
Control 3.231 0.0308 0.736  0.0088 10.049  0.1052  0.1789  0.00226  0.0093  0.00011 0138 0.0017
500 3.513 0.0942 1.640 0.0182 10.200 0.1127 11655 0.01295 0.0636 0.00071 0.963 0.0108
1.900 0.0531 0.588 0.0064 6.856 0.0747 0.1868  0.00191 0.0161  0.00017 0.070 0.0009
1000 10.246 0.1162 1.339 0.0154 10.060 0.1165 1.2026  0.01364 0.0655  0.00074 0.997 0.0112
287 0.0513 0511 0.0065 6.848  0.0781 02152 0.00241 0.0190  0.00021 0.268  0.0023
2000 8.687 0.1021 0.873 0.0102 T4 0.0863 12479 0.01475 0.0547  0.00066 (.82 0.0097
2.280 0.0243 0.504 0.0032 7.856 0.0899 0.1614  0.00197 0.0215 000028 0158 0.0018

For each determination, the upper figures correspond to the mean value in 1 animals and the lower figures
to the standard deviation.

Significantly different from control* : p<0.05, * * : p<0.01

a): (organ weight/body weight) < 100
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T, /&, M, B, ) > ocE BRI, T
), &, &m, B, HTiEE, B, Kk, 1E B
b, Heid, FUIR M OCKBRE (BEH6) %2, 2121 Lillie
DM RN B TCHEE L THZICHEW H E 4ef
AR (RS LSS F CBEI 22518 017-
720 Wk, —EOEARIZIZ D SR L BRED
EWL 72, F 72, #EH TEML 72 PSP HEit i BRI3 %
BT & &5 10 X v 23 H B2 PSP 3 mg/kg
% SRS L 45 50 b PSP e 4+ B @ syERT
B UV-160 4 KN EE % F v i & 565 nm TRlE
THZEIZENATo 12,

5. #EtragnE

RE, 155 - fKkE, LENRE, KR, M
W7E, MEELERE, ROEERERVSBEERD
WEREFICB L TIIAE D & Dl & R 2 B
L7z, *fIREE - WBRWE RS HMOAEEITERMEIC
Bl Ti t BE T, EMEEIC B U TIRNERLFIRE TR
At L7z,

n. /K %

FECIEEES b T, —RCRIEBEE TR ERIC T
HERGBE RN ABRREEAL EOWED
BIEL 5143 HEF TBRI N, KE, BEE,
EAKBRORE MR S ITEBRICHER L, BhR
7%, BEPEAIRE, LEMNRAER ERIRBEDFKERIC
LEBWE OHEE R R T AFTRIEEAD SN L 51
(Fig. 1, Tables 2,3), 7, REZE, mMEFEKR
7, MEEILERE, WRAUHREERAEOHERIC
LEBME OB A TRET 5 L) krRIBED LY
#7172 (Tables 4 ~ 9), — 4, WEM A0 T3
1000 X 2000 mg/kg BN & 1 Bl RERIR DB E £
A%, & 512, 2000 mg/kg HEOMD 1 Fliciz FRINE R
R I IRBYED B O MR L 8152 & 1172 (Table9),

2. WHAMHEHRAR

ETOWBRWHE L 58 HBYWHIREAEDSE R
BRI 2 @B L TEEI N, ZOFRROMTIE—HKHK

Table9. Gross and microscopic findings in male and female dogs treated orally once with ME1207

Group Control 500 1000 2000
(mg/kg)
Organs and findings
Animal No 112|3(4|5|6[7(8]9(10{11]|12|13]|14|15|16
(Male)
lung reddish === [1]—|— 21=1=1=1-1-1-
. hard S e e R e e e el e e e el el
Gross findings (Female)
kidneys Agenesis in the left side o T e e el el Bt et (il Pt el St il ol
: Whitish, hard and small il Bl el Bl Bl el Bl B il S Sl Bl el el B
nodule in the right side
(Male) Hemorrhage ol il el et el el el el Bl S T e el el el Bl B
lung Fibroblast appearance, lymphocytes [—|—|—|—|—|—|—{—|—|3|—|—|—|—|—|—
and neutrophils infiltration in the
alveolar wall
. Lymphocytes and neutrocytes infil- |—|—|—|—=|—=|—|—|—|—[3|—-|—|—|—-|—|~
tration around the bronchus
Microscopic Fluid retention in the alveolus il Bl el el el Il Il Il el IS TN el el el Hl el
findings
liver Lymphocytes and neutrophils infil- [—|1|—|1|—|—]—]1 —|=1=1-1—11]1
tration around Glisson’s sheath
(Female) : Lymphocytes, neutrophils and |[—|—|—|—|—|—|—|—(—|—=|—{1|—|—|—|~
liver eosinophils infiltration around Glis-
son’s sheath
Lymphocytes, eosinophils and |—|—|—|—|—|—=|—-|—[=|—-|-|—|—{1|~|~
kidneys monocytes infiltration around inter-
stitial cells in one kidney
Atrophy of glomeruli e Bl e e e e e el el I O el e lt

Grade : —; negative, 1 ;slight, 2 ; moderate, 3 ; severe
No abnormalities were observed in other organs or tissues.
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Table 10-1.  Electrocardiogram in male and female dogs treated orally with ME1207 for 4 weeks
Male Female
D Group PR PR, QRS QT QT. H R Rwave Swave Twave P-R PR. QRS QT QT. H R Rwave Swave Twave
ay (mg/kg) | msec msec msec msec msec bts/mn  mV mV mV msec msec msec msec msec bts/mn mV mV mV

control | 118 44 64 193 71 139 144 022 037 134 47 50 198 70 128 248 -0.29 037
9 6 8 10 7 31 026 023 007 12 3 17 3 24 082 016 020

125 128 44 62 192 68 126 149 -0.16 0.39 117 46 53 177 69 155 260 -027 042
22 3 4 8 724 016 020 020 18 6 7 8 2 22 048 014 012

w

B.T.1| 250 117 41 63 198 69 123 147 -0.12 038 136 48 55 199 70 124 258 -0.37 041
12 3 8 13 322 014 004 022 16 5 9 7 2 15 046 019 015

&

0.13 041

500 122 39 64 206 66 109 133 -029 037 135 48 54 201 71 133 22
b 2023 016

10 6 5 17 740 034 023 010 6 7 6 24 5 48 0.«

.

1000| 127 46 60 190 69 135 1.32 -0.26  0.39 124 45 52 185 67 132 233 -032 0.37
13 6 5 9 4 26 044 019  0.09 10 : 052 016 012

conrol | 119 41 42 186 65 126 139 -0.27  0.22 123 43 68 202 72 129 152 011  0.30
24 8 2 11 5 35 039 021 006 13 2 4 11 4 16 019 002 015

125| 127 44 45 178 62 127 154 -019 0.27 121 45 62 201 75 142 142 009 0.28
21 7 2 13 8 37 034 022 006 13 6 6 19 6 28 020 0.04 0.06

w
w
w
-
~)

B.T.2| 250| 112 42 43 191 71 141 157 -0.13  0.17 113 43 63 187 72 148 133 -0.14  0.38
12 4 3 21 5 24 034 009 008 6 : 10013 006 010

—
w
~)
.

500 117 40 56 198 67 124 111 -032  0.24 124 43 64 204 71 123 1.58  -0.08 0.28
9 6 19 26 8 43 043 028 010 4 3 7 0.22  0.08 0.5

0o
w
133}

1000 116 43 45 181 66 137 134 -0.38 023 128 44 67 202 70 122 134 -0.14 030
6 5 3 17 2 21 052 012  0.09 7 2 8 9 2 17 026 006 0.14

conrol | 118 45 50 197 74 148 247 -050  0.35 131 46 64 201 71 125 140 -0.07 0.27
13 8 3 14 9 46 046 043 022 12 2 4 22031 0.06  0.08

-1
w

125 125 46 52 183 67 136 260 -0.33 042 118 45 61 203 77 148 1.39 -011 035
11 1 3 9 6 20 036 038 014 11 3 421 3 21 024 004 013

6 250 122 43 55 204 71 128 268 -0.26  0.33 124 42 61 198 67 114 147 -0.15 025

10 5 8 23 5 37 036 017 013 11 4 2 9 3 14 020 008 0.08
500 125 41 52 210 68 110 221 -047 043 115 44 61 204 77 147 138 -015  0.32
16 9 4 20 11 36 08 044 016 4 3 5 12 428 023 010 018

1000 120 44 57 191 71 139 214 -0.62 031 125 43 71 213 74 123 137 012  0.29
9 2 9 12 2 10 049 035 013 9 3 4 13 4 23 024 004 010

conrol | 119 44 54 197 74 143 267 -0.55 0.36 126 48 58 197 75 146 120 -0.11 029
7 6 4 11 7 37 064 040 013 15 4 8 8 4 16 030 005 0.09

125/ 124 45 55 186 68 135 258 -0.33  0.44 113 44 63 183 71 155 131 -012 036
12 3 5 16 8 22 026 039 016 16 2 5 12 2 31 025 006 0.09

13 250 124 44 51 201 72 132 280 -025 025 113 41 61 200 73 134 143 -0.17 024
9 2 4 21 2 30 028 011 011 9 3 4 6 2 13 020 012 007

500 127 42 61 202 67 117 207 -050 037 121 48 73 201 79 158 135 -0.15  0.34
10 8 8 20 9 48 067 042 0.20 3 4 8 17 729 019 006 019

1000 117 42 55 192 69 131 223 -057 035 118 42 65 205 74 131 145 -0.11  0.34
6 2 1 6 2 3059 038 011 11 1 5 11 317 023 007 014
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Table 10-2. Electrocardiogram in male and female dogs treated orally with ME1207 for 4 weeks
Male Female
Dav Group P-R PR QRS QT QT. H R. Rwave Swave Twave P-R PR, QRS QT QT. H R Rwave Swave Twave
© (mg/kg) | msec msec msec msec msec b/mm mV mV mV msec msec msec msec msec biymn mV mV mV
conrol | 119 44 50 200 73 138 252 -0.48 0.3l 128 49 60 197 76 150 132 -0.16 030
5 6 2 13 6 39 049 040 015 10 5 8 4 10 38 022 011 013
125 129 47 53 188 68 135 259 -0.36 0.46 118 46 61 191 74 153 135 -0.11 037
14 6 5 16 7 36 0.26 0.45 0.17 14 2 7 13 4 27 0.29 0.07  0.07
20 250 126 44 54 208 73 128 271 -0.23 0.31 132 49 69 205 76 140 1.44  -0.15 024
11 3 7 17 4 28 030 016 019 20 6 8 18 4 31 013 010 0.10
500 119 39 51 206 67 112 213 -0.46 039 127 51 68 192 78 167 136 -0.14 036
8 5 3 16 7038 077 035 018 6 3 4 10 6 30 029 005 023
1000 114 44 50 187 71 148 212 -0.64 0.35 114 42 60 194 71 139 142 -013 032
6 5 3 14 2 21 0.74 0.32 0.06 11 6 3 7 9 39 0.28 0.04 015
control | 117 44 54 196 73 143 251 -0.46 0.36 130 45 70 229 79 120 143  -0.11 0.26
9 7 5 6 6 30 0.61 0.46 0.09 18 6 3 22 8 14 0.33 0.05  0.12
125 119 43 50 184 67 138 254 -0.28 0.50 118 43 65 209 78 140 1.38 -0.12 0.28
20 3 5 7 8 39 019 033 010 9 1 2 7 5 26 030 0.03 010
27 250 119 42 50 191 67 125 261  -0.18 0.35 132 45 72 221 76 119 145 -017 0.24
13 6 5 9 3 19 0.38 0.16 0.19 9 2 4 15 6 22 0.23 0.08  0.07
500 127 41 52 198 65 112 2.03  -0.41 0.38 124 47 69 200 76 150 128 -0.12 031
10 5 7 11 8 37 0.84 0.36 0.19 3 4 7 14 7 36 0.37 0.06 0.18
10001 109 42 55 188 72 149 195 -059  0.33 125 44 68 201 71 127 135 -0.10 030
4 4 5 7 4 23 068 029 0.09 9 2 4 3 4 15 023 002 012

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard

deviation.

B. T. 1: First examination during pretreatment period
B. T. 2:Second examination during pretreatment period

MEICHFIC BB I AT, KE, EEE, BKER
IR L XTI L 13RI #ER L 72 (Fig. 2). £
7z, ERERFEAMAR, TEHRE, LCERRE, RIRHE,
PRIRTE, MAcEO9FRAE, PSP HEit:ER, SRR UERE
FREE TR L HEBYERG ICER L2 &
2 LB REITRIZEED S5 N7 h - 72 (Tables 10~
14, 16,17), %, migE{b##4E Tt 500 mg/kg LI
F #5842 BUN KU Chol. o ¥éhnAs, & 512, 1000
mg/kg B T3 ChE o LR L 386 5 172 (Table 15),
% 72, JRPFUHERSAORRAE T3 1000 mg/ kg B 16l
HREMRD BRI B BRI 1z, ZOMUCHILIR, M
Wiz L L s iz B LilE R o a5
[ENEALTH - 72 (Table 17), Z 6 ATROMIZ (2 M
WAL S R B R R LS L BB
D% 7T 5 &) w2 bizid@d o e nr - 72,

3. VTR

4> T DO H G- - W LR A SED BEE A3
BRI Aol L CTBIEE R N, X 512, 500 mg/kg BED 1

% & 1000 mg/kg BE 2 B2 13 Wik X333 EHHIC
REEL FHRINBEM L 2 S 72, 2N SDATRAMC
3Rk B <, KE, EE, EBAKERVK
UK BEE LI TITEREICHER L 72 (Fig. 3). 72, B
Fltomds, IO, OEMRE R CERIBHIEOR
RIZ L HBRWE OB L RET Bk REFTRIZED
L% h - 72 (Tables 18, 19),

i - BRAREE TIE 250 mg/kg Lo & 5B R
Na »i&s>, ALP & LA KU Chol. mhnss, & 512,
500 mg/kg LA L5z 12 GPT o L&A, T
1000 mg/kg 213 GOT » LR L ESH Lz, 2hbh
DFFRLISMZ LB bR S L2 hY, & G- BIGRIER
EPAL 2226 TH D, #HE5RCKGHM & nMfEL Y
L AR Tl 70 B L TH - 72 (Tables 20~22) .

5B A T2 IR T 1000 mg/kg Bt 2 plic+ 4
BB ABEL X N7, & OAIC DB ) B UM
Mze 21 LB LA R b iz hs, ARFEEMIZLRLN
HRRENVEILTH - 72, BE EHOWERR T3 500
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Table11. Body temperature in male and female dogs treated orally with ME1207 for 4 weeks
Group (mg/kg) Control 125 250 500 1000
Day
(Male) 38.85 39.35 38.80 38.90 38.78
B.T. 0.2 0.8 0.2 0.3 0.3
7 38.48 38.70 38.68 38.53 38.48
0.1 0.4 0.2 0.2 0.2
14 38.75 39.05 39.00 38.90 38.78
0.1 0.4 0.2 0.3 0.3
21 38.53 38.60 38.48 38.43 38.43
0.2 0.5 0.1 0.4 0.2
28 38.78 38.80 38.93 38.75 38.88
0.1 04 0.1 0.5 0.2
(Female) 39.23 39.10 38.98 39.23 39.15
B.T. 0.3 0.2 0.26 0.33 0.13
7 38.33 38.60 38.55 38.65 38.43
0.4 0.0 0.25 0.60 0.21
14 38.43 38.58 38.63 38.35 38.35
0.3 0.3 0.35 0.39 0.34
21 39.08 39.00 39.10 38.95 38.73
0.4 0.5 0.00 0.30 0.30
28 38.38 38.38 38.53 38.35 38.40
0.2 0.3 0.30 0.39 0.22
Unit: °C

B.T.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard

deviation.

mg/kg U LD GBI I Em R & M
EEOMML L CI3BmMEn», X 512, 1000 mg/kg
HICIIBRoMS EE BN & N E =MD
@l 657z (Tables 23~25), REMMBFAIRA TIZ
250 mg/kg LA b o 5 BE ) B B MAE R, ARHEL,
S HBE oD Z2 B fb & O RF MBS Y U bl BRI M 7 & 3R
#5117z (Table 25, Figs. 4, 5), 2 Otz (3 1000 mg
Tkg BET 1 BNC + 450 & /N kSR I B il & BERL I
B, 1B+ $5hraBic #im & ®haFK, 1Bl
Pk EIITZ R b o) 2 ) 0 K sk B ) A KB
Rk #EH, #nFnsH 517z (Table 25, Figs. 6
~8). uth, 2B KBHENIRMAL TR & 172 By
B3y HERETREINT, FOMBIEA LS T A
KEBLDTlREVEHELL, ZNHDATROMC
ISR ERAL M R A TRRRE L ) o <Hii 7 212 b &b
VRO NTAY, RBUEEE R U F OFLREC i - 0K
BT o b BRI B SR F L 22 b 13 2
L% - 72 (Table 25),

m. E =3

Bt 7« 25R0EWH ME 1207 0 B4, 83N
UtedH2 A 2 2l TRET L 72, 2 D#R, 500, 1000
MU 2000 mg/kg ##EO#%G L 2 2H Tl — B
MM - FREREDFERICIIFICRERED SN L h -
72 4%, FREARAE T3 1000 & 2000 mg/kg fED & 1 Hic
BRI H MG L 2 RERIR S I R S L, 2000 mg/
kg BEOMLd 1 B2 13 Fr i o0 B B IV 2 BRS M oy R 1
RIEMEAL L BE I N2, ZDOHREKKDEALIE
ME 1207 @ 1000 mg/kg % 28 H 2 72 V) sdf ikt
WhHL A XOWERHFICBCTLAEFETH LN L
EOELY LBNCBEE N I2DAT, MwTiEal

LT, fit-> TRHELVHRE TOEHO—IB
DAERIRIZ H 5 172 8RO B 3 BB - 512 IR
Lzt ez v, 72, BREE O REEZE
2L TL 1o EICRBETREICR S NZDA
T, HRABERUMECEVYTIZINL ) iEkE BT
AUKIZES SN THE LT, ZOFTRICBIL TL #kk
WS OBESIE v EF 2 S5,
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Table 12-1.  Qualitative and quantitative urinalysis findings in male and female dogs treated orally with ME1207 for 4 weeks

. , Quantitative findings
Day | Group(mg/kg) v U Na UK U.Cl oP SG

(Male) Control 247.5 37.0 120.8 83.3 1223.0 1.0340
B. T. 100.1 17.8 25.7 20.1 356.6 0.0082
125 307.5 56.8 122.0 67.5 1064.0 1.0295
143.8 30.5 34.8 244 277.1 0.0083

250 215.0 65.3* 158.3 111.0 1587.5 1.0450
45.1 6.0 21.8 238 278.3 0.0074

500 167.5 51.5 198.5** 143.8 1780.5 1.0513*
65.5 29.5 32.0 54.0 290.9 0.0092

1000 265.0 53.5 161.5* 87.0 1395.0 1.0403
48.0 13.6 14.0 104 158.8 0.0048

16 Control 232.5 63.5 164.5 107.0 1588.0 1.0450
79.3 17.2 30.5 18.2 280.3 0.0073

125 362.5 155 125.5 788 1185.5 1.0353
211.9 23.1 114 25.0 433.3 0.0125

250 210.0 67.5 174.5 117.0 1621.0 1.0483

48.3 7.9 32.8 17.5 249.4 0.0076

500 167.5 53.0 242.0* 167.0 1965.5 1.0580

80.2 19.1 422 46.8 361.9 0.0097

1000 215.0 44.0 206.0 128.5 1801.0 1.0543

42.0 6.3 16.0 14.0 227.8 0.0059

28 Control 225.0 40.5 172.3 104.5 1548.5 1.0453
332 18.9 284 10.1 2275 0.0056

125 370.0 33.5 109.5* 77.3 1019.0 1.0305

160.2 16.4 126 28.3 375.5 0.0111

250 200.0 54.8 176.3 118.5 1597.5 1.0473

33.7 11.6 17.3 8.7 72.9 0.0022

500 192.5 34.8 208.8 122.0 1683.5 1.0515

67.0 18.0 514 37.2 132.6 0.0139

1000 282.5 39.3 150.0 96.0 1406.0 1.0438

47.9 4.6 28.3 23.5 162.1 0.0022

Table 12-2.  Qualitative and quantitative urinalysis findings in male and female dogs treated orally with ME1207 for 4 weeks

Qualitative findings
Day Group Sediment

i (mg/kg) RBC WBC SC pH Pro. Gluc.| Ket. Bili OB |Urobili.
1234 123 1234 6789 12345 1 12 123 1 12

(Mal?l Control 1021 310 0040 0121 10201 4 10 301 4 31
B 125 1210 301 0040 0211 11200 4 10 400 4 40
250 1120 310 0040 0130 01300 4 13 400 4 22

500 1030 220 0040 1030 00310 1 31 202 4 22

1000 0310 130 0031 0040 01201 4 40 400 4 40

16 Control 14000 400 0040 0031 00211 4 31 400 4 31
125 3010 100 0040 0040 10210 4 40 100 4 13

250 3100 310 0040 0040 00211 4 40 400 4 13

500 3100 310 0031 0130 00130 4 10 202 4 13

1000 3100 100 0040 0040 00211 4 31 400 4 22

28 Control 2200 310 0130 0031 00211 4 31 400 4 13
125 2200 121 1120 0031 11110 1 40 400 4 31

250 2110 400 1210 0040 00130 4 40 400 4 04

500 1000 100 1030 0040 00220 4 40 400 4 13

1000 3010 310 1030 0040 01210 4 40 301 4 31
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Table 12-3. Qualitative and quantitative urinalysis findings in male and female dogs treated orally with ME1207 for 4 weeks

Quantitative findings
Day | Group(mg/kg) Uv UNa UK Ua oP <
(Female) Control 222.5 45.8 177.8 91.8 1554.0 1.0463
B. T. 37.7 16.5 322 13.0 151.1 0.0049
125 287.5 20.8* 120.0* 55.8* 1075.5%* 1.0325*
88.8 10.8 222 234 204.6 0.0065
250 297.5 38.0 134.3 68.5 1242.5 1.0370
78.0 13.0 252 24.1 289.9 0.0081
500 2425 26.0 166.8 87.0 1407.5 1.0410
59.1 7.6 26.7 15.8 280.8 0.0073
1000 230.0 26.0 173.3 86.0 1513.5 1.0465
17.6 9.1 415 13.9 289.7 0.0100
16 Control 207.5 73.3 175.5 131.0 1719.0 1.0490
83.4 16.5 40.5 372 3129 0.0089
125 3225 55.0 111.0* 71.3* 1131.0 1.0345
148.6 28.%8 31.3 25.8 3748 0.0107
250 297.5 16.5* 139.0 91.5 1337.5 1.0390
42.7 13.5 10.6 10.5 719 0.0020
500 2475 14.0 148.0 116.3 1428.5 1.0420
110.0 23.4 30.8 33.3 274.7 0.0082
1000 215.0 16.5 158.0 97.5 1510.0 1.0455
73.3 19.6 375 228 374.0 0.0101
28 Control 262.5 53.5 142.0 82.0 1302.5 1.0410
8.9 229 258 20.7 261.2 0.0079
125 330.0 16.0 121.0 77.8 1100.0 1.0318
77.0 9.0 29.0 8.3 1104 0.0034
250 3125 4.3 132.8 86.5 1195.5 1.0350
72.3 10.1 20.0 13.2 159.7 0.0044
500 282.5 10.3 151.8 101.3 1403.5 1.0408
842 10.3 41.7 30.3 3772 0.0111
1000 255.0 38.5 160.0 106.0 1467.0 1.0440
73.3 15.1 36.8 274 330.5 0.0105
Vb & ks o, diZs Ty 500 mg/kg L Eo#54#1c BUN

LREDEMMIEIL D LN THE ST, MREOBOER L
2000mg/kg LLETH -7, 2Dk ) HERIZBERD
{XREHOEENRYS IS L 2205 THRERIZHS
, MELR207 I2HA L LD TlE R\,

—77, B T3 T 250 mg/kg LL B3R
i= Chol.m¥m, ALP, GPT %1 GOT o -5, H &
ITHRHEL, AR, AR Zealb L SIS LS
FRERR 7 E 2R S A, 500 mg/kg VL L 5BE
CRFBERoOMML 2 67, #2850 500 mg/
kg LU #5874 Chol. o3gnAs bl s 1, ChE @
ALBDENS, NS DRSS ME 1207 134 X
BHERUEAT S & HFRICHEE MITT I Lo
BENT, 2L ) ITHF RIS B L MR B F
BBk 24 2 B~ 83, KR cefteram
pivoxil (CFTM-PI) ®» 4 X % JH\ 72 6 # A Moo
250 T L 150 mg/kg Ll oo f GBE T b LT 5
D, ME 1207 Ic4# A it R Tld 7w,

M TIE X 512 1000 mg/kg £ TEEEO TR L

DN S, BRI AT A S h DL 2
LD, La L 2eht s BUN ORIIOFEE I8N T, %
DRI ETIER LN THE LT, FROMMBIZICH
R G R L 7 e B2 LB R L, PSP
REETLREHSEDH LN T, - T, BRIZH
M T T L TL IR L EE L LN
B, A OISR B M B BEE D cefaclor
(CCL) M B W T LEd s T, MEI1207 274 %
DRI B A ST L L L ARNCERA et TR
7,

% 7>, M TIE 1000 mg/kg BT/ R 8 MK
PRI L L I KB BEAR AN RO A L B
X4, KR TRAHT AEKL S, FHIZ X
HL7zEbE2 LNBET Naob bl b,
IHLORRIZHAT TIIBE I N L -2, — T,
HE T NBOTMR TR ERFETLRLNT
1), ME 1207 O350 1000 mg/kg BT & 11724k
i, FHRIS R OB L 7 & R WL L R & RRIC R
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Table 12-4. Quali'tati\'e and quantitative urinalysis findings in male and female dogs treated orally with ME1207 for 4 weeks

Qualitative findings

Day | Group(mg/kg) Sediment
RBC WBC SC pH Pro. |Gluc.| Ket. | Bili. OB Urobili.
1234 123 1234 789 123 1 12 1 123 4 12
(Female) Control 0130 400 0031 220 031 4 22 4 4000 04
o 125 1120 400 0040 400 220 4 22 4 3001 04
250 0220 310 0022 220 220 4 40 4 4000 04
500 1120 400 0031 121 031 4 31 4 4000 04
1000 0040 211 0040 121 112 4 40 4 4000 04
16 Control 1210 310 1021 130 031 4 13 4 4000 31
125 0130 310 0130 220 130 4 40 4 4000 40
250 2110 310 0040 130 040 4 40 4 4000 40
500 3010 400 1030 310 130 4 40 4 4000 40
1000 2110 400 0022 130 031 4 40 4 3100 40
28 Control | 2110 310 0031 220 031 4 40 4 1000 31
125 1300 400 0040 220 310 4 40 4 4000 40
250 1111 211 0040 220 130 4 40 4 3100 40
500 2110 1400 0040 220 040 4 40 4 4000 31
1000 2110 220 0040 130 031 4 40 4 4000 40

B. T.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the

standard deviation.

Arabic numerals of qualitative parameters represent the number of animals in each grade.
Grade : Pro. 1 ; negative, 2 ; trace. 3;30mg/dl, 4 ; 100mg /dl. 5: =300mg/dl
Gluc. : 1 ; negative

Ket.: 1;negative, 2; 5mg/dl
Bili.: 1; negative

OB.: 1, negative, 2 ;trace. 3;1+,4;2+

Urobili.: 1;0.1EU/dI, 2 ; [EU/dI

Sediment. : 1 ; negative or very few/50fields, 2 ; few/50fields,
3 1-8/each field, 4 ;8-30/each field

Significantly different from control* : p<0.05, * * : p<0.01

HBLDTIE L WEHEZL B,

FEL 2L ) ICHERE TIE 250 mg/kg LUF, 83T
13 125 mg/kg LT D8 55 THEBRWHE O # 1 % Rbe
TERRABEDLNTELTY, BPEEIINLNH

Ll bd 6 ME 1207 A4 X 2 v 725t RBICE

mEL B, FENA X1H THEFBR T cefadroxil
T 87.5mg/kg®?, CFTM-PI T 50 mg/kg® & U cefix-
ime & cefpodoxime proxetil T 400 mg/kg*® & i 4
ENTHBNT, ME 1207 O3PS L 33K & Frc &

TbHLDTh\y,

2 R#HENBOLRIZ 2 8/kg ILET, MEBRIER
# Ti3 250 mg/kg, %4 T3 125 mg/kg Th "), #Hit
NEL SENGERITFBREE L SNz,
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Table 13-1. Hematological findings in male and female dogs treated orally with ME1207 for 4 weeks
Day | Group(mg/kg)| Platelet WBC RBC Hb Ht MCV MCH MCHC
(Male) | Control 294.5 10.33 7.090 15.88 48.50 68.8 22.40 32.75
B.T. 16.3 2.95 0.381 0.64 2.45 0.5 0.38 0.35
125 3425 10.63 6.750 15.38 46.83 69.5 22.80 32.83
38.0 3.10 0.403 0.34 1.63 2.1 0.89 0.53
250 288.0 12.30 7.020 15.40 47.70 68.3 21.93 32.28
48.3 3.33 0.337 0.57 2.15 17 0.30
500 302.5 10.28 6.880 15.33 47.35 69.0 32.35
60.9 0.81 0.380 1.16 3.02 0.8 0.42
1000 307.5 9.95 6.970 15.75 17.53 68.0 33.03
66.9 0.93 0.543 1.96 4.79 3.7 0.83
16 Control 379.0 10.63 6.798 14.53 43.65 64.5 33.28
224 3.61 0.381 0.67 1.99 1.3 0.41
125 439.5* 10.83 6.590 14.33 43.30 65.8 33.08
39.6 3.86 0.521 0.54 2.20 2.5 0.50
250 356.0 10.73 6.595 14.03 42,13 64.0 33.28
28.0 1.41 0.118 0.46 1.20 14 0.34
500 393.0 10.55 6.605 14.00 12.25 64.0 33.18
458 2.08 0.390 1.04 3.02 0.8 0.17
1000 421.0 11.23 6.518 13.95 41.90 64.5 33.28
107.2 1.05 0.782 1.93 5.28 5.1 0.85
28 Control 336.5 10.43 6.505 14.05 11.25 63.8 34.05
38.4 347 0.508 0.85 2.74 0.5 0.42
125 380.0 9.65 6.498 14.38 42.00 64.8 3415
36.0 2.44 0.634 1.09 3.13 15 0.75
250 318.5 10.05 6.748 14.58 12.80 63.8 34.00
48.7 1.47 0.292 0.75 2.1%8 1.5 0.22
500 332.0 9.48 7.358 13.88 40.98 64.5 33.83
68.6 1.37 0.503 0.94 2.57 1.3 0.57
1000 353.5 10.45 6.460 14.05 10.95 63.8 34.25
794 0.55 0.815 1.89 5.25 43 0.38
(Female) | Control 289.0 11.63 6.820) 15.05 43.63 64.3 34.53
B. T. 54.9 1.57 0.874 1.74 5.18 1.0 0.25
125 343.0 13.05 7.013 15.63 45.18 64.5 34.58
41.5 0.70 0.388 1.08 3.07 1.3 0.31
250 299.0 10.53 7410 15.83 15.98 62.5 34.45
74.8 0.94 0.626 1.26 3.28 1.7 0.31
500 342.0 12.15 7.020 15.73 46.08 66.0 34.15
86.7 1.57 0.522 1.15 3.33 1.8 0.54
1000 2975 11.28 7.000 15.10 4393 63.0 34.38
71.3 2.05 0.595 0.92 297 2.2 0.38
16 Control 292.0 11.55 6.315 13.90 41.13 65.5 33.85
52.0 1.37 0.943 1.76 5.41 1.3 0.34
125 379.0 12.55 6.423 14.60 42.55 66.5 34.30*
69.3 2.76 0.193 0.22 0.90 2.1 0.14
250 3115 10.93 6.628 1440 11.95 63.5 34.23
89.5 1.58 0.78 1.70 2.9 0.76
500 399.5* 10.58 14.23 41.65 67.5 3413
64.0 1.22 0.95 2.36 2.4 0.30
1000 3375 12.88 14.35 12.08 63.8 34.05
98.4 1.62 0.90 222 1.7 0.62
28 Control 322.5 9.93 14.05 12,15 68.3 33.35
40.2 .68 1.40 1.10 1.3 0.24
125 366.5 9.98 15.03 14.90 68.5 3345
66.4 2.13 0.85 2.31 0.6 0.44
250 309.0 9.30 13.98 12.33 66.5 33.00
45.9 1.79 0.43 1.35 2.6 0.22
500 361.5 8.68 14.23 1260 70.0 33.33
38.1 1.08 0.96 2.51 1.8 0.39
1000 332.5 9.30 14.13 12.40 67.3 33.25
74.1 0.48 1.47 3.96 25 0.53
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Table 13-2. Hematological findings in male and female dogs treated orally with ME1207 for 4 weeks
Neutro. Neutro.

Day | Group(mg/kg) PT PTT Baso. Eosino. (St) (Seg) Lympho. Mono.  Reticulo.
(Male) | Control 6.55 24.18 0.05 745 2.40 51.30 33.75 5.05 6.0
B. T. 0.45 0.64 0.10 3.96 0.82 3.04 3.52 2.12 2.2

125 6.40 24.65 0.0 7.60 2.25 52.30 33.90 3.95 6.5

0.55 0.76 0.0 2.93 1.08 7.35 5.10 0.98 24

250 6.43 26.08 0.10 8.35 2.85 56.85 28.40 3.45 55

0.29 1.42 0.20 6.22 1.39 8.91 8.38 1.40 13

500 6.83 25.28 0.0 2.30 2.50 54.10 36.65 4.45 6.3

0.48 1.67 0.0 1.47 1.09 247 2.93 0.44 34

1000 6.38 25.03 0.05 6.00 3.00 52.45 33.65 4.85 5.0

0.10 1.2%8 0.10 1.02 1.34 7.54 6.49 1.56 23

16 Control 6.78 2540 0.0 5.65 6.25 52.80 31.85 3.45 5.8
0.21 1.35 0.0 3.63 0.91 3.00 5.16 1.77 22

125 6.75 25.10 0.0 9.70 4.35 49.40 33.20 3.35 7.0

0.65 0.64 0.0 5.53 1.46 7.07 6.51 1.48 29

250 6.78 26.73 0.0 6.90 5.05 51.35 34.70 2.00 6.3

0.25 0.89 0.0 3.23 2.08 7.14 5.97 0.49 17

500 7.00 25.25 0.0 4.50 5.85 51.40 35.10 3.15 6.8

0.57 0.95 0.0 3.07 1.44 8.85 8.68 0.77 29

1000 6.63 24.98 0.0 7.60 4.60 52.55 32.10 3.15 78

0.26 0.33 0.0 3.53 1.10 4.63 3.12 1.72 6.4

2N Control 6.93 25.33 0.35 6.65 4.05 54.65 29.15 5.15 6.5
0.28 0.24 0.70 1.74 0.87 2.99 5.53 2.22 1.3

125 6.90 27.48 0.0 10.65 4.05 47.90 30.40 7.00 6.5

| 0.61 3.32 0.0 3.37 2.64 6.47 8.93 1.18 3.7

| 250 6.93 25.78 0.45 7.85 3.95 51.35 31.15 5.25 73

| 0.40 0.52 0.66 3.55 1.49 3.33 542 1.64 1.3

500 7.28 24.90 0.0 3.80 5.50 50.50 34.25 5.95 5.3

0.50 0.93 0.0 2.24 0.84 0.12 291 0.66 26

1000 6.70 29.85 0.10 7.00 3.90 51.40 30.80 6.80 8.0

0.34 4.69 0.20 217 2.81 5.00 7.65 1.43 29

(Female) | Control 7.63 23.48 0.0 6.50 2.20 52.25 33.35 5.70 6.5
B.T. 2.13 1.55 0.0 241 0.88 11.14 10.89 1.09 44

125 6.40 22.83 0.0 5.25 3.40 54.50 31.20 5.65 118

0.22 0.75 0.0 3.90 2.16 9.27 9.63 3.13 9.0

250 6.43 22.45 0.0 7.10 2.70 1945 37.10 3.65* 6.8

0.15 0.37 0.0 3.32 1.40 1.78 6.42 0.50 36

00 6.70 22.98 0.0 3.20 3.85 59.90 28.95 4.10 8.3

0.62 0.83 0.0 1.56 1.33 1.62 5.08 1.29 19

1000 6.28 23.05 0.0 6.00 2.05 51.05 36.05 4.85 58

0.17 0.83 0.0 2.08 0.41 851 10.22 0.85 2.2

16 Control 6.13 30.25 0.0 1.80 3.35 53.60 32.30 5.95 5.8
0.26 0.93 0.0 1.81 1.34 3.52 0.99 1.77 3.1

125 5.98 29.78 0.0 5.15 3.55 49.55 38.55* 3.20* 9.8

0.22 0.87 0.0 2.76 1.08 3.68 3.65 1.21 35

250 5.90 29.30 0.0 6.35 3.30 49.30 37.65 3.40 8.5

0.14 0.53 0.0 5.30 1.43 285 9.09 1.23 3.1

500 6.25 29.23 0.0 3.55 3.70 56.95 31.65 4.15 11.3

0.38 0.39 0.0 2.24 1.41 4.01 1.90 1.54 10.7

1000 5.93 28.95 0.0 5.95 3.35 53.85 33.35 3.50* 58
0.22 1.60 0.0 3.08 0.68 9.70 8.87 0.74 17

28 Control 7.23 27.58 0.0 6.20 3.20 54.60 31.05 4.95 38
1.80 0.52 0.0 2.5] 0.59 4.67 3.75 1.32 1.0

125 6.18 27.48 0.0 5.00 3.85 48.55 38.75 3.85 73

0.17 0.40 0.0 3.53 0.90 3.13 6.44 0.77 36

250 6.13 27.65 0.0 6.25 3.65 52.70 34.40 3.00 12.0

0.39 041 0.0 3.50 1.34 8.10 11.61 1.07 9.6

500 6.33 28.00 0.0 4.80 1.60* 57.85 29.25 3.50 8.8*

0.43 0.77 0.0 3.34 0.98 3.60 2.12 0.95 34

1000 6.05 28.13 0.0 6.80 4.20 54.70 31.40 2.90* 5.5
0.13 1.55 0.0 2.50 0.69 0.66 2.51 0.95 1.3 )

B. T.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard
deviation.

Significantly different from control * : p<0.05
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Table14. PSP test in male and female dogs treated orally with ME1207 for 4 weeks
Male Female
Group
(mg/ke) B.T. Day 10 Day 23 B.T. Day 10 Day 23
Control 148 192 137 285 235 242
24 47 18 26 29 55
125 110 160 134 275 251 229
30 64 47 29 27 37
250 147 190 141 295 265 225
6 33 25 29 58 42
500 144 196 155 241 202 196
41 23 17 37 39 22
1000 148 172 166 300 175* 189
54 26 38 21 33 46

B.T.: Before treatment

Unit : ug/dl

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard

deviation.

Significantly different from control* : p<0.05

—_

Body weight (kg)

250

250
200

Food consumption(g)

1,000

600
800
500

Water consumption (ml)

Urine volume (ml)

T T T

BT. 14 35 56 77 9

R Il L !

%

Days of administration
B.T. : Before treatment

1 1 1 J
8 119 140 161 182

—: Control, --:125mg/kg, - : 250mg/kg
. =1 500mg/kg, - l,OOOmg/k%
Fig. 3. Body weight changes, food and

water consumption, and urine vol-
ume in male and female dogs treat-
ed orally with ME1207 for 26weeks.

k&5 Ol = J%g?;‘f S 4 e o oA P A
Fig. 4. Micrograph of a liver preparation from a
male dog(No.l) treated orally with empty
capsules for 26 weeks. Note no abormalities.

(H. E. stain. X 170)
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Table 15-1.  Biochemical findings in male and female dogs treated orallv with ME1207 for 4 weeks
Day Group(mg/kg) GPT | GOT | LAP | ChE ALP | LDH | HBD | CPK | BUN
(Male) Control 37.0 33.3 40.0 0.468 118.5 135.0 28.0 82.8 14.88
B. T. 94 4.3 5.0 0.123 444 42.0 8.5 15.3 1.93
125 39.0 32.3 41.3 0.328 127.5 146.5 34.5 99.5 12.90
8.4 4.3 9.0 0.112 422 44.3 11.0 9.7 0.88
250 35.5 328 41.8 0.430 100.3 182.5 37.3 104.5 12.90
3.1 4.3 7.0 0.112 28.6 43.3 10.0 13.2 1.09
500 34.5 30.5 39.8 0.390 134.0 161.8 325 86.3 16.23
6.0 34 6.7 0.061 44.1 34.6 5.0 6.6 1.44
1000 36.0 34.8 38.0 0.408 93.8 148.5 33.0 95.0 15.68
3.7 2.8 12.7 0.026 234 26.1 7.9 16.1 1.38
16 Control 42.3 31.3 39.3 0.470 118.3 165.8 30.3 80.8 14.25
9.5 5.2 6.6 0.066 39.1 98.2 12.8 21.5 1.49
125 52.3 33.0 13.8 0.358 131.0 146.8 28.8 96.8 13.13
12.8 7.6 9.5 0.083 42.7 574 9.6 25.0 0.55
250 19.0 32.0 42.5 0.420 107.3 125.8 24.8 91.8 13.85
6.5 8.5 6.9 0.096 29.1 30.0 5.5 15.1 1.99
500 56.3 34.3 40.0 0.450 149.0 153.3 28.3 90.0 17.83*
24.3 7.1 8.0 0.117 70.2 453 6.4 28.0 1.26
1000 52.5 34.3 41.0 0.413 124.8 154.3 31.5 98.5 18.50**
5.8 2.5 134 0.103 20.7 19.7 2.5 14.2 1.09
28 Control 35.3 30.0 37.8 0.473 123.8 96.8 19.5 65.5 14.38
9.6 4.3 7.0 0.058 51.6 33.3 3.7 13.3 1.42
125 52.5 325 43.3 0.385 125.8 98.8 20.8 88.8 13.43
20.3 7.5 9.0 0.076 343 16.5 3.6 21.2 1.14
250 16.0 318 43, 0.493 115.3 110.8 26.0 88.0 15.13
1.7 3.3 6.3 0.078 31.0 34.0 6.6 21.7 2.17
500 45.8 28.0 10.3 0.453 174.0 94.0 20.0 69.5 19.35**
5.6 3.2 8.0 0.049 106.9 13.6 29 10.5 1.45
1000 48.3 32.0 42.0 0.453 146.5 116.5 25.5 38.8 18.20*
4.9 2.8 145 0.067 36.0 24.6 59 15.3 1.92
(Female) Control 34.5 40.5 375 0.413 86.3 137.0 37.3 201.3 18.18
11.1 144 9.8 0.100 14.3 49.2 9.0 136.8 4.75
125 45.0 39.3 38.0 0.420 85.8 178.5 43.5 166.0 16.85
6.9 9.1 134 0.112 10.3 51.7 16.1 53.4 3.96
250 40.3 45.3 33.3 0.438 101.8 157.5 35.0 212.8 15.93
12.7 14.8 7.5 0.034 47.9 722 7.1 90.5 2.11
500 39.8 37.3 37.3 0448 102.8 171.0 42.0 199.8 16.60
6.3 8.7 3.0 0.076 54.2 39.2 3.8 94.6 2.19
1000 42.5 39.3 38.3 0.498 99.0 164.8 35.8 212.0 16.00
14.9 8.4 6.2 0.095 21.2 23.6 5.6 109.4 2.49
16 Control 39.8 29.3 37.5 0.445 89.8 1135 21.8 67.0 14.48
7.9 5.0 9.9 0.039 20.1 38.0 7.7 14.7 1.81
125 202.0 74.0 41.8 0.468 108.8 126.5 31.0 139.3 18.05
308.7 81.5 14.6 0.108 16.4 38.6 5.5 119.3 4.62
250 45.3 30.5 36.3 0.485 119.0 144.0 30.8 96.0 17.65
114 8.3 7.2 0.075 23.3 100.7 16.4 26.5 2.98
500 47.8 32.0 13.8 0.475 113.0 116.0 29.8 91.8* | 19.93**
9.3 3.7 6.8 0.116 56.6 10.6 6.2 8.5 2.28
1000 53.0 278 40.0 0.655* | 1135 147.8 34.8 81.8 18.38
16.3 5.1 5.6 0.144 36.4 70.2 14.4 18.0 3.34
28 Control 39.3 338 36.5 0.465 90.5 120.3 26.3 77.3 15.23
7.1 5.7 8.3 0.031 219 58.6 13.2 33.6 0.68
125 56.0 31.8 42.0 0.495 104.0 97.0 21.8 68.0 18.38
21.5 3.6 17.2 0.108 26.9 31.5 4.3 17.0 5.27
250 19.8 315 36.8 0.575* | 1478 226.8 40.3 105.8 18.53"
16.4 5.1 9.8 0.079 65.4 256.6 34.5 61.9 1.89
500 45.0 30.0 41.0 0.553 121.5 107.5 27.3 84.3 19.83
8.6 2.9 54 0.146 19.9 42.7 8.2 19.0 4.24
1000 50.3 30.0 10.3 0.833 159.5 146.5 31.3 76.3 18.60
16.3 2.7 6.1 0.289 88.3 68.6 10.4 20.0 3.70
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Table 15-2.  Biochemical findings in male and female dogs treated orally with ME1207 for 4 weeks
Day Group(mg/kg) Cre. TP Alb. Ca Chol. TG Gluc. | A/G H/L
(Male) Control 0.55 6.38 3.35 9.95 122.8 33.3 87.3 1.115 0.210
B. T. 0.06 0.22 0.06 0.34 21.3 4.6 12.6 0.122 0.000
125 0.58 6.43 3.38 9.95 120.8 423 85.5 1.115 0.235
0.05 0.10 0.17 0.26 254 7.0 3. 0.158 0.017
250 0.55 6.23 3.28 9.75 123.8 36.8 81.0 1.125 0.203
0.06 0.22 0.25 0.30 11.5 16 5.5 0.186 0.015
500 0.60 6.30 3.25 10.10 1155 338 81.5 1.068 0.203
0.08 0.24 0.17 0.18 8.5 6.1 5.7 0.082 0.032
1000 0.63 6.30 3.28 9.95 121.5 36.8 78.8 1.105 0.220
0.10 0.51 0.25 0.57 27.0 3.9 3.8 0.206 0.016
16 Control 0.45 6.13 3.13 10.20 111.8 23.8 88.8 1.060 0.198
0.06 0.33 0.10 0.40 19.4 | 2.5 6.3 0.174 0.033
125 045 6.08 3.23 10.23 1198 | 37.5° 84.5 1.145 0.200
0.06 0.31 0.10 0.32 17.3 l 7.6 1.5 0.146 0.012
250 0.45 5.85 3.23 10.03 1215 | 310 91.5 1.248 0.198
0.06 0.24 0.17 0.3 10.0 5.6 9.1 0.196 0.017
500 0.50 5.90 3.10 10.20 116.5 30.5 84.0 1.113 0.188
0.08 0.22 0.22 0.22 11.3 6.5 4.1 0.123 0.021
1000 0.53 5.85 3.15 10.05 120.8 35.0* 81.3 1.180 0.208
0.05 0.13 0.21 0.66 274 14 2.2 0.176 0.022
28 Control 043 6.10 3.15 10.18 110.5 20.3 90.3 1.085 0.213
0.05 0.22 0.21 0.59 18.0 5.4 54 0.195 0.045
125 0.43 6.03 3.35 10.45 121.5 33.3* 85.5 1.263 0.210
0.10 0.26 0.06 0.35 20.3 7.8 5.7 0.137 0.018
250 0.45 5.88 3.40 10.18 125.3 29.0* 90.0 1.388 0.238
0.06 0.28 0.16 0.43 9.5 3.9 5.6 0.179 0.013
500 0.50 5.80 3.25 10.25 117.3 28.5 86.0 1.285 0.210
0.08 0.14 0.19 0.37 6.1 6.0 2.8 0.171 0.008
1000 045 5.85 3.23 10.08 133.8 32.5* 83.5 1.243 0.220
0.10 0.17 0.22 0.68 30.8 4.1 3.3 0.187 0.022
(Female) Control 0.60 5.88 3.03 9.98 128.3 38.8 73.5 1.075 0.285
B. T. 0.12 0.38 0.10 0.33 275 12.1 9.3 0.153 0.060
125 0.60 5.50 2.98 9.95 137.5 14.3 88.8 1.183 0.240
0.08 0.16 0.10 0.31 292 6.2 2.6 0.085 0.045
250 0.58 5.50 3.10 9.85 137.8 12.8 76.8 1.315 0.245
0.05 0.24 0.14 0.29 40.5 6.7 9.5 0.225 0.079
500 0.60 5.78 2.98 9.68 142.0 44.3 76.5 1.098 0.255
0.00 0.47 0.29 0.19 36.6 a4 9.3 0.266 0.058
1000 0.58 5.95 2.95 9.73 140.3 36.5 78.0 1.140 0.218
0.05 0.26 0.19 0.22 26.0 9.1 3.6 0.109 0.026
16 Control 0.45 5.63 2.90 9.93 109.0 30.0 778 1.098 0.193
0.06 0.28 0.20 0.30 17.5 22 9.3 0.28%8 0.052
125 0.63 5.45 298 9.90 127.5 52.8 81.0 1.205 0.253
0.26 0.31 0.15 0.49 259 21.0 2.0 0.066 0.038
250 0.53 5.50 298 10.00 175.0 50.0 778 1.205 0.230
0.19 0.32 0.13 0.18 62.3 15.8 1.1 0.228 0.056
500 0.80 5.80 3.00 10.08 143.8* 68.3 798 1.098 0.268
0.55 0.29 0.22 0.71 21.0 34.2 36 0.256 0.038
1000 0.55 5.43 2.95 10.10 169.0*%  42.0* 775 1.195 0.245
0.06 0.17 0.21 0.24 8.7 7.5 7.0 0.135 0.040
28 Control 0.48 5.83 3.00 9.35 99.3 27.3 81.8 1.100 0.218
0.05 0.41 0.16 0.34 13.7 16 10.3 0.280 0.031
125 0.65 5.80 3.18 9.63 128.3 19.3 84.3 1.223 0.230
0.30 0.28 0.15 0.29 24.0 28.8 3.9 0.158 0.029
250 0.53 5.60 3.13 9.38 168.5 40.0 80.8 1.288 0.220
0.05 0.39 0.10 0.26 4.3 11.9 2.1 0.222 0.056
500 0.58 5.85 318 9.45 146.3* 49.5* 30.3 1.200 0.263
0.22 0.26 0.21 0.48 254 11.6 2.5 0.194 0.046
1000 0.53 5.65 3.08 9.63 167.0** 368 88.3 1.203 0.220
0.05 0.19 0.17 0.21 14.0 7.6 3.5 0.157 0.026
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Table 15-3.

Biochemical findings in male and female dogs treated orally with ME1207 for 4 weeks

Day Group(mg/kg) Na K Cl f-Alb | a,-G -G B-G y-G
(Male) Control 146.8 4.75 113.8 57.05 4.30 7.48 21.53 9.65
B. T. 0.5 0.13 1.3 2.04 0.27 0.47 0.87 0.93

125 146.8 5.00 115.3 57.63 4.15 6.88 22.50 8.85
1.0 0.18 1.7 1.00 0.24 0.57 343 1.09
250 1458 4.68 113.5 58.30 4.33 6.83 21.38 9.18
1.5 0.10 0.6 5.30 0.34 0.45 3.35 1.75
500 147.5 4.78 112.8 57.18 4.28 748 5 10.50
0.6 0.42 1.0 247 0.05 0.36 1.71
1000 147.0 4.70 113.0 57.13 4.35 6.53 9.98
0.8 0.28 1.2 5.29 0.17 1.02 2.22
16 Control 146.8 4.08 113.3 56.25 4.13 7.05 10.38
1.0 0.10 1.7 3.70 0.30 1.17 1.25
125 145.3 4.68°° 1128 57.30 4.13 545 10.38
1.3 0.25 1.9 2.07 0.21 0.84 2.69
250 145.3* 4.10 113.0 59.28 4.33 4.95* 10.38
0.5 0.36 0.0 3.76 0.31 0.75 2.11
500 146.3 4.25 112.0 57.88 4.13 5.95 11.63
0.5 0.13 2.0 3.58 0.10 0.45 3.53
1000 146.5 4.20 111.8 57.65 4.23 5457 11.48
0.6 0.14 1.0 3.93 0.22 0.41 0.82
28 Control 145.0 4.28 115.0 54.40 3.70 8.25 10.48
0.8 0.17 0.8 4.27 0.36 0.94 1.79
125 143.5* 4.80** 115.3 59.33 4.20 575" 9.03
0.6 0.18 22 3.01 0.37 0.94 1.11
250 145.3 4.38 1140 61.38° 4.35 5.35%* 8.48
0.5 0.25 1.4 3.19 0.55 1.20 1.28
500 145.0 4.43 114.3 59.75 4.03 45.95* 10.30
0.0 0.15 1.0 341 0.13 0.81 2.01
1000 144.5 4.53 1135 59.60 4.25 ).00%* 9.73
1.0 0.28 1.3 3.98 0.40 0.37 2.34
(Female) Control 147.3 443 116.0 | 59.05 4.90 5.70 10.48
B.T. 1.5 0.15 2.4 1.07 0.29 1.04 3.04
125 147.3 4.53 117.0 61.15 4.78 6.08 8.53
1.0 0.25 0.8 2.87 0.57 1.92 1.71
250 147.3 1.15 117.5 63.35 1.85 5.88 6.83
1.5 0.25 2.6 397 0.21 1.11 1.20
500 146.8 1.20 115.3 58.93 4.70 5.10 10.63
1.0 0.32 2.1 6.38 0.08 1.02 4.12
1000 146.0 4.30 115.3 60.05 5.35 6.35 8.10
0.8 0.08 29 3.78 .64 0.51 1.59
16 Control 147.8 4.43 117.0 J8.83 4.10 5.50 12.08
1.0 0.35 0.8 7.12 0.36 (.88 3.51
125 147.3 4.78 117.0 62.75 148 5.20 8.90
1.3 0.17 2.4 1.67 0.25 1.07 1.61
250 147.8 448 116.8 61.65 4.45 6.20 7.83
1.3 0.19 2.1 4.42 0.31 1.14 1.15
500 7.5 4.63 113.3* | 59.93 4.55 145 10.95
2.5 0.30 2.2 5.11 0.38 0.44 343
1000 147.8 4.63 116.8 62.88 4.68 5.78 8.28
1.3 0.33 1.9 2.53 0.46 1.20 . 1.32
28 Control 145.5 4.40 115.0 59.25 1.63 1.58 19.75 11.80
0.6 0.14 1.8 6.55 0.17 0.69 2.94 2.99
125 145.3 4.50 114.5 63.48 4.83 4.60 18.30 8.80
1.0 0.34 1.7 2.65 0.13 0.62 0.88 1.84
250) 145.8 4.15% | 1145 64.20 4.85 ).08 18.68 7.20*
1.0 0.13 1 3.68 0.44 0.79 2.4 1.16
S00 145.8 4.40 112.0* | 61.90 4.68 4.63 18.88 9.93
1.0 0.18 1.2 4.52 0.50 0.96 1.62 3.31
1000 145.0 33 113.5 63.40 1.85 5.28 18.73 7.75*
0.0 0.29 1.3 1.96 0.31 1.40 1.29 1.17

B.'T'.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures

to the standard deviation.

Significantly different from control* : p<0.05, ** .

<0.01
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Table 16-1. Organ weights in male and female dogs treated orally with MEI207 for 4 weeks
Group Brain Heart Lung Liver Kidneys Spleen
(mg/kg) (g) (%)” (g) (%) (g) (%) () (%) (g) (%) (g) (%)
(Male)
Control 78.23 0.778 91.09 0.906 87.36 0.867 267.71 2.662 54.07 0.537 24.51 0.243
6.64 0.099 8.39 0.116 2.42 0.041 23.46 0.341 7.1 0.07% 5.80 0.056
125 74.89 0.771 83.12 0.843 102.27* 1.055 27255 2.726 60 40 0.617 25.26 0.245
2.54 0.155 10.81 0.105 9.27 0.241 7840 0514 5.88 0.105 9.97 0.054
250 80.58 0.805 90.40 0.900 91.92 0.919 262.13 2.620) 22,43 0.523 23.38 0.234
3.30 0.020 9.50 0.044 12.39 0.128 16 44 0.181 577 0.037 147 0.051
500 71.84 0.703 94.92 0.930 90.79 0.889 290.33 2843 56.62 0.554 30.08 0.293
5.71 0.051 1.70 0.067 7.28 0.066 22.62 0.231 5.27 0.045 11.82 0.106
1000 77.22 0.846 77.80 0.833 84.77 0.920 266.89 2 894 50.65 0.550 28.09 0.298
4.47 0.179 12.60 0.061 5.00 0.133 26.95 0.442 3.18 0.084 8.01 0.066
(Female)
Control 74.32 0.837 75.82 0.833 80.48 0.886 217.89 2,410 14.94 0.500 30.16 0.325
5.58 0.189 12.63 0.054 12.31 0.080 35.89 0.357 5.53 0.078 14.59 0.124
125 74.67 0.781 69.42 0.724 76.51 0.788 20257 2.863 44,12 0457 2472 0.258
5.98 0.129 421 0.091 13.35 0.069 30.20 0.606 1.32 0.032 1.63 0.054
250 72.34 0.818 724 08138 82.46 0.934 238.37 2.706 11.64 0471 25.08 0.284
5.05 0.034 9.52 0.076 6.65 0.075 14.53 0247 1.91 0.043 1.10 0.046
500 69.92 0.846 69.76 0.845 71.56 0.865 233.68 2.831 11.03 0.497 2228 0.270
3.27 0.046 742 0.101 5.87 0.049 2545 0.325 223 0.026 1.26 0.019
1000 71.76 0.847 71.05 0.836 79.07 0.929 242.86 2.861 13.58 0.512 2561 0.302
0.41 0.076 5.66 0.062 7.92 0.057 15.54 0.199 3.39 0.014 5.07 0.057
Table 16-2.  Organ weights in male and female dogs treated orally with ME1207 for 4 weeks
Group Thymus Testes/Ovaries | Prostate/Uterus Adrenals Pituitary Thyroids
(mg/kg) (g) (%) (1) (%) () (%) (1) (%) () (%) () (%)
(Male)
Control 8413 0.0835 16.182 0.1600 6.137 0.0609 1.2470°0.01230 0.0536  0.00053 0.946 0.0094
ontro 2353 00229 | 1839 00125 | 1513 00139 | 02517 0.00207 | 00081 0.00007 | 0193 0.0017
125 9.780 0.0904 14.994 0.1502 6.287 0.0632 1.1961  0.01217 0.0573  0.00058 0.979 0.0100
7.063 0.0528 3.741 0.0237 2.835 0.0310 0.1562  0.00187 0.0100  0.00013 0.111 0.0016
250 10.283 0.1015 13.950 0.1382 7.856 0.0790 1.3249  0.01319 0.0558  0.00056 1.052 0.0104
4.090 0.0349 3.437 0.0259 3.236 0.0348 0.2021  0.00155 0.0041  0.00006 0.407 0.0036
500 9.585  0.0936 [16.157  0.1583 7517 0.0733  [1.2900 0.01262 |0.0547 0.00054 1.084  0.0107
3.972 0.0383 2.470 0.0247 1.803 0.0155 0.1855  0.00166 0.0094  0.00009 0.234 0.0025
1000 8.064 0.0810 14.313 0.1544 3.866 0.0396 1.2534  0.01356 0.0539  0.00059 0.900 0.0094
5.804 0.0509 2.040 0.0208 2.047 0.0163 0.1046  0.00160 0.0060  0.00013 0.416 0.0031
(Female) -
Control 9.292 0.0982 1.048 0.0115 4.936 0.0546 1.2498  0.01371 0.0714  0.00080 0,851 ‘ 0.0095
ontro 4408 0.0333 | 0198 00008 | 1079 00125 | 02420 000147 | 00108 000015 | 0.056  0.0010
125 9.524 0.0968 1.101 0.0119 5.925 0.0655 1.2257  0.01273 ”.Uf)l-?: 0.00054* 0.903 0.0093
4.554 0.0402 0.392 0.0060 3.866 0.0523 0.0744  0.00082 0.0057  0.00010 0.216 0.0014
250 8.929 0.1016 1.299 0.0147* 7.923 0.0906 1.3000  0.01472 0.0655  0.00074 0.881 0.0100
3.348 0.0401 0.156 0.0017 2.629 0.0327 0.0717  0.00043 0.0204  0.00022 0.094 0.0008
500 7.063 0.0858 1.051 0.0126 5.317 0.0638 1.2457  0.01505 0.0465* 0.00057 0.998 0.0121
0.947 0.0147 0.43%8 0.0051 3.625 0.0429 0.1794  0.00201 0.0107  0.00016 0.274 0.0032
1000 6.950 0.0824 1.396 0.0167 10.164 0.1263 1.2618  0.01489 0.0653  0.00076 ().88() 0.0103
1.586  0.0226 0.619  0.0095 7.901 01121 | 0.1453 0 0.00198 | 0.0167  0.00015 0130 0.0010

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures

to the standard deviation.

a): (organ weight/body weight) < 100

Significantly different from control* : p<0.05
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Table17. Gross and microscopic findings in male and female dogs treated orally with ME1207 for 4 weeks
Groun Control 125 250 500 1000
(mg/kg)
Organs and findings —
Animal No.|1|2{3[4|5|6{7|8|9(10{11{12|13|14{15(16]{17|18(19|20
(Male)
Lung :red spot —A=t=i=i=|==1=t={=1 === —-=1-
Prostate : atrophy —t=t==—{={1|=-= === ]2|2|-|-
Gross findings | Thymus : atrophy —|={=f=t=1=12|=|—t=1=1—|—1—1-|—1-13{=|-
(Female)
All organs and tissues it it el el et el el el el e Rt Bl el Bl el el e e e
(Male)
Lymph node : granuloma === 1===1=—t=1=1== === —-12]=]=|=
(mandibular lymph node)
Spleen : hemosiderosis o e el el et B et et Bl il el ot el el Bl el et R e B!
Lung : cell infiltration —I=1==1=11{=|=|=1=12{=—=—1=]=1—|~1-
:edema —I=1={=i=1=1—-1=i=11 === =111
: hyperemia ==1=1—t=1={==1=1=11|{= ===t
:desquamation of epith- |—|[—|—t—|—I—|—|—|[—|—11|—|—-|—=|—|—|—-|~|—I—-
. . Liver :g}elﬁlirclﬁllfsration === ==1=1=1=1=1 === === ]
Microscopic .
findings (cenFral vein) .
Prostate : cystic hyperplasia —|=1=1|=|=l==1=|==1"|=|=—|=1—]- i
: atrophy of parenchyma —|=1=1=1=1==1=1=1===1=1==|=t2]|-|-1-
: interstitial fibrosis bl el el el el el I O el el Il el el el el Bl el I D R R B
Thymus : decrease of lymphocytes |—|—|—|—|—|[—|1|—|[—|—|—-i—=]—-|—|—|—|—12]|=]|-
(cortex)
(Female)
Spleen : hemosiderosis I Rl Rl B Kl el el Il I O el el el Bl el e e e el e
: hematopoiesis 10 sl Bl Rl Bl el Bl el Kl el Kl el B e el el e Bl el B
Liver :phagocytosis of Kupffer {—[—|—{—|—(—|—|—|1]—|~|={={=|=i=|—{—-|—-1-
cells
Kidneys : atrophy of glomeruli === t=i=1==1= === =1=|=1===1=]=1
No abnormalities were observed in other organs and tissues. Grade : — ; negative, 1;slight, 2 ; moderate, 3 ; severe

»

Fig. 5. Micrograph of a liver preparation from a Fig. 6. Micrograph of a duodenum preparation
male dog(No.19) treated orally with 1000mg/ from a male dog(No.20) treated orally with
kg of ME1207 for 26 weeks. Note the hyaline 1000mg/kg of ME1207 for 26 weeks. Note the
droplets in several hepatocytes. (H. E. stain. X slight congestion and cyst in the mucosa. (H.

680) E. stain. X 65)
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Table 18-1. Electrocaridogram findings in male and female dogs treated orally with ME1207 for 26 weeks
Male Female
D Group | P-R P-R. ORS QT QT. H.R. Rwave Swave Twave PR PR. ORS QT QT. H R Rwave Swave Twave
% (mg/kg) | msec msec msec msec msecbtymn mV @ mV  mV msec msec msec msec msec btymn mV  mV  mV

cont| 111 40 69 217 79 133 163 -0.29 0.21 122 47 71 211 80 148 1.70 -0.40 0.19
15 6 8 10 5 16 054 020 0.08 12 6 10 20 6 29 072 030 0.26

125| 136 44 70 223 73 113 184 -046 0.29 114 39 66 228 77 118 211 -016 0.02
26 4 4 23 5 38 025 030 0.5 8 3 4 3 9 21 027 021 022

B.T.| 250| 117 44 70 221 84 146 2.08 -024 0.01 124 46 64 201 75 139 1.83 -0.07 0.05
7 7 8 2 8 33 068 022 035 8 8 5 11 3 11 030 009 019

500 112 39 61 193 67* 122 133 -014 0.11 120 41 70 223 76 121 200 -0.10 0.26
9 2 8 19 5 8 065 017 014 1 6 8 25 5 41 056 011 0.09

1000 120 43 61 226 80 128 181 -026 0.20 116 43 67 200 74 140 134 -040 022
9 3 6 16 5 22 065 015 0.05 15 8 7 16 5 26 054 042 013

cont| 113 43 68 204 78 147 234 -0.16 -0.06 123 45 73 230 84 137 187 -029 0.16
18 4 7 16 7 19 08 023 026 18 10 6 9 5 24 068 037 026

125 124 40 61 214 69 109 193 -033 0.13 117 44 73 218 83 144 232 -0.05 -0.13
8 5 9 20 5 39 018 015 017 12 7 6 28 15 23 062 007 044

33 250( 119 45 69 189 71 144 263 -0.11 -0.14 117 48 74 195** 80 169 210 -0.05 -0.16
9 3 11 9 2 13 071 009 0.39 6 4 5 14 7 23 033 008 033

500 121 46 67 226 87 150 232 -0.11  0.07 122 44 72 217 78 130 233 -0.07 0.1
16 5 11 37 10 16 113 0.03 028 10 5 6 20 11 26 015 005 032

1000 128 45 67 217 76 126 240 -0.18 0.3 123 45 66 232 84 13¢ 194 -036 0.26
10 4 9 26 5 3 071 017 030 7 5 7 23 7 21 057 048 013

cont{ 112 40 70 228 83 132 215 -0.16 0.09 119 46 70 224 8 152 192 -017 0.04
12 3 8 11 8§ 17 080 017 030 5 7 4 30 14 41 074 021 024

125 120 39 69 243 80 116 179 -0.28 0.21 117 45 64 200 78 152 095 -0.10 0.03
19 6 10 27 7 47 013 027 0.08 6 2 0 12 4 8 270 012 038

68 250 121 46* 66 210* 81 151 249 -0.15 -0.07 119 47 66 208 83 163 218 -0.04 -0.15
12 3 2 5 9 27 097 011 031 4 5 4 19 4 29 047 002 037

500 123 43 77 214 75 126 272 -0.11 -0.21 119 43 70 211 76 130 248 -0.09 0.00
13 4 6 26 7 21 038 003 030 10 5 6 7 6 15 033 008 024

1000| 130 42 70 228 74 107 242 -016 0.04 | 117 43 69 246 89 134 2.02 -038 0.15
7 2 8 19 7 15 060 005 033 15 8 5 40 11 17 063 054 020

cont| 109 38 72 206 73 128 2.08 -0.19 -0.06 124 47 70 220 83 147 187 -0.22 -0.02
14 3 4 16 1 19 084 024 024 6 6 5 14 8 34 067 035 030

125 124 40 66 228 75 112 1.8 -039 023 115 42 68 199 72 134 228 -011 -0.19
15 3 7 22 10 42 010 025 0.10 9 3 2 1 1 16 019 021 033

96 250 106 40 68 199 75 147 236 -0.05 -0.01 129 46 69 212 76 130 234 -0.03 -0.17
18 5 6 18 3 32 077 002 033 4 4 6 24 2 19 026 007 033

500| 121 43 68 208 74 131 280 -0.05 -0.37 131 43 70 231 76 108 252 -007 -0.24
17 2 6 34 6 34 059 005 055 9 3 2 19 10 12 022 0.09 010

1000 | 133* 43 67 230* 74 105 263 -015 0.05 120 44 72 222 80 136 198 -0.37 020
5 4 4 8 4 19 067 012 028 11 5 3 36 7 24 075 053 0.05




CHEMOTHERAPY

214 APR. 1992
Table 18-2. Electrocaridogram findings in male and female dogs treated orally with ME1207 for 26 weeks
Male Female

Da Group P-R P-R. ORS QT QT. H.R. Rwave Swave Twave PR PR, ORS QT QT. H.R. Rwave Swave Twave

y (mg/kg) | msec msec msec msec msec btymn mV mV mV msec msec msec msec msec bts/mn mV mV mV
cont| 121 42 70 210 74 126 244 -0.11 -0.16 114 43 66 231 88 147 065 -048 0.1
18 4 6 15 4 17 088 010 024 8 2 9 21 9 21 041 050 024

125 120 42 73 224 77 124 197 -0.25 019*| 117 43 57 214 80 140 114 -031 0.0
11 8 15 16 10 43 020 012 0.10 3 2 4 34 11 13 029 023 017

124 250( 129 44 69 220 75 125 275 -0.14 -0.34 120 43 63 207 74* 128 1.27* -0.06 -0.19
21 4 10 39 1 37 070 0.08 0.14 8 2 5 12 3 11 024 002 027

500| 117 41 72 217 76 125 274 -0.05 -006 | 118 39 71 233 78 111* 116 -0.15 0.0
) 12 1 10 16 2 16 065 0.03 034 7 3 5 47 20 13 062 020 024

1000| 131 44 67 239* 82 120 2.77 -0.14 0.02 124 41 65 226 75 111* 132 -059 0.09
15 4 3 11 7 33 076 011 0.28 12 3 10 11 2 10 079 081 023

cont| 116 40 68 220 76 122 231 -0.26 -0.13 125 50 66 208 83 161 192 -0.19 0.0
15 4 14 17 3 10 121 021 027 8 4 4 24 8 13 078 017 032

125| 123 41 64 234 79 115 199 -032 022*| 121 45 69 218 81 140 203 -0.15 -0.13
100 4 2 8 7 25 009 027 0.08 3 3 7 15 4 25 024 013 031

152 250 129 44 65 237 81 121 2.84 -0.12 -0.15 124 45 68 210 76 133* 221 -0.06 -0.18
12 5 7 21 9 29 077 007 052 18 6 8 4 1 10 061 007 024

500 119 42 65 201 70 125 2.84 -0.06 -0.15 130 45 71 211 73 123* 234 -013 -0.12
9 3 5 30 6 2 065 001 041 6 1 11 22 6 19 039 014 030

1000 128 41 67 216 70 106 2.80 -0.18 0.09 119 41* 68 217 74 118* 213 -045 021
7 2 8 9 4 23 08 013 035 8 5 4 3 9 21 071 050 006

cont| 126 43 68 214 74 120 176 -0.43 0.09 129 47 73 208 76 135 2.04 -0.26 -0.01
12 3 6 13 1 11 070 029 0.23 8 3 3 16 6 2 075 043 039

125 117 40 67 220 75 122 1.37 -047 023 134 51 74 233 89 146 220 -0.07 -0.05
6 S5 5 19 7 41 032 040 0.03 7 4 5 20 12 18 027 009 025

180 250 124 41 72 247 82 115 214 -042 016 | 127 46 68 210 76 132 193 -0.04 -0.25
4 3 6 23 8 31 092 021 031 7 3 3 34 15 23 049 002 034

500| 123 44 65 221 78 129 176 -0.19 0.06 126 44 72 214 75 126 212 -0.09 0.0
9 6 2 2 5 25 032 010 028 11 4 7 16 4 15 019 007 022

1000 130 40 71 235 72 97 1.85 -042 0.14 121 43 65*221 79 129 191 -037 0.07
6 6 8 17 3 23 081 029 030 12 6 5 23 10 14 075 046 023

B. T.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard

deviation.

Significantly different from control* : p<0.05, * * : p<0.01
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Table 19. Body temperature in male and female dogs treated orally with ME1207 for 26 weeks
Group Day during administration period
(mg/kg) B. T. 13 27 41 55 69 83 97 111 125 139 153 167 181
(Male) 3950 3843 3858 3845 3835 3840 3848 3898 3843 3883 38.83 3843 3858 3848
Control 056 039 030 031 031 016 025 033 017 051 026 022 051 024
125 39.25 38.95 38.88 3875 3850 3843 38.68 3943 39.08**38.75 3890 38.88* 3853 3843
019 025 017 047 008 022 030 038 026 044 018 017 046 047
250 38.98 38.70 38.80 3873 38.70 38.40 3853 39.23 38.68 38.65 38.45* 38.60 3863 3850
009 008 034 015 067 067 046 035 030 045 013 032 066 0.42
500 39.55 39.18* 3893 39.00* 38.73 3850 38.73 39.23* 39.08**38.68 38.85 38.88* 38.80 38.70
044 039 026 026 017 020 036 009 026 033 006 021 022 0.16
1000 3923 38.80 3890 3883 3868 3845 3858 39.13 39.08**38.83 3895 3875 3875 38.58
022 027 027 025 026 033 036 033 022 046 044 024 033 054
(Female) 39.08 3830 38.33 3840 3845 3848 3873 3845 3820 3848 3858 3850 3838 39.13
Control 021 024 033 029 039 025 050 050 029 039 063 032 039 062
125 39.08 3868 3850 38.68 3845 3860 3875 3848 3815 3840 3845 3828 3875 3875
024 029 022 031 021 022 02 009 037 022 025 015 029 029
250 39.18 3848 3825 3848 3855 3845 3843 3840 38.08 3830 3840 3810 3835 38.70
012 017 048 015 0620 021 021 016 028 016 025 014 031 038
500 39.30 38.95* 38.75 38.68 38.80 3870 39.05 38.73 3848 38.83 3885 3838 3845 39.18
008 029 037 030 022 041 042 033 038 059 026 029 013 0.62
1000 39.08 38.95* 38.73 39.08**39.15* 38.83 39.05 3865 38.88* 3873 3835 3813 3850 38.85
017 031 044 010 019 067 048 029 041 030 031 017 012 0.06

B. T.: Before treatment

Unit: C

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures to the standard

deviation.

Significantly different from control* : p<0.05,* * : p<0.01

. v

LY

Fig. 8. Micrograph of a
tion from a male dog(No.20) treated orally
with 1000mg / kg of ME1207 for 26 weeks.
Note the foreign bodies in goblet cells. (H. E.
stain. X 170)

Fig. 7. Micrograph of a large intestine prepara-
tion from a female dog (No.3) treated orally
with empty capsules for 26 weeks. Note no
abormalities. (H. E. stain. X 170)
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Table 20-1. Qualitative and quantitative urinalysis findings in male and female dogs treated orally with ME1207 for 26 weeks
GROUP QQuantitative findings
Day |(mg/kg)| UV U.Na UK u.Cl T-UNa T-UK T-Uu.Cl OP SG 5 6 p;-l 8 9
(Male)| Control 210.0 20.5 188.3 126.0 118 36.06 23.67 1575.5 1.0465 00 400
B.T. 81.6 9.9 60.4 47.3 1.97 1.86 3.13 513.3 0.0144
125 180.0 24.8 206.3 130.8 3.82 33.13 20.09 1901.5 1.0508 00 310
72.6 124 76.2 64.6 1.54 1.41 2.40 613.1 0.0134
250 135.0 18.0 188.0 123.8 2.50 25.96 17.53 1582.0 1.0475 00 310
351 3.3 56.3 54.2 1.03 10.82 9.37 457.1 0.0131
500 215.0 24.3 163.0 100.8 4.90 33.34 20.39 1438.5 1.0435 00 310
42.0 129 57.5 12.6 2.37 6.61 4.84 459.6 0.0146
1000 250.0 41.0 151.0 97.5 9.33* 34.89 2243 1432.0 1.0383 00220
88.7 15.2 43.3 29.8 2.09 2.56 1.18 410.4 0.0096
35 | Control 317.5 42.5 142.0 79.8 12.15 42.41 23.12 1269.5 1.0378 00 310
85.0 215 439 34.6 3.54 2.72 2.61 420.8 0.0125
125 232.5 13.3 165.8 106.0 9.69 37.84 23.99 1436.0 1.0423 00 0 40
43.5 148 26.7 20.6 243 1.02 1.24 238.5 0.0074
250 215.0 36.3 175.0 107.5 6.71* 32.45* 19.65 1454.5 1.0445 00 310
107.2 16.6 64.6 44.2 1.68 5.27 2.64 598.8 0.0180
500 232.5 38.3 169.0 114.8 8.59 38.29 25.79 1467.5 1.0443 002 20
39.5 14.6 37.1 30.2 2.57 3.36 2.75 297.2 0.0087
1000 215.0 315 170.5 123.3 7.19 34.19 23.93 1569.0 1.0488 01210
93.3 13.8 36.8 37.0 4.72 10.17 5.72 259.7 0.0077
70 | Control 267.5 34.8 157.5 83.5 8.86 39.55 20.56 1338.5 1.0408 00 400
86.9 9.1 41.3 28.0 2.11 4.59 1.41 393.0 0.0127
125 197.5 35.5 178.8 111.8 6.69 33.99 21.20 1430.5 1.0435 00130
51.2 11.8 344 23.7 2.08 3.32 2.35 326.0 0.0100
250 205.0 22.8 172.8 96.8 4.32* 31.63 17.34* 1367.5 1.0428 00310
98.8 14.2 514 34.2 2.27 5.15 1.88 459.5 0.0139
500 245.0 24.3 160.3 95.5 5.02* 35.41 21.05 1351.0 1.0443 00 400
93.3 13.3 61.4 379 1.49 3.00 2.10 69.: 0.0153
1000 212 26.5 180.5 107.8 5.29 32.07 18.75 1.0513 00310
117.3 8.5 71.8 179 2.40 7.70 3.83 0.0173
98 | Control 295.0 35.0 150.5 76.5 8.89 40.11 20.37 1.0380 00130
114.5 19.5 51.2 29.0 3.95 4.28 2.58 0.0135
125 160.0 37.3 207.0 128.3* 5.90 31.58* 19.41 1.0515 00040
53.5 4.8 40.8 28.6 191 5.12 2.86 0.0083
250 20.8 172.8 97.3 1.20 32.86 18.13 1.0430 00130
3.2 63.6 45.2 117 6.34 5.14 0.0202
500 16.3 120.8 748 14.65 34.43 21.71 1.0363 01210
114 55.7 28.2 2.93 5.60 1.22 0.0144
1000 17.% 170.3 120.3 5.08 33.22 2291 1526.0 1.0475 00310
3.9 97.2 75.7 3.78 1.36 1.72 7414 0.0232
126 | Control 41.8 136.5 76.0 12.85 42.38 23.61 1249.5 1.0355 00040
11.8 28.2 15.6 1.59 1.44 1.05 256.1 0.0066
125 47.5 167.5 92.5 7.60%* 27.83** 15.29**  1402.0 1.0405 001 21
18.6 489 31.1 0.73 541 3.25 386.6 0.0111
250 42.0 178.5 101.5 9.05 36.59 20.49 1420.5 1.0405 000 31
5.2 50.0 332 2.83 3.08 3.71 468.2 0.0147
500 22.5 114.3 715 7.37* 39.81 25.00 982.5 1.0308 01120
13.7 46.1 23.7 2.99 6.77 2.86 338.8 0.0088
1000 27.8 166.5 100.5 740* 37.70 23.10 1435.0 1.0453 00220
7.0 92.9 53.0 3.03 6.21 1.68 712.8 0.0231
154 | Control 32.8 102.0 62.8 12.35 39.95 24.53 1034.0 1.0300 00220
15.9 33.7 21.7 2.72 1.23 2.43 376.2 0.0100
125 40.5 170.0* 108.8* 8.03* 33.28** 21.27 1594.0* 1.0463* 00040
9.5 26.2 18.3 2.03 3.17 2.23 219.7 0.0064
250 55.5 140.3 101.3 9.65 28.60* 20.06 1481.5 1.0438 00031
42.0 27.5 289 297 6.37 2.80 390.4 0.0113
500 19.3 73.3 56.3 5.48° 23.33 17.79 768.0 1.0275 10120
9.7 25.8 23.4 2.59 13.58 9.26 270.2 0.0132
1000 33.3 143.3 100.5 8.05 37.83 27.22 1441.0 1.0453 00220
234 64.7 40.7 4.23 11.06 8.66 614.6 0.0196
182 |Control 42.0 140.8 74.5 1247 42.66 22.61 1234.0 1.0350 00040
17.1 278 144 3.71 3.21 1.37 274.9 0.0076
125 135 159.0 96.8 8.90 33.57° 20.47 14115 1.0405 00040
13.2 144 144 1.25 5.00 4.22 190.5 0.0054
250 37.0 185.3 111.3 6.40* 34.58* 20.84 1553.5 1.0448 00130
247 68.6 39.9 1.52 2.37 639.6 0.0177
500 26.0 101.3 70.3 6.83 20.88 1004.0 1.0320 01120
15.7 39.5 30.6 0.72 5.56 389.6 0.0141
1000 313 130.3 76.3 7.31 32.35 20.55 1205.0 1.0365 00130
10.3 548 44.1 2.99 15.03 11.91 529.1 0.0161
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Table 20-2. _Qualitative and quantitative urinalysis findings in male and female dogs treated orally with MEI207 for 26 weeks

Qualitative findings

Day e [ RBC T W SC Pro. Gl Ket Bl OB Urobili
B} 2 3 4 1 2 3 4 1 2 3 45 1 1 2 1 2 3 2 3 1 2

(Male){Control| 4 0 0 0 0 3 0 1 0 1030703100 4 40 301 00 13
BT 12503 1000 3010 2110102200 4 13 301 00 0
25003 0 1.0 0 301 0 1.2 10,01 300 i 10 400 00 1 3

50003 1000 3010 301011200 ¢ 10 400 00 22
100002 101 0 2200 103011 3000 4 31 1000 0 0 13

35 [Control| 0 0 2 2 0 0 22 0 002270037100 41 40 10 0 00 31
12011200 4000 00310037100 1 10 4100 00 40

25002 1 1.0 0 4 00 0% 1 01 2711200 4+ 40 100 00 40

50002 0110 3100 0031103100 4 10 1000 00 40
1000011200 3100 0040103100 | 101000 00 40

70 [Control] 0 1 3 00 2 1 1.0 0 04 07703100 | o0 3 01 0 0 0 4
12503 0100 31 00 3001101300 1 10 4000 00 0 4

25003 0100 4000 004002200 4 102002 00 0 4

50004 00 0 0 3 0 00 1 030011200 4 L0400 0o 13
100002 1100 4 0 0 0 103 002200 | 100 20 2 00 22

98 |Control| 1 1 2 0 0 3 0 1 0 T 1207002200 4 O 00 0 4
12502 020 0 31 00 103 0700 4 00 4 10 400 00 04

25003 0 1.0 0 4 0 0 0 103 0702200 A o2 002 00 04

50003 00 01 3 0 01 01 3 011 21 00 1 04000 10 13

10000 11200 3100 2200 (11200 4 10 4000 o0 22

126 |Control | 3 0 1 0 0 10 0 0 O 3 1 010 2 200 ] 301 100 0 0 1 3
12503 1.0 00 31 00 112001210 | 1o 1000 00 22

25003 10 00 4 000 01 30/,0023 10 i 1o 2002 00 1 3
500012 1.0 0 22 00 11 201 1 200 1 301 400 00 301

10000 2 2 0 00 3 1 00 1120102110 i 10 2002 o0 22

154 |Control{ 1T 0 3 0 0 1 0 3 0 1 030703100 4 31 10 0 00 31
125021100 0220 0130100400 | L0100 00 0 4
20011200 01 30 0O 1 3 0100 3 01 1 10 300 1 00 0 4

5001 201 0 01 30 103 021100 1 10 400 01 10

0000 11200 0 04 0 00 40702200 i 40 202 00 31

I Control[ 4 0 0 00 01 30 0031003100 1 10 100 00 0 4
12504 0000 1300 0 04001300 | 0 400 00 13

25004 0000 1 210 0040701120 | 0200 2 00 0 4

50002 0200 1210 004010210 | 10 100 0 1 22

0oy 4 0 0 0 0 121 0 103 0 (0 1 300 1 10 2.0 2 00 301
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Table 20-3. _Qualitative and quantitative urinalysis findings in male and female dogs treated orally with ME1207 for 26 weeks
GROUP Quantitative findings
Day [tmy kg UV U.Na UK U.Cl T-UNa T-UK SG 7 péi
{Female )| Control 285.0 17.0 96.0) 10.78 38.95 1.0435 220
B.T 29.2 16.3 2.98 2.37 0.0206
125 56.5 120.8 10.83 39.77 1.0508 1 30
23.8 30.1 2.11 0.94 0.0104
250 56.0 107.8 12.10 38.94 1.0448 310
194 17.2 3.03 1.73 0.0130
500 63.5 139.3 10.92 37.88 1.0558 220
116 12.9 1.34 1.56 0.0063
1000 1.8 103.8 9.3( 35.86 1.0420 310
. | 230 18.0 2.35 1.88 0.0180 _
55 [ Control 39.0 8.24 36.78 1.0430 220
3.7 1.71 5.38 0.0037
125 345 8.29 11.73 1.0440 1 30
14.6 4.09 3.00 0.0098
250 395 8.81 39.10 1.0430 1 30
3.5 1.36 5.00 0.0076
500 30.5 6.67 42.24 1.0478 4 00
12.8 2.25 2.29 0.0067
1000 29.5 5.68 39.73 1.0468 220
147.2 21.1 3.09 2.69 0.0187
70 1 Control 52.3 11.31 37.03 1.0443 040
8.2 341 3.88 0.0092
125 50.3 10.25 36.92 1.0440 04 0
21N 3.22 369 0.0023
250 163 11.60 37.28 1.0368 040
17.7 208 124 0.0084
500 5200 697 208 1.0540 40 0
155 570 312 0.0164
1000 | 183 166* 39.06 1.0413 310
| 79 0.5 230 0.0158
9% [Control | 5 56.5 12.74 38.58 1.0458 310
39.5 6.4 1.90 9.08 0.0126
125 260.0 52.3 13.39 4.1.86 1.0433 1 30
60.0 11.2 319 3.49 2.23 0.0062
250 18.0 12.99 41.79 26.66 1.0378 220
16.1 271 7.94 1.87 0.0026
500 278" 6.09** 49.92 34.00 1.0520 100
15.3 288 10.93 9.26 0.0152
1000 220" 169 O8.60 : 1390.5 1.0440 400
o TR 512 2,80 5100 0.0155
126 | Control 1o 3911 1456.5 1.0423 1 30
218 14.96 475. 0.0125
125 MR 1257 1381. 1.0408 220
3501 9.62 216.7 0.0056
250 370 1204 1448.0 1.0433 0 40
| 6.1 752 124.7 0.0039
500 23.0 .10 1818.5 1.0548 300
79 10.53 1847 0.0136
1000 22N 43.70 1789.5 1.0550 310
15.0 2.85 266.3 0.0073
151 [ Control 59.0 RN 1678.5 1.0475 130
16.1 13.22 112.5 0.0104
125 63.5 35.78 1582.0 1.0483 1 30
‘ | 15.0 279 6.59 183.2 0.0067
| 250 210.0 53.0 3413 11785 1.0453 040
‘ 7Y 19.5 13.56 1444 0.0062
500 2575 2650 3917 1668.0 1.0498 310
922 12.0 1.52 507.7 0.0153
1000 225.0 30.8° . 11 88 1785.0 1.0543 400
| 29 6.2 20).. 394 263.9 0.0082
182 L‘nnlrnl? 1875 63.0 4.0 35.60 19.12 1818.5 1.0523 130
! 299 27 23 6.3 2.98 410.8 0.0113
125 220.0 H2N 102.5 41.08 22.36 1635.0 1.0475 0 40
i 0.8 155 17.1 6.72 4.53 201.1 0.0064
250 | 16.3 T 92.8 3500 18.42 1452.5 1.0428 0 40
157 2¢ 9.0 815 2.38 185.6 0.0067
200 340 { 102.0 42.22 23.33 1663.5 1.0498 310
21.5 343 143 6.68 5.01 306.2 0.0087
1000 | 2775 20.3* 178.0 101.8 48.2% 28.35 1598.0 1.0483 220
B | 122.0 13.0 63.6 29.0 26.34 16.65 5649 0.0172
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Table 20-4. Qualitative and quantitative urinalysis findings in male and female dogs treated orally with ME1207 for 26 weeks

GROUP Qualitative findings
4 RBC WBC SC Pro. Gluc.  Ket. Bili. OB Urobili.
Day |(mg/kg) b
ay g 1 2 3 45 1 2 3 4 1 2 3 45 1 2 3 4 1 1 2 1 2 3 1] 2 3 45 1 2
\Femalel Control | 2 0 2 0 0 2.2 00 1.0 3 00 2.0 20 4 301 10 0 4 0 0 0 0 2 2
B.T.
12500 0 1 2 1 21 10 301 00 0 3 10 14 31 100 10 0 0 0 31

2002 0 2 00 301 0 30100103 10 1 31 100 40 0 0 0 31
50003 01 00 4000 310000220 4+ 13 400 40000 04

wol2 1010 1210 202001210 ¢+ 31 400 40000 31

35 [Control| 2 1 1 0 0 31 00 00 4 00 04 00 Bl 40 400 4 0 0 0 0 0 4
12501 0 2 10 2.0 20 01 3 00 1 210 4 10 100 4$ 0 0 0 0 0 4
2002 1100 2.2 00 0 0 4 00 0 4 00 9 10 100 $ 0 0 0 0 0 4

50004 0 0 0 0 140 00 00 4 00 0 2 20 4 40 100 40 00 0 0 1

wool1 1200 2110 004001210 4 40 10O 40000 13

70 |Control| 2 1 1 0 0 2.0 20 2.0 1 10 03 10 4 0 4 100 40 0 0 0 0 4
12502 2 0 0 0 2.0 11 2.0 2 00 01 30 i 0t 1 00 10 0 0 0 0 4

2001 2 1 00 2.0 20 I 1200 0 3 10 4 400 4 00 310 0.0 1 3

50001 21 00 2.0 20 112 00 O 1 3 0 1 40 30 1 4 0 0 0 0 1 3

woof 2 0 2 0 0 30 10 2.0 2 00 10 30 i 301 100 40 0 0 0 22

98 |Control| 2 1 1 0 0 01 21 01 3 00 0O 3 10 1 301 3001 410 0 0 0 1 3
121 2 1 0 0 1 0 3 0 0 2 2 00 0 2 20 1 40 40 0 40 0 0 0 1 3
2004 0 0 0 0 0 1 3 0 10 3 00 03 10 1 10 100 40 0 0 0 1 3
002 11 0 0 2.0 20 0 0 3 10 0 1 3 0 4 40 301 300 01 13

ooy 2 1.0 1 0 2.0 20 2.0 2 00 10 30 1 40 100 300 1 0 1 3

126 {Control| 2 1 1 0 0 31 00 I 1110 0 2 20 | 10 400 4 0 0 0 0 0 4
12503 0.1 0 0 1120 2.0 110 0 2 20 1 10 10 0 40 0 0 0 1 3
2002 2 0 00 2.0 20 0 2 0 20 0 0 40 ! 40 100 2.0 0 20 04
0002 0 2 0 0 4 0 0 0 00 4 00 01 30 1 40 3001 $ 0 0 00 1 3

ool 13 0 0 0 1 0 00 1 o210 0 0 40 4 10 100 300 01 13

154 {Control| 3 0 1 0 0 02 20 00 4 00 0o 1 3 0 4 10 100 40 0 0 0 0 4
12502 0 2 0 0 0O 3 1 0 00 2 20 0 0 3 1 1 301 400 10 0 0 0 0 4
20040 0 0 0 2.1 1 0 0 1 3 00 0 0 3 1 4 1o 400 40 0 0 0 0 4
000112 0 0 1 2 10 0 0 2 20 0O 1 3 0 1 40 3001 31 0 0 0 1 3

ool 2 11 0 0 03 10 00 3 01 00 4 0 1 10 100 $ 00 00 13

182 {Control[ 3 0 1 0 0 2.0 20 00 4 00 0o 0 3 1 1 40 100 $ 0 0 0 0 0 4

12502 02 00 21 1 0 00 3 10 0 0 31 i 40 00 31 00 0 0 |

2004 0 0 0 0 2.2 00 00 4 00 0 0 31 1 40 40 0 40 0 0 0 04
0004 0 0 0 0 1 1.2 0 00 4 00 0 0 40 4 40 40 0 10 00 0 04

100003 1.0 0 0 2.0

5]

100 01 21 f 40 400 10000 13

For ea‘ch determination, the upper figures correspond to the mean Significantly different from control * : p<0.05. * % : p<0.01
value in 4 animals and the lower figures to the standard deviation. Grade:Pro. 1 - negative, 2 : trace, 3:30mg/dl. 4:100mg/dl

bic numeral of qualitative findings represents the number of animals. Gluc.  1:negative
ade : Sediment 1 : negative or very few/50 fields, 2 ; few/50 fields. Ket. 1:negative.
3;1-8/each field, 4 ;8-30/each field. Bili.  1:negative, .
5; more than 30/each field OB 1:negative, 2 2+.5037

Urobili  1:0.1EU/dL 2: IEU/dI
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Table 21-1. Hematological findings in male and female dogs treated orally with ME1207 for 26 weeks
GROUP
Day |(mg/kg) | Platelet WBC RBC Hb Ht MCV MCH MCHC
(Male) | Control 358.5 11.15 6.200 13.50 40.05 64.8 21.78 33.70
B.T. 116.5 1.35 0.444 0.88 2.67 0.5 0.28 0.43
125 362.0 11.25 6.535 14.45 42.58 65.5 22.10 33.93
52.5 2.17 0.338 0.99 2.93 1.7 0.64 0.24
250 3785 12.25 6.595 14.18 42.25 64. 3 21.50 33.50
101.5 1.86 0.271 0.80 2.10 091 0.32
500 389.5 12.25 5.953 13.13 39.05 66.0 22.03 33.55
100.3 351 0.314 0.39 1.26 14 0.69 0.17
1000 314.0 11.88 6.620 14.55 43.05 65.0 22.03 33.83
117.2 0.38 0.407 0.91 2.14 2.4 0.67 0.41
35 Control 375.0 9.45 6.690 13.65 41.85 62.8 20.45 32.63
78.4 0.79 0.395 0.62 1.18 2.1 1.05 1.02
125 2925 10.35 6.253 12.93 39.88 63.8 20.65 32.33
39.2 0.70 0.380 0.87 2.21 0.5 0.17 0.57
250 3225 10.48 6.110° 12.80* 39.00°* 64.0 20.98 32.83
34.2 1.14 0.198 0.18 0.48 14 0.61 0.43
500 353.0 10.70 6.050* 12.80 40.00 66.3* 21.18 32. 05
51.6 1.65 0.307 0.79 2.81 15 0.26
1000 326.5 9.45 6.273 13.13 39.75° 63.8 20.93 32. 98
44.1 2.51 0.240 0.33 1.03 2.1 0.32 0.64
70 Control 265.0 10.60 7.120 15.13 42.85 60.3 21.25 35.33
79.8 1.30 0.191 0.30 1.02 2.1 0.79 0.83
125 268.0 9.93 6.685 14.55 41.30 62.0 21.73 35.23
43.1 1.40 0.534 1.11 3.14 16 0.34 0.29
250 301.0 10.93 6.830 14.53 40.88 60.0 21.25 35.45
14.7 1.40 0.595 1.24 3.76 14 0.30 0.48
500 307.5 9.45 6.083** 13.05** 37.00** 61.0 21.43 35.25
474 2.53 0.446 0.90 2.65 1.8 0.68 0.34
1000 295.5 11.23 6.738 14.53 41.03 61.0 21.58 35.40
52.7 0.75 0.439 1.13 2.21 2.2 0.64 0.85
98 Control 284.5 8.85 6.918 14.65 42.75 62.0 21.20 34.23
98.6 0.47 0.563 0.83 2.37 1.8 0.62 0.45
125 314.0 7.88 6.680 14.60 42.05 63.3 21.95 34.70
55.2 1.29 0.825 1.35 3.90 2.1 0.82 0.27
250 343.5 8.73 6.778 14.28 41.73 61.8 21.05 34.18
23.1 2.02 0.358 0.75 2.14 1.3 0.51 0.22
500 389.0 9.40 6.213 13.38* 38.95* 63.0 21.58 34.33
89.3 141 0.244 0.32 0.94 2.4 0.68 0.15
1000 390.0 9.50 6.415 13.55 40.45 63.3 21.13 33.50
845 0.96 0.365 0.79 1.73 29 0.69 0.78
126 | Conttrol 365.5 8.78 7.005 15.43 43.35 62.3 22.08 35.60
124.4 1.35 0.391 0.22 0.24 3.6 1.23 0.36
125 338.0 8.75 7.188 16.20 45.63 63.8 22.55 35.45
33.5 1.36 0.550 1.11 2.80 1.3 0.44 0.1
250 401.0 9.83 6.780 14.90** 42.60 63.0 22.03 35.00
56.3 1.70 0.139 0.18 0.95 0.8 0.28 0.61
500 397.5 9.10 6.085* 13.68* 39.15° 64.8 22.48 34.88°
76.6 1.69 0.446 1.01 2.57 2.8 0.74 0.43
1000 425.0 10.28 6.533 14.45 41.73 64.3 22.15 34.60°
101.8 1.18 0.611 1.21 2.80 2.2 0.66 0.65
154 Control 307.5 8.85 7.138 15.63 44.15 62.0 21.90 35.40
77.8 1.17 0.366 0.76 2.19 1.6 0.60 0.59
125 3145 9.13 6.905 15.63 44.13 64.3 22.60 35.40
64.6 1.49 0.560 0.99 3.48 1.3 0.57 0.52
250 3435 9.25 6.713 14.60 41.40 62.0 21.78 35.30
299 1.69 0.419 0.75 2.16 14 0.29 0.73
500 355.5 9.15 6.090** 13.65** 38.90°* 64.0 22.43 35.10
56.2 2.63 0.281 0.61 1.53 1.2 0.75 0.82
1000 409.0 10.50 6.643 14.55 41.88 63.3 21.90 34.65
109.0 0.14 0.764 1.64 4.08 1.5 0.37 0.61
182 Control 260.0 9.25 6.210 14.68 42.93 69.5 23.60 34.13
56.5 1.66 0.348 0.93 3.15 2.5 0.74 0.38
125 280.5 9.28 5.805 13.78 39.48 68.0 23.68 34.93
61.2 2.55 0.574 1.87 5.49 33 0.84 0.59
250 296.0 9.35 5.728 13.43 38.10 66.8 23.43 35.23
47.1 2.13 0.326 0.92 3.02 2.1 0.40 0.89
500 306.0 9.10 5.423* 12.75* 37.20 68.8 23.53 34.33
66.4 1.63 0.423 1.25 3.55 1.0 0.60 0.62
1000 349.0 10.98 5918 14.05 41.45 70.5 23.75 33.88
82.7 1.73 0.347 1.04 2.64 1.3 0.51 0.53
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Table 21-2. Hematological findings in male and female dogs treated orally with ME1207 for 26 weeks
GROUP Neutro. Neutro.

Da (mg/kg) Baso. Eosino. (St) (Seg) Lympho Mono. Reticulo. PT PTT
(Male) | Control 0.05 1.55 3.35 46.70 42.60 5.75 8.8 6.45 27.43
B.T. 0.10 1.15 1.44 7.51 9.45 191 15 0.59 1.36

125 0.05 2.55 4.75 50.35 35.15 7.15 125 6.30 27.23
0.10 2.16 1.98 4.02 3.85 1.61 3.0 0.16 0.89
250 0.0 2.55 2.55 50.25 40.40 425 11.0 6.05 26.25
0.0 1.31 0.47 8.81 10.21 0.60 7.0 0.06 2.04
500 0.0 0.85 3.00 53.20 38.05 4.90 8.8 6.10 26.88
0.0 0.34 0.97 4.44 4.99 0.74 0.5 0.14 0.66
1000 0.0 2.45 5.25 47.30 40.35 4.65 8.5 6.20 27.35
0.0 0.50 1.67 8.74 6.61 1.18 39 0.22 2.38
35 Control 0.0 1.70 5.10 47.95 36.65 8.60 48 6.30 26.00
0.0 0.82 1.94 8.08 9.45 2.00 0.5 0.56 0.36
125 0.0 4.65* 4.60 48.50 34.90 7.35 6.5 6.20 25.98
0.0 1.59 0.28 6.24 7.42 0.41 3.0 0.34 0.83
250 0.0 4.95 4.60 48.40 35.75 6.30 8.8 5.95 25.88
0.0 2.84 0.94 3.99 3.99 2.00 6.0 0.17 1.18
500 0.0 3.15 3.35 50.00 37.25 6.25 3.8 5.95 25.75
0.0 3.25 1.15 6.75 3.78 1.05 1.3 0.13 0.19
1000 0.0 4.65 4.20 45.05 39.75 6.35 6.5 6.08 26.60
0.0 3.71 1.46 9.26 11.05 0.72 3.8 0.30 0.50
70 Control 0.0 1.80 4.90 49.15 36.80 7.35 113 6.60 25.75
0.0 0.59 0.35 1.34 2.79 1.09 2.4 0.48 1.37
125 0.05 4.55** 4.60 51.30 33.55 5.95 8.8 6.40 26.50
0.10 1.14 0.77 6.92 6.86 0.38 1.5 0.29 1.00
250 0.0 3.90 3.45 48.70 38.55 5.40 9.3 6.23 25.98
0.0 2.79 1.34 6.75 6.91 1.84 1.3 0.13 0.66
500 0.0 2.00 3.35 52.70 36.00 5.95 9.5 6.20 26.68
0.0 1.07 1.53 3.78 2.58 1.37 3.1 0.0 1.02
1000 0.0 3.70 4.85 48.80 36.85 5.80 10.0 6.30 26.88
0.0 3.02 1.23 3.12 4.23 0.85 2.8 0.14 1.20
98 Control 0.0 2.00 7.65 49.70 35.70 4.95 6.5 5.88 30.15
0.0 1.40 467 5.56 5.39 0.62 3.7 0.55 3.58
125 0.0 5.80* 5.55 50.00 33.25 5.40 6.5 5.58 25.83
0.0 2.54 223 7.36 4.90 1.14 0.6 0.15 1.57
250 0.0 3.85 6.00 47.90 38.65 3.60° 8.3 5.53 30.98
0.0 3.52 3.60 11.76 9.61 0.82 4.6 0.26 4.07
500 0.0 2.20 5.60 51.65 36.25 4.30 6.0 5.48 28.08
0.0 1.34 2.83 9.21 9.76 217 0.8 0.17 1.99
1000 0.0 5.40 7.15 45.85 36.70 4.90 5.3 5.63 31.98
0.0 4.06 4.36 5.29 7.24 1.54 1.9 0.26 3.36
126 Conttrol 0.0 3.70 3.35 51.80 35.30 5.85 11.5 6.60 45.10
0.0 1.79 1.27 6.25 7.54 1.73 5.9 0.45 9.44
125 0.0 6.70 2.65 52.75 33.20 4.70 11.0 6.50 41.88
0.0 228 0.84 7.85 6.16 1.18 2.9 0.14 7.92
250 0.05 4.90 2.20 52.25 36.80 3.80 115 6.18 44.35
0.10 3.28 0.85 4.69 5.67 1.52 3.7 0.13 1.84
500 0.05 4.00 2.80 55.15 34.15 3.85 10.8 6.23 43.65
0.10 2.83 0.99 6.44 5.44 0.68 1.7 0.10 10.02
1000 0.0 4.55 3.10 49.75 38.30 4.30 9.3 6.30 46.03
0.0 3.59 0.77 7.99 8.31 1.06 15 0.26 5.29
154 |Control 0.0 2.60 2.60 51.70 37.80 5.30 10.3 6.40 25.70
0.0 1.18 1.62 5.65 5.59 0.35 1.0 0.36 1.13
125 0.0 5.85* 2.40 54.10 32.40 5.25 9.5 6.23 25.00
0.0 1.45 1.72 5.14 4.55 0.94 24 0.17 1.28
250 0.0 4.30 2.10 53.20 36.05 4.35* 10.3 6.20 24.45
0.0 2.22 1.95 5.71 7.31 0.57 2.5 0.12 1.30
500 0.0 1.95 2.45 56.85 33.55 5.20 8.0 6.13 24.98
0.0 1.14 0.75 4.34 4.01 0.94 22 0.13 0.76
1000 0.0 445 3.30 55.45 32.80 4.00 10.0 6.13 25.15
0.0 3.70 1.76 740 10.19 2.20 3.2 0.13 1.30
182 Control 0.0 7.95 4.50 58.50 25.80 3.25 10.0 6.40 26.78
0.0 3.96 1.99 11.97 341 1.61 3.2 0.42 1.56
125 0.0 5.85 3.80 59.90 26.10 4.35 11.3 6.25 27.75
0.0 1.93 2.23 4.56 4.78 0.64 2.6 0.25 0.48
250 0.0 6.20 3.65 57.95 28.65 3.55 7.8 6.13 27.28
0.0 3.33 1.55 4.70 5.90 1.53 1.3 0.13 1.79
500 0.0 3.20 3.25 58.60 30.95 4.00 7.5 6.18 27.65
0.0 2.06 0.98 6.24 4.46 2.10 26 0.15 2.49
1000 0.0 4.75 4.40 64.00 23.95 2.90 8.0 6.18 27.90
[ 0.0 2.81 1.07 5.32 5.04 0.62 1.8 0.22 3.21
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Table 21-3. Hematological findings in male and female dogs treated orally with ME1207 for 26 weeks
GROUP
Day |(mg/kg) | Platelet WBC RBC Hb Ht MCV MCH MCHC
(Female) | Control 291.0 11.85 6.183 13.53 40.95 66.3 21. 83 33.03
B.T. 28.9 2.73 0.407 1.02 3.30 1.3 0.46 0.68
125 333.5 11.20 6.420 13.88 42.43 66.0 21.65 32.75
61.3 1.01 0.445 0.79 2.82 1.2 0.45 0.47
250 3215 12.55 6.130 13.10 40.20 65.8 21.40 32.58
56.4 1.03 0.133 0.35 0.65 2.6 0.95 0.62
500 286.0 9.98 5.823 12.55 38.40 66.0 21. 58 32.68
72.6 0.98 0.581 1.00 3.49 1.4 13 1.12
1000 272.0 12.85 5.940 12.83 39.13 66.3 21. 58 32.78
44.5 0.99 0.543 1.19 3.78 0.5 0.28 0.51
35 Control 325.0 10.68 6.610 14.10 40.65 61.8 21.33 34.68
11.0 1.02 0.449 1.20 2.73 1.0 0.67 0.78
125 346.5 10.43 6.880 14.58 41.35 60.3 21.18 35.38
77.8 0.61 0.550 1.26 4.46 25 0.48 1.23
250 330.5 11.15 6.445 13.25 38.30 59.5* 20.58 34.58
63.4 1.58 0.264 0.83 1.70 1.3 0.81 1.11
500 353.5 9.15 6.340 13.23 38.10 60.3 20.80 34.65
449 0.79 0.522 1.51 4.10 2.2 0.70 0.90
1000 305.0 10.68 6.550 13.90 37.40 57.3 21.23 37.43
44.5 0.36 0.216 0.71 3.88 6.0 0.50 3.98
70 Control 319. 0 9.90 6.960 15.55 44.78 64.5 22.35 34.75
8.2 1.08 0.433 1.30 3.47 24 0.93 0.47
125 351.0 10.30 6.995 15.20 42.98 61.8 21.78 35.38
128.2 0.85 0.426 0.77 1.98 1.7 0.38 0.39
250 330.5 11.48 6.743 14.85 42.70 63.5 22.03 34.78
46.8 1.68 0.205 1.08 2.39 2.4 0.98 0.71
500 348.0 9.18 6.738 14.70 42.23 63.0 21.83 34.80
50.4 1.07 0.478 1.12 2.52 1.4 0.25 0.99
1000 3285 10.83 6.688 14.98 42.48 63.8 22.43 35.33
32.6 0.68 0.257 0.88 1.97 1.3 0.62 0.40
98 Control 3185 10.18 6.238 15.20 42.65 68.5 24. 38 35.60
62.3 1.51 0.348 0.62 1.67 39 66 0.50
125 404.5 10.53 6.643 15.58 43.18 65.3 23. 48 36.08
127.9 0.95 0.300 0.39 1.23 13 0.53 0.57
250 392.0 11.13 6.323 14.70 41.80 66.3 23.23 35.13
54.3 1.51 0.118 0.88 1.88 19 0.94 0.90
500 4145 10.23 6.105 14.25 40.05* 65.8 23.33 35.55
12.8 2.02 0.186 0.70 1.19 2.2 0.87 0.79
1000 382.0 11.50 6.368 15.03 41.60 65.5 23.60 36.08
67.8 1.17 0.113 0.75 1.37 1.3 1.00 0.76
126 Control 326.0 11.33 6.438 14.68 41.53 64.5 22.75 35.28
43.6 2.78 0.319 0.75 1.98 1.7 0.50 0.29
125 346.0 11.05 6.575 14.45 41.65 63.5 21.98 34.68*
113.1 0.77 0.546 0.98 3.09 1.3 0.40 0.17
250 350.0 12.30 6.108 13.53 39.45 64.8 22.20 34.25*
214 1.79 0.670 0.91 2.53 3.6 1.17 0.65
500 348.0 10.28 6.248 13.80 39.73 63.8 22.10 34.70*
383 2.32 0.663 1.42 4.14 1.0 0.32 0.14
1000 3245 12.30 6.248 13.88 39.43 63.3 22.20 35.20
84.3 1.56 0.361 1.07 3.04 2.2 0.81 0.22
154 Control 3415 10.93 6.888 15.38 44.35 65.0 22.40 34.68
40.3 2.19 0.700 1.04 2.79 2.7 0.73 0.33
125 3385 10.08 6.613 14.33 41.85 63.5 21.68 34.25
28.5 1.27 0.361 0.41 1.64 1.7 0.72 0.59
250 348.5 10.58 6.823 14.70 42.83 63.0 21.63 34.30
30.7 0.43 0.566 0.39 1.25 39 1.39 0.28
500 337.0 10.80 6.223 13.73 40.25 64.8 22.05 34.03
44.8 3.10 0.687 1.63 3.81 1.5 0.34 0.78
1000 308.5 12.40 6.640 14.70 42.83 64.8 22.13 34.30
614 1.62 0.370 1.13 2.86 1.0 0.54 0.35
182 Control 3315 9.55 6.710 15.15 42.18 63.0 22.58 35.85
41.2 0.53 0.571 1.45 3.17 1.8 0.67 0.83
125 351.5 9.80 6.935 15.33 43.48 63.0 22.10 35.20
76.6 1.20 0.116 0.17 0.75 1.8 0.61 0.22
250 364.5 10.68 6.550 14.30 40.85 62.8 21.85 35.00
45.0 1.97 0.352 0.69 1.99 2.2 1.15 0.64
500 374.0 9.28 6.080 13.53 38.70 63.5 22.20 34.90
19.9 1.74 0.361 1.16 2.67 1.7 1.0 0.68
1000 333.0 11.35°* 6.588 14.58 40.83 62.3 22.10 35.65
50.2 0.42 0.355 1.01 1.99 1.7 0.83 0.74
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Table 21-4. Hematological findings in male and female dogs treated orally with ME1207 for 26 weeks
GROUP Neutro. Neutro.

Day | (mg/kg) Baso. Eosino. (St) (Seg) Lympho. Mono. Reticulo. PT PTT
(Female) | Control 0.0 1.85 3.40 50.90 39.30, 4.55 6.8 6.10 26.25
B.T. 0.0 1.34 1.54 7.60 10.53 1.92 6.4 0.18 0.51

125 0.05 2.35 2.95 50.05 39.95 4.65 8.0 7.10 25.25
0.10 2.22 0.64 1.54 3.16 1.09 3.6 2.35 0.74

250 0.0 2.05 3.10 51.45 39.25 4.15 8.8 6.10 25.60
0.0 0.75 0.99 10.53 12.65 1.77 39 0.18 0.48

500 0.0 2.70 3.05 50.85 38.05 5.35 48 7.60 26.08
0.0 1.67 1.59 7.05 8.55 1.31 22 2.16 0.60

1000 0.05 5.05 3.30 53.10 33.70 4.80 4.5 7.35 25.65
0.10 2.79 1.29 8.10 9.96 0.86 0.6 2.37 1.06

35 Control 0.0 2.55 5.05 48.15 38.75 5.50 7.0 6.23 25.75
0.0 1.43 0.94 1.54 2.73 2.09 42 0.26 0.82

125 0.05 1.95 3.95 48.90 40.55 4.60 85 7.28 24.50
0.10 1.02 0.68 2.70 2.66 2.05 2.1 2.02 1.34

250 0.0 3.55 3.55 47.70 40.55 4.65 9.5 6.48 24.93
0.0 1.22 1.43 8.60 9.81 0.72 5.4 0.31 1.40

500 0.05 3.90 3.35 46.60 41.90 4.20 7.8 7.70 24.45
0.10 2.02 1.32 2.30 3.02 1.90 1.0 1.92 0.90

1000 0.05 4.35 3.35 43.95 43.00 5.30 7.8 7.60 25.65
0.10 2.22 1.18 12.16 11.59 0.90 1.7 1.85 1.58

70 Control 0.0 2.85 3.95 44.60 44.45 4.15 9.0 6.13 39.85
0.0 2.49 1.28 3.71 6.17 1.11 2.2 0.15 1.50

125 0.0 3.05 2.75 44.95 44.60 4.65 8.5 7.23 39.48
0.0 2.74 0.84 3.74 3.63 1.43 39 2.26 2.17

250 0.0 3.70 3.25 49.35 39.60 4.10 10.5 6.15 42.50
0.0 1.35 1.64 5.35 6.72 1.05 3.9 0.19 3.74

500 0.05 3.20 2.50 43.60 47.30 3.35 11.0 7.28 53.38
0.10 1.52 1.06 2.21 2.56 0.47 2.4 2.15 29.12

1000 0.05 5.20 2.90 46.65 41.90 3.30 8.8 7.43 39.68
0.10 2.79 1.05 10.90 9.59 0.93 19 2.39 0.64

98 Control 0.0 1.60 3.55 49.85 40.45 4.55 8.5 6.05 27.93
0.0 1.39 1.00 3.46 4.63 0.96 1.9 0.13 0.64

125 0.0 3.50 3.20 47.30 41.45 4.55 8.5 7.15 28.05
0.0 1.67 0.43 4.57 3.84 1.69 1.9 2.24 1.98

250 0.0 4.55* 3.20 47.80 40.10 4.35 8.8 6.03 26.73
0.0 0.85 1.38 10.03 10.09 1.28 3.4 0.13 1.44

500 0.0 3.65 3.60 50.00 38.95 3.80 11.8 7.28 29.08
0.0 1.69 0.52 2.76 3.94 0.82 6.6 2.09 1.63

1000 0.0 5.00* 2.60 47.20 40.80 4.40 8.0 7.33 28.28
0.0 1.56 1.36 10.83 12.03 2.28 2.4 2.19 1.80

126 | Control 0.0 255 155 51.60 38 55 2.75 10.0 6.00 24.23
0.0 1.68 0.44 4.30 0.75 43 0.16 0.30

125 0.0 3.55 2.95 50.90 40. 25 2.35 8.0 7.15 25.10*
0.0 2.59 1.45 2.76 3.21 0.91 2.0 2.10 0.37

250 0.0 2.15 4.90 57.45 33.50 2.00 85 6.03 24.58
0.0 0.77 2.89 12.34 12.74 0.28 2.4 0.10 0.69

500 0.0 4.15 4.80 51.80 37.15 2.10 7.0 7.23 23.80
0.0 2.13 1.60 1.28 2.29 0.96 32 2.05 1.06

1000 0,0 5.50* 3.75 52.35 35.45 2.95 8.3 7.20 25.05
0.0 1.59 1.15 7.27 9.11 0.50 2.9 2.35 0.61

154 Control 0.0 3.15 3.80 52.75 35.20 5.10 9.0 6.13 27.60
0.0 1.22 1.49 6.58 7.84 0.50 3.6 0.21 1.04

125 0.05 3.45 3.40 48.05 39.35 5.70 6.8 7.25 27.03
0.10 1.84 1.14 4.67 4.02 0.68 3.1 2.04 1.98

250 0.0 4.85 2.90 51.95 36.05 4.25 10.0 6.20 2593
0.0 2.26 1.15 5.77 5.99 0.53 5.2 0.14 1.92

500 0.0 4.90 2.45 51.80 36.50 4.35 8.0 7.33 27.60
0.0 2,42 0.57 4.59 6.06 1.29 4.5 2.06 1.34

1000 0.0 6.45* 2.50 55.00 30.95 5.10 7.8 7.40 28.10

0.0 2.31 0.66 5.00 6.08 0.62 1.7 2.54 1.3

182 Control 0.0 3.30 2.35 45.50 43.80 5.05 5.3 6.53 28.73
0.0 1.01 1.04 6.17 4.19 1.63 4.0 0.15 1.43

125 0.0 3.65 3.45 50.50 37.15 5.25 7.0 7.85 28.55
0.0 2.59 1.11 7.36 6.48 0.82 2.7 2.57 0.31

250 0.05 3.60 3.45 53.95 34.30 4.65 6.8 6.58 29.28
0.10 1.18 1.17 8.14 7.65 1.44 2.1 0.29 1.01

500 0.0 5.05 3.40 47.05 39.30 5.20 8.5 7.85 28.55
0.0 2.07 0.59 3.41 5.33 0.67 3.0 2.70 1.57

1000 0.0 7.75* 3.10 51.40 33.15** 4.60 9.3 7.90 28.80
0.0 2.33 0.74 4.13 3.71 0.71 4.5 2.67 2.76

B.T.: Before treatment

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures

to the standard deviation.
Significantly different from control * :p<0.05 **:p<0.01
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Table 22-1. Biochemical findings in male and female dogs treated orally with ME1207 for 26 weeks

Day GROUPmg/kgl GPT __ GOT ___LAP __ChE _ALP LDH HBD CPK BUN Cre TP Alb. Ca
(Male)| Control 36.0 35.5 508 0470 2545 1390 37.8 2173 14.08 0.48 5.63 3.23 1115
B. T. 6.2 7.0 6.7  0.074 90.9 132 2.9 437 2.56 0.13 0.17 015 017
125 34.3 37.5 553 0.413 2595 1635 393 2553 1553 0.50 5.53 323 1120
3.3 3.1 63 0.075 16.9 46.9 8.4 64.3 1.40 0.08 0.22 017 024
250 41.0 31.0 543 0425 2878 1285 343 2000 1413 0.40 5.78 333 1123
8.0 5.4 70 0.024 416 22.1 8.6 75.7 1.20 0.08 0.19 005 043
500 29.5 32.3 455 0503 2200 1450 340 2390 1283 0.43 5.40 3.03 1120
5.4 5.6 9.7 0.134 30.8 349 7.8 78.7 1.72 0.05 0.14 010 022
1000 348 35.8 485 0513 2528 1238 335 2120 1545 0.50 5.80 3.40 1115
5.5 2.9 52 0015 52.6 21.0 4.7 30.7 2.59 0.08 0.12 0.08 019
35 | Control 38.5 35.5 485 0433 2023 1418 31.8 1395  15.10 0.48 5.58 300 1085
5.7 6.0 6.0 0.097 70.3 46.2 3.6 20.3 2.17 0.05 0.19 022 044
125 43.8 375 540 0403 2235 1740 348 1943 1845 0.53 5.33 320 10.73
46 3.1 6.6  0.054 48.6 936 14.4 90.4 2.25 0.10 0.17 012 042
25() 443 32.8 505 0438 2643 1295 335  147.8  17.03 0.43 5.63 3.38* 1115
45 5.1 6.6  0.005 326 22.7 8.3 30.1 1.96 0.13 0.17 0.10 030
500 40.0 42.5 40 0515 2175 1653 340 3040 15 35 0.43 5.40 3.08 1093
8.1 19.9 100 0122 20.2 45.8 9.0 3111 59 0.05 0.22 0.13 02
1000 45.0 405 453 0523 2880 1583 358  193.0* 18, 93 0.45 5.53 328 1088
9.5 5.3 56  0.061 77.8 23.5 1.7 38.4 1.33 0.06 0.22 022 03
70 [ Control 42.8 38.0) 173 0420 1750 1115 300 1433 1515 0.53 5.83 3.18 10.68
59 55 62  0.102 56.6 176 5.4 30.5 2.38 0.10 015 026 055
125 43.3 36.3 538 0.403 1880 1363 303 1395 19.05 0.55 5.55 3.35 1065
15 3.8 7.3 0.051 425 39.4 5.1 31.9 2.54 0.10 0.24 0.10 013
250) 52.0 37.0 83 0440 2283 1098 270 1448 1853 0.50 5.80 350 1073
12.7 9.2 6.6  0.024 25.7 26.2 7.9 53.0 1.83 0.08 0.08 00 030
500 80.5 70.5 395 0520 189.0 1433 293 4300  16.40 0.48 543 3.08 1073
51.3 157 9.8  0.104 33.8 19.2 10.1 3555 2.14 0.15 036 019 021
1000 1838 1785 113 0555 2263 1443 345 16723 18.05 0.50 568 335 1050
2444 2558 36 0.037 55.5 55.7 112 29019 5.21 0.18 017 010 04
98 | Control 14.0 35.8 480 0413 1570 96.0 258 1115 1558 0.53 588 313 1055
8.8 8.5 6.9  0.095 40.3 135 3.8 34.1 2.76 0.10 013 025 038
125 16.5 36.0 55.0  0.400 1655 1133 255 1083 19.65 0.55 563 338 1028
5.8 18 81 0.035 16.3 30.3 15 20.8 2.04 0.06 025 013 005
250 52.3 36.3 485 0.430 2078 1080 288 1270 1873 0.50 588  3.50* 1058
9.1 7.8 69  0.022 54.9 35.1 9.7 404 1.70 0.08 0.05 008 019
500 6.8 38.5 115 0500 1840 2035 138 1505 1670 0.50 545* 310 1030
8.2 8.1 9.9 0.090 276 1304 29.4 43.9 2.28 0.08 0.31 020 028
1000 65.5 143 118 0558 2285 130.8 303 1413 1718 0.48 570 338 1033
30.0 3.3 0.038 55.7 30.1 4.3 22.1 4.18 0.10 0.08 015 013
126 | Control 13.0 37.0 470 0425 1325 1335 318 1068  16.05 0.53 6.05 313 1053
7.2 7.0 78 0.084 35.3 316 6.1 19.3 2.08 0.10 0.06 025 030
125 8.3 38.0 548 0415 1503 159.0 315 1103 2053* 055 5.83 340 1058
74 6.1 6.9  0.048 43.7 43.5 5.9 19.9 2.73 0.10 022 016 005
250 51.0 36.0 173 0453 1800 1415 328 1220 2058 0.53 595 343 1078
9.6 1.8 57 0.030 33.8 21.5 19 25.2 3.66 0.05 0.06 005 057
500 55.3 51.3 415 0555 1753 197.3 383 1955 1825 0.43 575 318 1068
16.3 213 119  0.116 279 74.1 122 1445 2.28 0.13 0.24 019 039
1000 61.8 545* 413 0.568* 2008  199.0*  43.8° 1645  19.33 0.50 570** 330 1055
153 10.0 45  0.054 50.0 29.9 7.4 61.9 6.32 0.08 0.14 0.08 026
154 | Control 145 35.8 5.8 0408 1183  133.0 303 1030  16.23 0.60 6.03  3.05 1025
75 5.9 6.8  0.083 29.4 39.5 8.5 6.2 1.79 0.0 017 026 039
125 50.8 38.0 53.0  0.383 1505 1815 348 1160 21.70°  0.60 5.70* 318 1033
3.4 3.6 34 0.043 150 1005 139 348 2.47 0.08 0.16 013 030
250 59.0* 363 463 0425 1715 1740 345 1155 2098* 055 5.88 328 1038
3.2 15 59 0.006 36.0 1289 18.5 20.6 2.92 0.06 0.10 010 046
500 56.0 10.8 385 0528  167.5° 1758 340 1323 1938 0.45* 570  3.08 1040
10.9 10.7 87 0.114 26.6 748 11.6 52.8 1.86 0.06 022 015 036
1000 84.0 69.5 403 0.558*  204.3*  166.0 375 2728  19.10 0.48 5.73* 320 1025
125 35.6 26 0.039 43.9 44.9 6.2 300.7 5.61 0.13 005 008 013
182 | Control 13.0 35.8 118 0.390 973 141.0 34.0 91.8  16.03 0.55 5.98.  3.00 10.08
9.9 6.0 107 0.073 19.7 43.9 8.3 12.1 0.94 0.10 0.05 0.16 026
125 18.3 37.0 190 0373 1400 2235 153 1053 20.40° 053  5.70** 313 1030
3.3 3.5 36 0.057 140 83.0 14.0 25.2 2.46 0.10 008 017 0l
250 57.8 35.0 140 0430 1635° 1725 34.0 98.3  19.88** 0.45 578+ 3.28* 10.23
126 5.6 170016 38.9 53.1 109 16.6 1.62 0.10 0.10 010 051
500 60.3 15.0 36.0 0528  165.0°° 2068 103 1485 1813 0.45 5.73 3.05 10.28
11.8 17.3 88  0.116 22.7 47.7 9.9 48.0 3.85 0.06 0.26 0.13 06!
1000 6650 49.3* 380 0.578** 2008° 1735 105 1098  17.68 0.40 5.78 3.25¢ 1015
119 5.9 22 0.045 59.6 33.3 6.8 155 4.60 0.0 0.21 010 02
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Table 22-2.  Biochemical findings in male and female dogs treated orally with ME1207 for 26 weeks
Day [GROUPmg/kg| Chol. TG Gluc.  A/G H/L Na K Cl f-Alb.  4,-G .-G B-G v-G

(Male)| Control 141.0 44.8 90.5 1.345 0.273 146.0 4.63 109.5 60.43 4.88 8.10 18.98 7.63
B.T. 30.6 12.6 5.3 0.078 0.010 1.2 0.15 3.0 1.34 0.05 0.99 0.69 1.57
125 134.5 38.3 93.0 1.400 0.245 146.8 148 109.3 61.88 1.13 8.63 17.88 7.50

14.0 79 4.5 0.068 0.024 1.3 0.17 1.3 2.15 0.61 1.31 1.58 1.12

250 155.5 44.8 93.5 1.365 0.265 145.3 4.50 107.3 61.60 4.50** *7.75 18.50 7.65

20.3 10.9 6.2 0.114 0.024 1.0 0.14 2.1 1.64 0.18 0.93 1.27 0.53

500 143.5 34.3 94.8 1.275 0.235** 146.3 1.80 109.5 59.38 4.58 9.15 19.08 7.83

22.2 7.6 7.0 0.083 0.013 1.0 0.12 1.7 1.71 0.42 1.42 0.78 1.11

1000 160.0 39.0 90.0 1.420 0.270 148.0* 4.50 110.3 4.35* 7.55 17.18* 7.83

28.9 3.7 120059 0.018 08 041 1.3 025 L12 090 127

35 | Control 1195 375 873 1.168 0238 1458 475 1123 515 685 2183 953
272 11.7 6.8 0112 0.057 10 010 15 037 104 203 207

125 126.8 33.0 95.8 1.508** 0.210 146.5 443 114.5 5.15 5.33* 1790 7.85

15.6 6.3 4.6 0.071 0.036 0.6 0.26 1.3 e 0.81 0.67 1.83 1.56

250 163.3 36.0 97.3 1.503** 0.260 146.0 1.65 112.8 64.33*  *4.60 5.30*  18.33* 7.45

25.7 55 1.7 0.090 0.044 0.0 0.17 2.1 1.61 0.32 0.55 1.56 0.55

500 161.0 33. 96.5 1.323 0.205 146.3 1.68 113.0 61.83* 4.83 6.85 18.33* 8.18

31.6 1.3 5.2 0.025 0.013 0.5 0.15 0.8 1.10 0.71 0.71 1.55 0.92

1000 164.8* 33.0 93.8 1.455*  0.230 147.0 1,40 114.0 64.33**  4.48* 5.70 17.33**  8.18

21.8 1.7 3.1 0.112 0.029 0.8 0.38 0.8 1.65 .30 1.10 .82 0.87

70 | Control 118.3 33.8 93.5 1.205 0.270 146.8 1.93 117.0 58.20 4.95 6.90 20.65 9.30
25.1 10.5 7.0 0.153 0.018 1.3 0.10 2.4 421 0.97 0.86 2.56 1.58

125 123.0 27.0 92.3 1.533*  0.230 147.5 460 120.0 64.78* 4.70 5.93 17.05 7.55

16.1 5.7 6.1 0.146 0.029 0.6 0.18 3.2 1.74 0.78 (.83 1.81 1.03

250 158.3 315 93.5 1.523** 0.245 146.8 4.73 117.3 65.78* 443 540" 17.03* 7.38

26.2 34 5.6 0.053 0.026 1.0 0.29 2.5 1.15 .46 0.34 1.03 047

500 156.0 30. 90.5 1.308 0.205** 146.0 4.88 117.8 62.53 1.65 6.70 17.65 8.48

35.0 1.7 7.0 0.026 0.017 0.0 0.26 1.9 0.67 0.17 0.42 1.13 0.97

1000 171.0* 35.0 85.3 1.445*  0.245 147.3 475 118.8 64.13* 443 6.08 17.30* 8.08

34.2 4.8 4.3 0.087 0.024 0.5 0.44 0.5 161 0.40 0.79 .83 1.29

98 | Control 119.3 32.0 91.0 1.145 0.270 147.8 1.73 115.5 57.60 193 7.65 21.03 8.80
24.2 74 6.9 0.161 0.024 0.5 0.10 2.4 4.29 0.56 0.39 351 1.55

125 123.5 27.3 92.0 1.505** 0.233 147.5 155 1175 64.78* 1.83 6.23*  16.80 7.38

135 6.2 6.5 0.101 0.021 0.6 0.17 2.6 1.98 0.69 0.87 1.71 0.91

250 163.5 30.0 92.3 1.478*  0.268 147.5 4.58 115.3 65.23* 4.45 6.55 16.68 7.10

29.6 6.1 1.8 0.090 0.036 0.6 0.22 34 1.26 0.24 .87 0.61 0.62

500 152.5 30.8 86.0 1.318 0.210** 1473 178 116.0 61.95 1.95 7.88 17.53 7.70

40.3 2.9 6.9 0.055 0.014 0.5 0.22 2.2 1.62 0.31 0.71 2.24 1.69

1000 170.3* 34.0 33.5 1.455*  0.235 148.3 1.58 116.0 54 1.55 6.73 16.25* 3.13

31.0 14 3. 0.134 0.026 1.0 0.42 0.8 3.51 0.40 0.79 1.63 1.35

126 | Control 122.3 30.3 35.8 1.080 0.240 145.3 4.70 113.5 57.48 173 7.65 20.60 9.55
24.8 9.0 5.9 0.179 0.029 0.5 0.14 24 4.45 .56 0.90 3.18 1.18

125 125.8 275 93.5 1.403*  0.205 146.3* 4,45 116.3 63.50* 4.80) 6.45 16.85 8.40

19.2 5.7 7.3 0.069 0.037 0.5 0.21 3.2 2.04 0.46 1.17 1.4 0.64

250 166.3 27.3 87.5 1.358 0.233 146.0 4.55 114.0 64.50* 1,43 6.10*  16.98 8.00

27.8 7.8 6.5 0.037 0.033 0.8 0.26 3.5 1.02 0.44 0.58 0.77 0.74

500 155.8 30.5 84.0 1.235 0.198* 1455 4.7%8 1143 61.68 4.55 7.55 16.73 9.50

24.3 3.9 5.9 0.073 0.017 0.6 0.26 1.0 1.37 0.10 0.27 0.22 1.40

1000 170.0* 32.3 82.5 1.375*  0.220 146.8 4.80 115.0 64.35* 145 6.70 16.08* 8.43

28.4 3. 29 0.071 0.022 1.3 0.67 1.4 1.87 0.47 1.06 1.30 0.94

154 | Control 119.0 31.8 89.5 1.030 0.230 475 158 117.5 56.93 4.03 7.55 21.85 9.65
23.5 9.6 5.2 0.133 0.020 1.0 0.13 26 4.5: 0.40 0.95 3.09 1.89

125 117.3 275 90.8 1.263*  0.205 148.0 1.45 2.03 453 6.23 18.63 8.60

134 44 7.6 0.088 0.031 0.0 0.39 25 .56 0.94 1.97 0.63

250 155.3 29.0 88.0 1.260*  0.215 147.3 4.55 5 125 5.95% 1848 7.88

274 6.7 5.0 0.038 0.031 0.5 0.21 7 0.52 0.38 0.76 0.74

500 153.0 28.3 86.3 1.173 0.203 147.0 4.70 4.05 6.73 18.30 9.35
244 1.2 7.8 0.051 0.026 0.8 0.26 0.27 0.69 1.30 1.35

1000 169.5 30.0 79.8 1.268*  0.230 147.8 1.73 4.45 6.13 17.80 8.13
34.0 4.1 6.4 0.055 0.032 0.5 0.54 .37 1.07 0.76 .98

182 | Control 114.8 31.8 925 1.010 0.245 146.8 4.58 148 7.40 22.68 9.88
22.1 6.3 6.0 0.099 0.024 1.3 0.17 0.35 0.29 3.20 1.79

125 118.0 25.3 93.3 1.225 0.208 146.8 1.43 4.45 6.73 18.53 9.18
10.2 2.4 9.5 0.158 0.026 1.0 0.39 .68 1.27 2.20 1.32

250 149.0 25.0 93.8 1.313*" 0.198 147.0 1.45 4.18 6.00*  13.15 3.23
225 6.1 8.1 0.070 0.030 0.0 0.17 0.70 1.03 0.34 0.84

500 152.0 26.0 90.0 1.143*  0.195*  146.0 4.60 4.00 7.35 18.73 9.9%8

235 3.7 5.5 0.040 0.006 1.4 0.14 0.08 0.68 0.70 051

1000 163.3 30.0 87.8 1.290** 0.235 147.0 4.60 X 2.8: 1.30 6.33 17.70* 8.85
| 34.7 74 16 0.101 0.019 0.8 0.47 0.8 2.85 .34 1.49 1.42 1.19
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Table 22-3.  Biochemical findings in male and female dogs treated orally with ME1207 for 26 weeks
Day [GROUPmgkg]l GPT ~GOT LAP ChE ALP LDH HBD CPK BUN Cre TP Alb. Ca

(Female)| Control 29.8 35.3 41.0 0500 2508 1345 303 2078 14.10 0.40 543 328 1113
B. T. 4.9 33 1.0 0.037 56.7 33.8 5.7 51.8 2.73 0.08 0.22 0.15 060
125 37.3 40.8 438 0460 2353 1715 42.8 2930 15.08 0.45 5.43 320 1118

3.8 3.4 103 0.054 34.1 38.9 9.7 53.0 1.51 0.06 0.17 0.08 026

250 348 38.3 40.8 0463 2478 1513 353 2353 1533 0.45 5.30 315 1075

9.1 3.9 4.0 0.041 46.1 30.4 4.3 62.9 2.28 0.06 0.18 013  0.06

500 34.8 38.3 395 0455 2395 1493 358 2508 13.03 0.38 5.48 3.20 1093

8.3 5.7 3.7 0.077 424 48.5 9.1 46.3 1.20 0.05 0.13 0.12 043

1000 34.8 39.3 46.8 0450 2603  160.3 410 2468  14.43 0.50 5.33 3.08 1093

5.6 74 11.0  0.076 26.7 43.7 13.6 51.6 2.14 0.08 0.21 013 033

35 | Control 36.8 36.3 455 0495 2005 1648 34.3 181.0  18.10 0.48 5.43 3.28 11.05
5.0 2.5 11.2 0.049 47.0 82.9 12.6 61.0 3.33 0.10 0.19 010 035

125 82.0 40.8 465 0.525 2078 1438 315 173.0  19.60 0.45 5.30 320 11.08

34.4 2.9 1.7 0.013 49.9 18.4 1.7 11.2 2.13 0.13 0.24 012 029

250 51.0 39.8 45. 0.503 2403 1438 33.0 1630  21.28 0.50 5.25 3.33  11.08

5
134 5.8 6.1  0.051 46.2 20.1 2.9 15.5 2.80 0.08 0.19 025 031
500 53.5 38.8 41,5 0525 246.0 1675 343 1758 1813 0.45 5.38 3.30 1083
. 6.2 0.131 46.9 25.0 2.6 232 2.14 0.06 0.21 0.18 038
1000 58.5** 388 508 0515 2565  173.0 36.0 1935 19.38 0.50 5.20 3.20 10.90
8.5 6.5 12.8  0.052 17.6 25.7 5.7 379 2.84 0.0 0.22 0.0 022

70 | Control 38.5 34.0 440 0485 1525 1075 260 1298  19.75 0.58 5.63 3.35  10.30
5.7 2.8 135 0.055 38.9 272 5.6 345 3.10 0.05 0.15 0.06 034

125 64.8°* 38.3* 455 0523 1635 1113 265 1433 1945 0.55 5.50 3.35 1048

12.3 1.7 123 0.034 43.3 30.6 5.1 26.8 2.76 0.13 0.14 0.06 029

250 55.8 120 433 0523 1873 1620 383  157.0 2048 0.55 5.45 345 10.25

20.5 7.6 79 0.071 38.3 78.1 174 25.0 3.18 0.13 0.13 013 026

500 635°  50.3 428 0565 1930 1088 268 2598 2065 0.55 5.60 3.40 1023

17.9 19.2 11 0153 185 18.1 1.0 2252 1.82 0.10 0.18 0.14 032

1000 62.5**  41.8* 505 0550  2065* 1943 398 1688  19.85 0.63 5.45 335 1048

4.4 3.3 127 0.050 20.7 68.6 10.8 14.8 2.29 0.05 0.25 0.10 010

98 | Control 375 34.8 435 0485 1343 1230 305 106.0  19.53 0.63 5.83 325 1053
4.7 2.5 134 0071 19.4 226 5.0 31.3 3.36 0.32 0.36 0.06 048

125 61.3*  39.0 415 0545 1473 1160 273 1145 20.00 0.50 5.70 328 1088

15.7 4.2 9.9  0.039 173 225 3.9 17.0 3.07 0.08 0.14 0.10 034

250) 57.3 13.3 425 0538 1780  143.0 335 1213 2213 0.50 5.73 335 1063

19.8 13.0 68  0.062 40.1 50.7 10.1 21.2 2.72 0.12 0.17 010 033

500 58.8 148 388 0573 1838 1428 328 1140 2013 0.48 5.65 3.28 1040

24.2 135 46 0137 67.7 412 6.7 5.2 2.12 0.05 0.17 013 028

1000 58.0°*  44.3* 480 0570  196.0  152.8 328 1208 20.78 0.53 5.68 3.30 1075

5.0 5.6 89  0.042 20.5 19.0 3.7 25.1 3.41 0.05 019 018 035

126 | Control 38.8 36.5 4.0 0455 1098 2245 423 1128 2075 0.75 5.83 318  10.63
4.3 25 147 0.054 10.8 62.3 9.0 314 2.78 0.34 0.33 013 029

125 55.5° 383 398 0458  119.0 2478 493 1173 20.73 0.58 5.73 3.18 1080

11.7 3.9 130 0.063 16.2 53.8 11.4 15.4 1.37 0.15 0.19 0.10 026

25(0) 52.3 135 393 0475 1495 3265 58.3 1518  20.58 0.58 5.68 325 1050

10.2 128 9.1  0.071 423 1473 19.7 39.1 3.00 0.10 0.17 0.10 022

500 58.5 52.0 383 0475 1583 3915 685 174.8* 20.43 0.50 5.63 320 1040

5.6 12.7 370122 66.2 1451 216 35.7 2.28 0.08 0.15 008 029

1000 64.3** 513 463 0508 1895 2848 545 1438  21.00 0.60 5.68 318 1045

116 17.0 119 0.050 55.9 1420 215 226 2.54 0.08 0.13 017 013

154 | Control 10.3 34.8 405 0458 1023 164.0 37.8 878  18.40 0.53 5.98 328 1080
10.0 25 97 0.105 39.7 29.5 6.6 139 2.04 0.05 0.33 0.10 032

125 60.5*  36.0 380 0450 1053  178.8 37.3 940  19.40 0.50 5.60 323 1100

13.0 17 114 0075 10.3 56.6 19 13.6 1.83 0.12 0.16 0.10 034

250) 51.8 10.3 433 0495 1513 2195 453 1153 2250 0.60 5.78 328 1083

12.7 12.7 6.7 0.150 59.6 73.7 12.1 245 5.30 0.14 0.10 0.05 029

500 51.3 405 36.0 0463 1495 1495 353 1028 19.35 0.45 5.70 3,20 10.78
112 8.7 55 0.137 64.6 232 2.4 6.2 1.67 0.10 0.16 014 013

1000 65.5° 445 483 0570 175.0*  186.0 398 1055 2155 0.48 5.93 325 1093
13.4 14.2 11.0  0.094 42.8 50.9 7.4 17.2 261 0.10 0.22 013 017

182 | Control 40.0 335 453 0.443 99.3 99.5 25.3 733 20.68 0.60 5.93 3.25 1010
6.5 35 159 0.055 31.1 314 39 8.2 2.81 0.14 0.28 0.06 022

125 65.3 32.3 398 0.470 96.3 93.0 218 725 2043 0.55 5.65 325 1033
245 2.2 114 0.082 26.3 12.8 13 7.0 3.95 0.10 0.24 013 033

250 57.0 34.0 465 0523 1405 1158 25.0 90.0  22.18 0.65 5.73 325 1038
26.0 8.6 78 0.039 60.2 25.8 15.0 16.0 3.63 0.21 0.21 0.06 022

500 S8H* 388 428 0523 1598 1403 34.8 98.0** 21.85 0.53 5.73 323 10.28
13.4 5.6 33 0114 77.0 36.4 10.2 76 3.54 0.10 0.28 0.15 033

1000 67.0* 398 57.0 0573 170.8* 1208 283 933  20.73 0.65 5.90 323 1063

15.2 7.4 10.6  0.093 404 18.3 29 14.7 4.33 0.38 0.22 0.13 0.50
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Table 22-4. Biochemical findings in male and female dogs treated orally with ME1207 for 26 weeks
Day th TG Gluc.  A/G H/L Na K Cl f-Alb.  a,-G -G -G 7-G
(Female) Control 133.5 328 91.3 1.525 0.230 146.0 1.68 110.8 65.70 1.68 5.93 17.18 6.53
B.T. 20.8 6.9 46 0.097 0.029 0.8 0.15 1.0 0.34 0.59 0.50 0.30 0.60
125 130.8 34.3 94.5 1.443 0.248 146.3 1.63 111.8 63.43 5.10 6.48 17.28 7.73
12.6 4.5 6.6 0.110 0.010 1.0 0.24 2.1 1.48 0.16 0.76 0.49 1.07
250 1245 34.3 91.8 1.473 0.240 146.8 1.63 111.5 64.13 5.38 6.18 17.55 6.78
7.7 6.1 4.3 0.154 0.024 1.0 0.26 1.0 293 0.64 0.90 1.07 1.08
500 135.8 38.3 96.0 1.413 0.245 146.3 1.55 111.3 64.05 1.75 5.68 1753 8.00
15.8 5.6 7.0 0.123 0.017 1.5 0.38 1.0 2.16 0.61 0.21 0.44 1.62
1000 118.5 31.3 92.0 1.370 0.253 147.0 4.63 113.0 63.13**  4.80 6.30 18.18 7.60
11.1 3.4 79 0.084 0.029 1.2 (.24 1.8 0.95 .12 0.81 0.91 1.13
35 | Control 122.0 36.5 87.0 1.525 0.220 146.5 1.68 117.0 64.10 4.85 6.00 17.78 7.28
22.1 8.5 5.3 0.088 0.036 1.0 0.17 0.8 2.60 ).82 37 1.07 0.61
125 130.3 425 84.3 1.528 0.220 145.8 170 117.3 65.35 5.33 5.25 16.55 7.53
7.6 5.3 2.5 0.069 0.028 1.0 0.28 1.3 0.44 0.26 0.73 0.56 0.28
250 126.0 42.8 87.8 1.735 0.230 146.3 1.78 117.5 66.83 4.93 5.45 16.40 6.40
10.2 6.9 9.7 0.206 0.014 1.0 0.10 0.6 3.53 0.69 1.40 2.00 1.10
500 154.3 355 86.8 1.598 0.203 145.8 1.63 117.5 66.48 148 5.48 15.70* 7.88
22.7 4.0 9.2 0.168 0.015 0.5 0.39 0.6 2.83 0.49 0.50 0.99 1.65
1000 132.5 34.0 83.8 1.613 0.208 147.3 4.55 117.5 66.43 4.73 5.33 16.33 7.20
25.2 6.1 2.5 0.166 0.017 1.0 0.24 1.0 1.18 0.15 0.79 0.59 1.26
70 | Control 124.3 35.3 89.3 1.485 0.240 147.8 4.50 113.0 64.65 4.93 543 17.65 7.35
18.8 11.2 5.0 0.158 0.014 1.0 0.14 0.8 2.48 0.69 0.75 1.82 0.72
125 134.8 36.3 93.0 1.560 0.240 147.0 145 112.8 64.95 )13 5.38 16.73 7.83
12.9 5.7 22 0.058 0.01%8 12 0.13 1.5 1.39 0.35 (.87 1.01 (.87
250 138.3 40.3 89.0 1.728*  0.240 147.8 4.50 113.0 66.63 5.08 5.45 16.55 6.30
6.2 8.1 9.6 0.110 0.014 1.9 0.20 1.6 28 0.51 0.48 1.16 1.41
500 158.5 38.0 91.0 1.555 0.250 147.0 158 113.5 5 1.80 5.18 15.83 7.63
26.8 6.2 8.8 0.144 0.032 14 0.39 0.6 1.65 0.42 0.48 1.21 1.52
1000 146.3 35.3 89.0 1.605 0.208 148.0 1.68 113.0 66.43 1.83 5.23 16.45 7.08
374 5.6 5.4 0.132 0.028 0.8 0.19 14 1.54 0.29 0.67 0.83 1.59
98 | Control 139.0 50.0 90.8 1.278 0.248 146.0 143 113.8 62.68 1.95 5.78 18.80 7.80
34.1 38.5 7.0 0.163 0.039 0.8 0.15 2.5 2.55 1.25 1.25 1.88 0.96
125 138.8 35.8 37.0 1.353 0.235 145.8 1.40 1135 63.63 .18 5.53 17.98 7.70
18.5 5.3 5.7 0.090 0.017 1.0 0.18 1.3 .66 0.33 1.10 1.10 0.67
250 152.5 37.8 84.0 1413 0.240 146.5 1.40 114.0 64.15 5.18 6.23 17.85 6.60
20.5 4.5 11.6 0.051 0.029 1.3 0.22 1.2 1.37 .56 1.19 0.73 1.07
500 158.0 36.0 84.8 1.383 0.235 147.0 1.38 114.0 64.75 3.05 5.25 17.23 7.73
335 29 111 0.096 0.026 0.8 0.34 2.0 0.90 0.68 1.14 1.05 1.14
1000 149.8 36.5 82.0 1.398 0.215 147.3* 155 113.8 64.50 ).18 .08 17.63 7.63
27.1 4.1 6.3 0.150 0.026 0.5 0.10 1.3 1.85 (.50 1.14 0.82 2.38
126 | Control 1335 49.5 87.3 1.205 0.193 147.3 4.60 112.3 62.43 1.75 6.23 18.85 7.75
233 32.6 11.0 0.123 0.017 0.5 0.32 1.9 2. 1.08 1.85 2.55 0.95
125 142.0 37.5 83.8 1245 0.200 146.3* 1.63 111.3 62.43 ). 10 6.60 18.23 7.65
34.2 11.7 1.3 0.025 0.012 0.5 0.26 2.2 1.19 0.54 1.56 1.58 1.15
250 176.8 46.0 79.5 1.355 0.193 146.8 1.60 111.8 64.68 4.98 6.75 17.08 6.53
53.0 14.0 11.7 0.186 0.034 1.0 0.14 1.0 2.89 0.64 1.58 1.58 1.31
500 153.3 39.8 83.0 1.325 0.178 146.8 1.78 111.5 64.68 1.63 6.40 16.03 8.28
29.5 7.7 123 0.114 0.010 0.5 0.33 1.7 1.27 0.33 0.77 1.00 1.03
1000 152.8 34.0 79.0 1278 0.200 147.5 1.68 111.8 63.55 1.73 6.73 16.35 8.65
30.8 0.8 3.6 0.145 0.032 1.3 0.22 0.5 1.91 0.33 0.85 0.79 2.34
154 | Control 126.5 35.3 90.3 1.218 0.233 146.3 448 113.8 62.05 4.58 5.58 19.30 8.50
159 124 39 0.084 0.005 1.3 0.26 1.7 222 0.70 1.14 1.64 0.62
125 134.0 31.0 91.3 1.358*  0.218 146.3 4.20 113.0 64.05 5.35 1,98 17.95 7.68
285 8.1 3.2 0.050 0.046 1.0 0.08 1.4 1.35 (.66 0.92 0.55 1.52
250 166.3* 39.8 88.8 1.313 0.210* 1458 14.55 113.5 64.45 5.15 5.63 17.70 7.08*
19.5 9.7 8.8 0.050 0.014 0.5 0.10 : 2 0.61 0.76 1.13 0.78
500 167.8* 373 85.8 1.280) 0.238 146.3 1.38 1.65 5.58 17.18 9.05
26.7 5.3 9.8 0.070 0.030 0.5 0.38 0.44 0.59 1.54 0.87
1000 170.5** 415 86.5 1.218 0.218 146.3 143 1.78 3.53 17.60 3.90
16.5 7.9 140074 0.030 1.3 0.05 0.41 0.67 0.37 2.67
182 | Control 118.8 39.5 38.8 1.223 0.260 145.5 14.53 4.13 6.50 19.23 9.53
19.8 9.3 5.1 0.120 0.042 0.6 0.26 .59 0.88 1.57 1.27
125 126.5 395 91.8 1.358 0.233 145.3 $4R 4.88 6.13 17.10 7.95
21.6 13.4 7.6 0.096 0.013 1.3 0.13 0.45 1.12 161 0.62
250 162.5 48.3 90.8 1.325 0.203 145.0 1.53 5.15* 5.80 18.05 7.35°
32.6 159 1.8 0.153 0.110 0.8 0.15 0.49 1.21 0.86 1.13
500 177.5** 370 87.8 1.293 0.245 145.0 4.50 1.68 6.18 16.80) 9.03
17.7 11.2 9.5 0.073 0.013 0.8 0.22 0.40 1.16 1.83 1.20
1000 180.8* 19.5 85.3 1.208 0.238 145.8 1.65 1.88 6.08 18.10 360
459 29.1 7.7 0.054 0.024 1.7 0.26 0.55 0.83 1.43 2.79

B. T.: Before treatment
For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures

to the standard deviation.

Significantly different from control* : p<0.03, * *

cp<0.01



928 CHEMOTHERAPY APR. 1992

Table 23. Gross findings in male and female dogs treated orally with ME1207 for 26 weeks

Group (mg/kg) control 125 250 500 1000
organs and findings Animal No.|1 2 3 4|5 6 7 8|9 10 11 12|13 14 15 16|17 18 19 20
(Male)
Spleen : opacification of capsule - —_ - - - = == - = == = = =1 = = -
Lymph node: hypertrophy - - |- - =-1|- - - |- - = | = = -
Duodenum : congestion - Y - -] - - - |- - - |- - — —]|— 1 =1
Prostate  :atrophy - - - =2 - - —|=- = - == = - —|- = — =
Thymus : atrophy - = - |- - —|/-1 = |- = - —|— 1 = =
Skin : depilation - = - —|--—1]- - - = - = == = = =
: thickening - = = - |- - - 1]/- = - —|- = = —|- - = =
Other organs and tissues : - - - = - - =] - = == = = == = = =
(Female)
all organs and tissues : - = = —|=- - - |- - - —]- - - —|— - = =

Grade : — ; negative, 1;slight, 2 ; moderate, 3 ; severe
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Table 24-1. Organ weights in male and female dogs treated orally with ME1207 for 26 weeks
Group Brain Heart Lung Liver Kidneys Spleen
(mg/kg) (®) (%) (® (%) (® (%) (®) (%) (®) (%) (®) (%)
(Male)
Control 74.64 0.736 87.15 0.858 87.92 0.867 283.16 2.802 53.75 0.529 29.71 0.297
6.72 0.028 10.54 0.066 9.02 0.068 22.28 0.279 7.93 0.050 6.79 0.083
125 77.15 0.860** 81.09 0.904 88.85 0.994 226.10** 2518 46.15 0.518 2751 0.307
3.45 0.049 4.22 0.056 4.56 0.113 11.75 0.115 7.52 0.110 3.09 0.042
250 75.59 0.810 96.04 1.032 85.51 0917 | 249.89 2.658 53.07 0.572 22.14 0.233
4.27 0.088 6.62 0.156 2.93 0.104 25.48 0.111 5.51 0.112 5.84 0.047
500 77.83 0.896* 86.57 0.991* 80.15 0.922 279.94 3.221 50.65 0.582 23.76 0.273
4.09 0.096 10.33 0.080 1.82 0.060 15.64 0.300 4.56 0.061 4.60 0.051
1000 73.93 0.822** 94.13 1.040* 81.09 0.901 285.53 3.147 60.84 0.673* 30.98 0.344
4.77 0.033 15.90 0.088 7.64 0.046 71.28 0.592 10.54 0.071 8.54 0.089
(Female)
Control 70.73 0.836 71.84 0.838 76.57 0.903 | 211.94 2.497 41.30 0.488 24.91 0.289
1.87 0.084 12.11 0.049 4.40 0.075 12.26 0.158 2.98 0.054 6.45 0.039
125 7291 0.819 72.45 0.811 76.84 0.853 | 227.13 2.512 41.15 0.464 23.88 0.263
5.39 0.089 8.76 0.078 12.45 0.026 52.15 0.329 1.99 0.065 5.46 0.025
250 73.49 0.885 68.69 0.818 72.84 0.876 | 230.17 2.756 42.27 0.512 23.97 0.291
2.45 0.200 6.40 0.141 3.50 0.190 25.53 0.623 4.55 0.146 5.74 0.112
500 72.76 0.867 78.01 0.923 77.28 0.925 | 276.29**  3.298* 47.53* 0.567 28.64 0.352
7.27 0.094 10.68 0.052 4.58 0.118 30.90 0.442 3.71 0.054 9.06 0.149
1000 73.27 0.835 76.32 0.869 75.96 0.865 | 266.34* 3.039 46.23 0.527 27.61 0.314
3.13 0.052 8.00 0.086 11.13 0.129 32.43 0.426 5.38 0.069 5.77 0.059
Table 24-2. Organ weights in male and female dogs treated orally with ME1207 for 26 weeks
Group Thymus Testes/Ovaries | Prostate/Uterus Adrenals Pituitary Thyroids
(mg/kg) | (g) (%) ® (%) ® (%) ® (%) ® (%) ® (%)
(Male)
Control 9.529 0.0927 15.635 0.1534 8.103 0.0785 1.2032  0.01184 0.0535  0.00053 1.251 0.0123
3.698 0.0289 2.890 0.0206 3.963 0.0350 0.1374  0.00052 0.0185 0.00015 0.198 0.0012
125 6.190  0.0677 13.732 0.1533 6.141 0.0666 1.1175 0.01246  |0.0509  0.00056 0.997 0.0111
2.214 0.0193 2.130 0.0258 3.453 0.0349 0.0876  0.00116 0.0122  0.00012 0.122 0.0012
250 8.855  0.0927 15509  0.1663 6.836 0.0739 1.2833  0.01371 0.0590  0.00063 1.109  0.0118
2.825 0.0226 3.349 0.0380 2.360 0.0292 0.1686  0.00187 0.0077  0.00008 0.246 0.0022
500 8.832 0.1009 15.810 0.1808 5.955 0.0683 1.2967 0.01494* |0.0680 0.00078 1.149 0.0131
1.660 0.0149 2.756 0.0254 1.110 0.0119 0.1151 0.00192 0.0166 0.00018 0.251 0.0023
1000 7971 0.0869 14.301 0.1601 5917 0.0662 1.4420 0.01597* |0.0612 0.00068 1.093 0.0121
3.213 0.0281 1.591 0.0267 1.081 0.0138 | 0.2868 0.00242 | 0.0054 0.00007 0.131 0.0005
(Female)
Control 8.511 0.1016 1.093 0.0131 8.021 0.0954 1.2284 0.01451 0.0700  0.00084 0.853 0.0101
2.370 0.0356 0.501 0.0069 6.011 0.0769 | 0.1179 0.00198 | 0.0135 0.00023 0.192 0.0026
125 10.443 0.1137 1.085 0.0118 9.275 0.0955 1.2710  0.01420 0.0490* 0.00056 1.142 0.0127
4.270 0.0340 0.640 0.0044 8.523 0.0799 0.2234  0.00204 0.0028 0.00012 0.202 0.0006
250 6.924 0.0820 1.253 0.0148 9.162  0.1009 1.3473  0.01634 0.0566  0.00065 0.880 0.0104
0.964 0.0127 0.334 0.0038 5.919  0.0539 | 0.1748 0.00468 | 0.0218 0.00015 0.296 0.0032
500 8.140 0.0966 1.440 0.0170 13.101 0.1514 1.5014* 0.01804 0.0737  0.00088 0.953 0.0114
1.247 0.0118 0.582 0.0062 10.759 0.1200 0.1207  0.00327 0.0112  0.00011 0.110 0.0017
1000 7.115  0.0815 1.429 0.0163 10.459 0.1198 1.2992 0.01480 |0.0629 0.00071 0.977 0.0111
2.887  0.0344 0.424 0.0050 8.853  0.1031 0.1101  0.00133 | 0.0258 0.00028 0.147 0.0019

For each determination, the upper figures correspond to the mean value in 4 animals and the lower figures
to the standard deviation.
a): (organ weight/body weight) x 100
Significantly different from control * : p<0.05, * * : p<0.01
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Table 25. Microscopic findings in male and female dogs treated orally with ME1207 for 26 weeks
Group (mg/kg) control 125 250 500 1000
Organs and findings Animalno. |1 2 3 7 819 10 11 12|13 14 15 16|17 18 19 20
(Male)
Spleen : granulomatous nodule - = - - - == = = 2 - = == - — -
Lymph node: hyperplasia - = — - = 2 |—= — 2 - - = —|12 - - -
Tongue :cell infiltration in lamina | — — — - - == - - - = - =1 - = =
propria mucosa
Stomach :cell infiltration in lamina | — 1 — - - == = — - - = == = - =
propria mucosa
Duodenum : congestion in mucosa - - — - - —|=- - = - - — —|=1 -1
:cyst in mucosa - - = - = —= = - - = — —|=1 — 1
Small intestine: congestion in mucosa - - - - = == = = - = - —|=1 - =
:cyst in mucosa - - - - - == - = - = = —|—= 1 = -
Large intestine: deposition of foreign|— — — - = == - = - = = —|=- = =1
bodies in mucosa
Liver : cell infiltration — — 1 - - == = = - - — == = =1
: vacuolation - — 1 - = —|— — 1 - = — —|1 — =1
:hyaline droplets in - = = - = == = — -1 — 1|1 — 1 1
hepatocytes
Salivary gland: cell infiltration - e - - — -1 - - -
Prostate - interstitial fibrosis - - — - - == - - e
:atrophy of glandular|{— — — - = == = - - - - == = = =
epithelium
Thymus : atrophy of parenchyma - = — - - —|— 1 — - - - —~|=1 1 -
:increase of adipose tissue | — — — - = —|— 1 - - = - == 1 - =
Skin : cell infiltration in papilla | — — — - = 1 |- — — - - = == - = -
(Female)
Lung : cell infiltration - - = e _ - = == = = -
Tongue :cell infiltration in lamina | — — — - - = - - - (= - — = = = =
propria mucosa
Stomach :hyperplasia of lymphatic| 1 — — - - == - - _—_- - = = = =
follicles
Small intestine: cyst in mucosa - - — e IR - - - - =1 - -
Large intestine: deposition of foreign|— — — - 2 — = - — - - — —|= = = 2
bodies in mucosa
Liver :hyaline droplets in he-| — — — - = —|— — 1 1 -1 —]/1 1 1 —
patocytes
: fibrosis - - — - = == = = - -1 —|=- = - -
Gallbladder : hyperplasia of lymphatic | — — — - - — = - — - - - -1 = = -
follicles
Salivary gland: cell infiltration - - = —_——_ == = = - - — 1|=- - = =
Thymus : atrophy of parenchyma - — 1 - - — = = - - - — —|= - =1
ccyst - = - - = == - - e e |
Grade : — ; negative. 1;slight. 2; moderate. 3 ; severe
No abnormalities were observed in other organs and tissues.
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TOXICITY STUDIES OF ME1207, A NEW ORAL CEPHEM ANTIBIOTIC
II. ACUTE, SUBACUTE AND CHRONIC TOXICITY STUDIES OF
ME1207 IN BEAGLE DOGS

Tetsutaro Niizato, Heijiro Suzuki, Noboru Seto,
Kohsuke Ohishi, Hiroyasu Hayasaka, Naoko Matsushita
Noriko Hiramoto, Shoji Nishiyama, Shinichi Nishida
Masataka Fujita

Pharmaceutical Research Center, Meiji Seika Kaisha, Ltd.
760 Morooka-cho, Kohoku-ku, Yokohama 222, Japan

Acute, subacute and chronic toxicity of ME1207, an oral cephem antibiotic, was investigated in
male and female beagle dogs. ME1207 was administered orally at doses of 125, 250, 500 and 1000mg
/kg for 4 weeks in the subacute toxicity study and for 26 weeks in the chronic toxicity study. There
were no deaths or toxic signs after single oral administration of 2000mg/kg. At doses of 500mg/kg
or higher in the subacute toxicity study and at doses of 250mg/kg or higher in the chronic toxicity
study, increases in Cholesterol, GOT, GPT and ALP were observed. Abnormal microscopic findings
in liver preparations were also observed in the chronic toxicity study. The results suggest that the
no-effect dose level of ME1207 in dogs is 250mg/kg in the subacute toxicity study and 125mg/kg in
the chronic toxicity study, and the most sensitive target organ regarding toxic effects is the liver.



