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Table 1. Design of acute, subacute and chronic toxicity studies of ME1207 and ME1206
Test name Test Lot.(Content(%) | Animal | Age | Route Dose Body weig.ht range
(Treatment period) |compoud| or activity species (mg/kg) of used animals (g)
(ug/mg)) Male Female
Acute (Single) MEI1207 | 7002, 95% Mouse | 5Weeks | po 5100 22.7~ 28.2| 20.1~ 22.0
7004, 96% sc. (| 2000 ) 23.8~ 29.8| 20.1~ 25.7
ip 5000
7004, 96% Rat 3Days | po 5000 6.3~ 8.2 6.1~ 7.6
21Days | po 5000 41.1~ 57.3| 33.6~ 51.9
7002, 95% 5Weeks | po 5100 109 ~120 90 ~101
..................... | U ARt SR IS
7004. 96% sc. | 2000 120 ~146 |10 ~129
ip 5000
ME1206 | 6004, 913ug/mg | Mouse | 5Weeks | iv 3000 26.7~ 30.6 | 22.9~ 27.0
6008, 893ug/mg | Rat 3Days | ip 2000 7.6~ 10.0 6.5~ 9.4
21Days | ip 2000 38.6~ 52.1| 33.7~ 47.1
6003, 848ug/mg 5Weeks | iv 3000 125 ~143 106 ~120
Subacute ME1207 | 7002, 95% Rat 5Weeks | po 125, 250, 112 ~135 104 ~131
(Once daily for 4 weeks) 500, 1000
ME1206 | 6008, 891xg/mg | Rat 5Weeks | iv 31, 125, 123 ~144 115 ~137
500
Chronic® ME1207 | 7004, 96% Rat 6Weeks | po 31, 63, 125, 163 ~194 132 ~160
(Once daily for 26 weeks) 250, 500

a) : The 28-day recovery test was concomitantly conducted in the control and 500 mg/kg groups following administration for

26 weeks.
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Table 2. Items in hematology, biochemistry and urinalysis
Specimen Item of measurement Abbreviation Unit Method or apparatus
Blood blood platelet Platelet X10°/mm?
white blood cell WBC X10°/mm?3
red blood cell RBC X 108/mm? TECHNICON
hemoglobin Hb g/dl
hematocrit Ht % Hemalog
mean corpuscular volume MCV um? 8/90
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. %
Plasma prothrombin time PT® sec Quick one
partial thromboplastin time PTT® sec step method
Serum glutamic pyruvic transaminase GPT U
glutamic oxaloacetic transaminase GOT 1U
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
cholesterol Chol. mg/dl
triglyceride TG mg/dl
glucose Gluc. mg/dl
albumin/globulin ratio A/G
HBD/LDH ratio H/L®
sodium Na mEq/1 TECHNICON
potassium K mEq/1
chloride Cl mEq/1 Stat/lonll
Urine sodium U.Na mEq/1 TECHNICON
potassium U.K mEq/1
chloride U.Cl mEq/1 Stat/Ionll
pH value pH
protein Pro.
glucose Gluc. AMES
ketone Ket. Qualitative
bilirubin Bili. Clinitek
occult blood OB
urobilinogen Urobili.
osmotic pressure oP mOsm/kg ADVANCED Cryomatic
Osmometer
urine volume uv ml Messcylinder

sediment (WBC, RBC, SC)

Microscopy

a) * Not determined in the subacute toxicity study of ME1207.
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Table 3. Mortality and LDs, values in the acute toxicity study of ME1207 and ME1206
Test Animal Dose . LD,

. Age Route Mortality i
compound species (mg/kg) (mg/kg)
ME1207 Mouse 5 Weeks | po 5100 None >5100

. { 2000 } sc (None), ip 5000mg/kg sc >5000
sc, i _ ..
P 5000 75/10, %6/10 ip =5000
Rat 3 Days po 5000 None >5000
21 Days po 5000 None >5000
5 Weeks | po 5100 None >5100
{ 2000 } sc (None), ip 5000mg/kg sc >5000
sc, i .
P 5000 28/10, $9/10 ip >2000
<5000
ME1206 Mouse 5 Weeks | iv 3000 None >3000
3 Days ip 2000 None >2000
Rat 21 Days ip 2000 None >2000
5 Weeks | iv 3000 None >3000
Table 4. Hematological findings in male and female rats treated orally with ME1207 for 4 weeks
Group N | Platelet ~ WBC RBC Hb Ht MCV MCH MCHC Baso. Eosino. Neutro. Neutro. Lympho. Mono.
mg/kg (St) (Seg)
(Male) 798.2 10.86 7.817  14.56 43.27 55.5 18.66 33.64 0.0 0.28 0.16 6.50 92.48 0.58
Control 10] 57.8 2.40 0.420 0.49 1.59 2.4 0.84 0.37 0.0 0.27 0.16 2.52 2.79 0.47
125 714.0%* 11.40 7.932  14.81 43.86 55.5 18.66 33.73 0.0 0.24 0.12 6.62 92.38 0.64
10 31.4 3.70 0.237 0.45 1.20 1.7 0.42 0.57 0.0 0.21 0.14 2.19 2.30 0.58
250 718.2°* 10.27 7.894  14.76 43.94 55.9 18.72 33.57 0.0 0.46 0.26 6.54 92.18 0.56
101 56.9 3.71 0.376 0.53 1.58 2.2 0.70 0.67 0.0 0.47 0.21 3.33 3.75 (.35
500 707.6%* 9.31 8.027  15.16 44.75 56.1 18.91 33.88 0.0 0.50 0.08 6.66 92.14 0.62
10] 58.9 2.15 0.526 0.82 1.99 1.7 0.53 0.53 0.0 0.42 0.10 2.75 3.02 0.38
1000 747.2° 8.67 7.798  14.81 44.02 56.9 19.00 33.62 0.0 0.26 0.14 4.74 94.24 0.62
10| 45.6 2.36 0.466 0.47 1.46 2.2 0.77 0.46 0.0 0.19 0.13 1.40 1.61 0.64
Untreated 775.4 11.35 7.862  14.90 44.27 56.6 18.96 33.65 0.0 0.14 0.22 5.59 93.43 0.62
10 70.4 2.63 0.436 0.66 2.14 1.4 0.61 0.54 0.0 0.16 0.29 2.19 2.3 0.35
(Female! 726.6 8.03 7.456  14.63 42.27 56.9 19.64 34.61 0.0 0.62 028 9.08 89.52 0.50
Control 10| 81.5 1.91 0.345 0.39 1.12 1.7 0.72 0.70 0.0 0.61 0.29 4.00 4.32 0.22
125 706.4 7.70 7.337  14.54 41.92 57.4 19.81 34.69 0.0 0.66 0.14 5.56*  93.30° 0.34
10]103.4 2.92 0.364 0.56 1.53 6 0.40 0.77 0.0 0.52 0.13 2.09 2.24 0.23
250 696.0 8 31 7.205  14.34 41.37 57.7 19.94 34.69 0.0 0.84 0.06* 3.98**  94.58°*  0.54
10f 62.1 1.85 0.325 0.45 1.14 2.0 0.72 0.40 0.0 0.50 0.10 1.26 1.41 0.30
500 713.0 7.90 7.331 14.51 41.92 57.4 19.81 34.61 0.0 1.10 0.10 3.90**  94.20°*  0.70
10| 55.9 1.63 0.228 0.35 0.84 1.3 0.44 0.55 0.0 0.99 0.11 1.69 2.50 0.61
1000 721.0 7.49 7.285  14.25 41.12*  56.5 19.58 34.66 0.0 0.54 0.06" 4,40 94.60°*  0.40
10} 63.9 1.65 0.284 0.44 1.22 1.7 0.49 0.65 0.0 0.39 0.10 1.63 1.57 0.19
Untreated 716.4 10.83° 7.310 14.40 41.78 57.4 19.74 34.51 0.0 0.62 0.12 6.26 92 .48 0.52
10| 62.9 2.94 0.299 0.31 1.50 1.4 0.65 0.95 0.0 0.40 0.10 2.55 2.9 0.27

For each determination, the upper figures correspond to the mean value and the lower figures to the standard deviation.
Significantly different from control *: P<0.05, * *: P<0.01
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Table 5. Biochemical findings in male and female rats treated orally with ME1207 for 4 weeks
Group . . N
(mg/kg) N| GPT | GOT | LAP | ALP | LDH | HBD | CPK | BUN | Cre. TP | Ab Ca | Chol. TG Gluc. AG Na K Cl
(Male) " 329 BL.2 | 76.3 [ 543.1 | 1280.0 [240.8 |259.0 {21.34 |0.35 |[4.88 281 1961 [48.1 119.6 158.6 1.362 HIT | 488 [ 103.4
Control 3.9 155 86 | 117.9 | 636.7 [11%.6 | 96.6 | 2.52 [0.07 |0.18 | 0.07 [0.25 5.0 10.6 8.9 11,094 0.7 1023 0.8
195 10 35.3 87.3 | 0.0 [595.4 | 1095.2 |208.9 |274.8 [23.32 |0.26° [4.63°|2.73" | 9.44 |48.1 3310 | 149.6 1.440 1.6 | 4.8 103.9
il
5.0 121 | 108 | 1495 | 3847 0.3 [ 714 2.04 1007 1016 [0.08 |0.29 8.0 16.3 1.2 0.071 0.7 rﬂ 27 1.6
- W[ TR [ O8O LA 0054 1900291 2083 0 260 660 | 277 952 358|550 | M2 1anet |22 505 | 104
) ST | 20| Ta 020 | 4870 | 895 [ 660 | 1l {005 |02 {007 {033 (104 | 182 8.9 | 0.083 11030 | 20
500 10 450 1140 | X1 0 | 5924 [ 13392 [257.2 |29%°9 [22.46 [0.29 [4.61°°| 274 [ 938 [33.1° 52.2 151.6 1.468° [141 71 4.96 | 102.6
bl
159 | 5.9 [ 87 1359 5520 (1077 faos |37 o2 Jo2r {03 Jo2s [ 43 foore | s o8t 05 o7 15
1000 10 39.2 |108.4° | 83.1 | 637.5 [ 1696.9 [319.7 |384.4* [21.47 |0 23** {4 68° | 2.81 [ 9.51 [59.3°"| 59.1°° | 145 0°* | 1.504"* [142.0°] 5.02 [ 102.1°"
8.6 29.0 5.6 922 | 6189 |116.7 [141.1 | 1.92 {005 [0.18 [0.16 |0.15 9.3 23.0 9.2 0.099 1.1 j027 0.9
KLIR ] 91.0 | B0 6 387 6 | 14114 |269.0 [334.6 |21.52 [0.35 |4.97 284 19.76 (538 | 1433 169.6% | 1.336 140.9 1 5.05 | 101.7°
Untreated 10
5.2 16.9 86 [ 1109 5900 |112.3 [110.5 | 184 [0.14 022 | 0.10 |0.24 6.7 54.0 9.4 0.064 0.7 10.30 1.9
(Female) 10 26.6 77.5 ) 64.8 | 345.4 [ 1302.0 [248.3 |267.9 [21.48 [0.31 |4.88 286 | Y48 [56.8 80.9 0.6 | 1.421 1.5 | 4.69 [ 104.6
Control 3.2 8.0 6.7 64.0 | 410.0 8.0 65.5 | 2.39 [0.06 |0.39 0.24 1021 |11.8 43.1 6.0 |0.109 1.1 {029 1.7
125 10 25.6 808 | 648 [355.3 [ 13463 [262.8 |262 6 123.55 |0.26 [4.56 2.72 19.29* |53.1 2 125.4%° | 1.480 M2 81483 | 106.0
4]
28 16.7 5.7 112,90 8359 [162.7 1wk 2 L 207 1005 (035 (021 [0.1Y 6.2 1.5 95 ).066 1.0 1035 1.6
20 10 29.3 80.0 | 62.4 [ 4048 [ 11113 [2101.7 [314.5 [22.77 [0.26 |4.72 285 19.34 |52.0 0010 123200 1528 L1420 | 4.93 | 105.9
. 6.0 14.3 7.0 11350 | 417.6 76.9 1 90.3 | 2.91 10.05 [0.25 0.7 |0.27 6.3 1.2 7.2 0.106 1.2 10.34 2.0
500 " 27.1 70.0 | 63.8 | 409.6 | S87T.2* [173.6°|276.3 |23.72° [0 26 |4.45°° [ 2.65" | 9.23* [52.9 46.0° 1129 4** | 1.488 23 1494 [ 103.9
3.1 8.1 1.4 | 122.2 | 368.0 69.6 | 60.8 | 2.34 [0.05 |0.16 |0.14 [0.19 6.3 205 10.6 0.199 11|03 14
1000 10 U8 | 798 | 61.3 | 382.6 | 11001 {2094 [391.2 |22.55 |0.27 [4.49° | 274 [9 24" [484 416 [ 127.6% [ 1572 LT | 5070 [ 1035
5.2 7.9 6.7 | 94.0 | 357.3 65.00 12725 [ 2.50 10.07 [0.22 | 0.13 [0.24 54 16.2 11.6 0.122 121045 2.0
27.7 76.8 | 69.1 |364.2 | 1117.2 |215.8 [325.2 [21.68 |0.30 [4.66 279 | 9.44 [54.0 8.3 1441 1.498 1.6 | 458 [103.3°
Untreated 10
6.4 13.9 9.8 | 89.8 | 598.9 |113.2 [115.7 | 2.06 {0.08 0.24 0.11 fo0.22 7.1 25.5 5.2 0.091 1.2 10.26 0¥

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

Significantly different from control * :

P<0.05, %% :P<0.01
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Table 6. Quantitative urinalysis findings in male and female rats treated orally with ME1207 for 4 weeks
Day 13 27
Group(mg/kg) N | U.Na U.K U.Cl OpP uv U.Na U.K U.Cl (0)3 uv
(Male) 116.4 228.4 156.6 1944.0 9.46 128.0 226.0 160.8 1963.6 11.48
Control 5 22.2 53.3 21.3 299.1 0.97 25.4 23.7 28.7 276.2 1.89
125 69.2 259.4 179.4 2282.4 7.28 83.4** 231.6 151.2 2030.8 8.96
5 42.0 47.2 33.1 315.5 2.60 10.3 76.9 72.2 527.3 3.85
250 41.0**  195.4 138.8 1790.0 9.84 54.0** 220.2 142.8 1854 .4 10.38
5 18.6 100.8 73.2 892.5 5.68 24.6 93.7 76.2 804.2 3.67
500 52.2**  236.2 167.8 2096.8 9.14 54.4** 247.2 168.2 2111.6 10.94
5 27.2 19.9 15.2 129.6 1.57 21.0 28.0 26.3 288.2 2.63
1000 45.4**  237.2 156.4 2204.8 8.12 55.6** 241.4 163.6 2077.2 11.70
5 1. 17.7 31.7 27.7 327.5 2.02 23.7 55.5 45.4 512.4 3.90
Untreated 106.0 204.6 150.8 1984.4 10.08 123.4 252.8 171.8 2254.8 10.80
5 28.5 56.4 50.4 554.6 2.40 24.8 35.2 29.6 378.9 4.04
(Female) 128.4 232.8 161.8 2107.2 6.88 102.6 199.2 143.0 1818.0 11.84
Control 5 48.3 70.5 47.5 428.7 2.60 28.7 57.3 47.6 516.7 3.43
125 68.2* 222.0 151 .4 2031.2 7.88 53.4* 178.6 131.0 1628.8 12.00
5 28.8 40.0 32.6 350.8 2.62 33.3 77.7 66.2 728.2 4.68
250 34.0** 173.2 119.0 1823.2 7.52 30.2**  200.2 122.6 1792.4 10.12
5 27.3 74 .4 62.5 833.4 4.06 8.1 72.1 60.0 594.8 3.88
500 45.4**  227.2 158.8 2168.8 8.08 57.0* 250.2 174.8 2151.2 8.36
5 18.6 46.9 26.2 257.7 1.75 21.0 35.1 19.5 267.9 1.63
1000 30.2**  139.8° 95.2*  1445.6° 8.04 50.0* 229.2 168.4 2136.8 10.52
5 13.2 44.6 41.1 387.7 2.90 33.9 94.1 68.5 858.5 9.57
Untreated 85.8 208.2 148.2 2078.0 7.32 107.4 200.0 144.8 1912.8 11.44
5 64.0 66.1 50.2 643.9 1.81 32.0 39.4 26.4 399.9 5.12

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

Significantly different from control * : P<0.05, * * :

P<0.01
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Table 7. Qualitative urinalysis findings in male and female rats treated orally with ME1207 for 4 weeks
Day 1 27
Sediment Sediment
Grounp pH Pro.  fluc| Ket Bili.  |OB|Urobili pH Pro.  Ple|  Ket Bili. | OB |Urobil
(mg/kg) RBC | WBC | SC RBC | WBC | SC
N[t 23t 23123567 |-+ H[-|-x+|-x+|-fz+ 12341 23123567 |-=+H]|-|-++H| =+]|-2][z~
Matel 513 1 1{3 2 0/0 14005 [0 0 4 15005050 0[5/05 2030022 1[0 14/005 [0041]5[0050|401f41]{053
sf3 20l 0 1f2 v 20032 Joosofst3rfsorfs|os fosrrfr2of2030032 (o1 3 1]s5]o131]500(50/14
asofs13 0 2|t 2200 130 41 [0 g o5 g 0fs 005 {31020 330032 [1os0l5]0140|500]50][14
500150 2 3[4 1ol 1 3f03 2 [0 4 0|5[05 0[5 00523 {22102 0 2010 4[050*|6230]|5[0140]500]50/23
1000 {5(4 1 0]3 1 1{1 1 3[0 5 0004 1|5[041[500[5[23 {21203 1 1{203[05 0 o1 40[5/0230[500{50][23
Untreated [512 2 1|2 03[t 2 2{0 23 [o 22 1|5{0 4 1|{500[5[05 [4010{2 1 2{1 04005 [o1s0[5]00350[4601]50][053
Femate) sl 1 0f4 1 O[3 L 1|0 14 [0 23 05|04 15 00]5(05 [3020/1 3 {10 4003 [1310[5(3200(500/50][05
1250502 122 03[0 0 5/050 |03 20|5(230]500{5[5 0 (2120{113{023{041 [2210[5(2300[500]50][23
250(5(1 13|22 121 2(050 [2120(5[230[500(5[23 {2030[1 130 23[05 0131051 400{500][50/11
500(501 2 2{212{203[050 (041051 40[500[5(41 |3020[3 1 1|2 12/032 [0410[{5[0500[500([50]14
1000 [5]3 11|50 0f2 1 1fo a1 [3200]5f23 050055 0 4100[5 001220041 [1130[5[1310[500/[50]32
Untreated [5[4 0 1|1 3 13 0 2[0 4 1 [t 22051 40f500[5/23 [2300{2 1 2[00 4fo 14 |13 10|5[2300[401[50/[053
Arabic numerals represent the number of animals in each grade.
Significantly different from control * % : P<0.01
Grade (except for sediment) : — . Negative, + : Suspectable, + : Slight, H : Moderate, {# . Significant
Grade in sediment: 1 ; negative or very few/fields, 2 . few/fields, 3 . 1-8/each field
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Table 8. Organ weights in male and female rats treated orally with ME1207 for 4 weeks

Group Testes Prostate
Brain Heart Lung Liver Kidneys | Spleen | Thymus /Ovaries /Uterus Adrenals | Pituitary

(mg/kg)IN| (2) [ (%)™ (@ | (%) | & | (%) | @ | (%) | (@ (%) |@](%)]@]|%]| @ | % | @] (% | @] % | @ /| %

(Male) |10[1.91 {0.615 [1.10 {0.353 |1.56 [0.499 |14.17 |4.539 |2.81 [0.905]0.71|0.228|0.660(0.2133{2.822 |0.9080 [0.542 |0.1741 [0.0552|0.01770 |0.011110.00357
Control | [0.05 0.041 |0.08 [0.033 0.12 [0.040 | 1.53 [0.425 |0.28 [0.106]0.05]0.022{0.107]0.0436(0.219 10.0991 10.047 |0.0182 [0.0073]0.00235 (0.0012(0.00042

125 (10{1.88 [0.611 [1.04 [0.336 [1.39°*]0.450°|12.35°*|3.999°*[2.75 |0.890]0.72{0.234]0.633[0.2042]2.901 [0.9427 [0.481* |0.1549* |0.0542|0.01761 |0.0103]0.00335
0.09 {0.055 [0.09 |0.025 [0.14 [0.041 | 0.90 [0.237 [0.20 |0.060/0.10{0.040{0.115]0.0303|0.256 |0.1049 |0.073 10.0163 |0.0066(0.00257 |0.0012|0.00032

250 |10/1.88 [0.614 |1.04 {0.338 [1.41°*]0.461°(12.25°*(3.983**|2.77 {0.909]0.69{0.225/0.681{0.2225/2.757 [0.9031 [0.441**|0.1437* 10.0568]0.01846 |0.0108(0.00349
0.05 10.048 10.13 |0.037 [0.11 0.029 | 1.4 [0.216 [0.24 |0.120/0.11]0.032]0.120{0.0406/0.204 {0.0973 |0.087 [0.0284 10.0107|0.00279 |0.0022/0.00048

500 |10/1.88 [0.600 |1.11 {0.354 [1.44* [0.459*|12.47* [3.957**{2.99 {0.953|0.66(0.208|0.563(0.1786|2.828 [0.8995 [0.455" [0.1455* |0.0616]0.01962 |0.0108]0.00341
0.10 {0.038 10.08 |0.031 [0.11 {0.037 | 1.63 {0.318 |0.25 |0.096/0.17]0.044]0.114]0.0320{0.313 {0.0774 |0.089 |0.0315 [0.0079|0.00236 |0.0018(0.00040

1000 [10{1.94 [0.611 {113 [0.354 [1.48 [0.466 [12.81* [4.027°*(3.01 [0.943]0.69]0.218]0.688|0.2170/2.741 10.8620 [0.466° |0.1462**|0.0569(0.01789 0.0111]0.00350
0.05 10,031 {0.14 [0.045 [0.13 {0.050 | 0.74 {0.188 {0.35 |0.084]0.06{0.019]0.132]0.0462{0.207 |0.0644 [0.079 10.0220 |0.0088}0.00270 (0.0012{0.00035

Untreated |10{1.91 |0.578 [1.16 |0.350 [1.59 |0.479 |14.79 [4.471 [2.98 |0.900]0.72]0.218|0.666]0.2011{2.742 |0.8319 [0.586 {0.1774 |0.0503|0.01528°0.0111{0.00334
0.05 [0.042 [0.11 |0.025 [0.16 |0.040 | 1.51 [0.413 [0.24 |0.045]0.14]0.037(0.097]0.0267]0.173 |0.0840 |0.067 10.0217 |0.0065]0.00251 [0.0017{0.00044

(Female) [10{1.84 [0.910 {0.77 [0.380 [1.22 [0.599 | 9.18 [4.504 |1.95 [0.963|0.47]0.232{0.538|0.2637(0.143 10.0706 [0.533 |0.2620 |0.0700|0.03456 |0.0130|0.00637
Control | |0.04 [0.080 [0.06 {0.019 [0.10 [0.038 | 1.32 |0.445 [0.14 |0.074{0.06]0.033|0.096(0.0362|0.012 [0.0040 |0.081 [0.0320 {0.0140(0.00717 {0.0019(0.00073

125 (1011 76* 10.818°*{0.75 0.348°*[1.24 [0.576 | 8.59 |3.979°*(2.03 |0.945/0 49]0 227/0.529{0.2463|0.127* [0 0591**|0.544 10.2512 [0.0804|0.03733 [0.0128(0.005%5
0.08 10.057 {0.07 10.025 [0.10 |0.031 | 0.98 [0.245 {0.14 |0.062{0.09[0.045/0.113]0.0553{0.017 |0.0067 |0.137 ]0.0554 |0.0122|0.00548 (0.0019(0.00073

250 {10{1.79° |0.834° 0.73 [0.339°*(1.20 [0.560°| 8.61 [4.007°*|2.10°(0.979]0.52]0.241{0.516|0.2422|0.138 |0.0644 [0.449* |0.2097**|0.07380.03431 {0.0132|0.00617
0.06 0.048 0.07 10.027 |0.11 {0.026 | 0.86 [0.240 [0.17 [0.031{0.08/0.038/0.097[0.0531{0.020 0.0099 {0.096 |0.0476 {0.0130{0.00515 |0.0015{0.00056

500 {101 77* 10.843* 10.75 [0.355 |1.19 {0.565 | 8.30 [3.952°*(2.00 [0.951|0.49(0.231{0.496{0.2354{0.128* |0.0610°*(0.462 |0.2196* |0.0725]0.03456 {0.0128/0.00611
005 10.044 {009 0.033 [0.13 [0.046 | 0.80 [0.317 |0.21 {0.068(0.06{0.027|0.094|0.0374{0.016 [0.0063 [0.119 [0.0514 [0.0085{0.00410 {0 0019]0.00085

1000 {1011 7410892 10.70*0.357* [1.12* 10.570 | 7.99* |4.043°*|1.97 0.999(0.46{0.233|0.469]0.2336{0.118**|0.0596**(0.498 [0.2533 [0.0712]0.03652 |0 0120{0.00611
006 10.089 [0.08 10.022 |0.11 [0.054 | 1.04 {0.234 10.16 {0.057(0.07[0.028|0.129{0.0449{0.018 10.0078 [0.156 [0.0788 10.0072|0.00604 {0.0015{0.00069

80 10.868 [0.79 [0.379 [1.24 0.600 | 9.05 |4.345 {1.93 |0.924]0.53]0.258|0.633]0.303710.140 |0.0672 |0.480 |0.2298 |0.0787(0.03781 |0.0129|0.00622
0.05 {0.068 10.07 {0.032 0.07 {0.063 | 0.72 [0.239 [0.15 [0.041{0.07(0.044{0.135{0.0610/0.021 |0.0070 [0.188 10.0879 [0.0108(0.00502 |0.0015|0.00094

Untreated

For each determination, the upper figures correspond to the mean value 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

Table 9. Hematological findings in male and female rats treated intravenously with ME1206 for 4 weeks

Group N | Platelet  WBC RBC Hb Ht MCV MCH MCHC  Baso Eosino.  Neutro. Neutro. Lympho.  Mono PT PTT
mg kg St SeR

Male 100} 702.2 9.07 T4 1395 1213 5.0 18.76 33.05 0.0 0.34 0.30 5.12 93.10 1.14 13.68 3130

Control 36.9 24 0.475 0.69 1.97 1.9 0.61 0.52 0.0 0.27 0.22 2.05 2.52 0.75 0.45 2.10

K1 TR e} B.84 T.099 13260 v ) 57.3 18.67 32.62 0.0 5 0.36 9.42 &N 38 1.30 1384 30.%

12,7 1.91 0.349 0.57 1.59 1.6 0.51 0.61 0.0 0.38 0.26 10.66 10.41 0.99 0.19 2.10

125110 | 7256 10.30 T8 13.69 11,37 32 1% 52 33.03 0.0 0.56 0.29 5.2 92.69 1.22 13.71 30.23

540 1.97 0.370 0.36 1.93 1.0 0.55 0.65 0.0 0.41 0.15 1.7 2.01 0.94 0.50 1.46

500110 | 665.4 9.19 7.329 13.49 40.35 5.2 1845 3347 0.0 0.36 0.2x 7.6 90.66 1.24 13,979 30.62"

1076 213 0616 0.92 281 23 0.82 0160 0.0 0.28 0.19 172 4.98 0.78 0.45 1.67

Untreated | 10| 734 2 9.04 T M 42,67 569 18.81 33.23 0.0 0.30 048 6.48 91.30 1.4 13.58  30.29

63.3 1.29 0,385 0.77 181 2.0 0.55 0.70 0.0 0.19 0.44 1.90 2.09 1.13 0.42 1.6

Female 10| 636 2 7.9 T095 1356 41.00 57.9 19.15 33.07 0.0 0.66 0.16 6.20 92.38 0.60 13,70 3122

Control 360 2.22 0.349 0.49 1.3 1.5 0.57 0.69 0.0 0.38 0.18 1.98 1.96 0.49 0.49 1.59

3L TR 8.89 6.815 12800 39.06° 575 18.7% 3273 0.0 0.46 [} {.10° 94.62° 0.54 13.49 3.2

574 2.85 0.340 04 1.4 1.3 0.42 0.49 0.0 0.52 0.27 2.00 2.16 0.38 0.36 0.8

25| 10| 646 6 X.67 6.950  13.08°  39.60° 372 18.82 32.99 0.0 0.58 0.24 1.68 93.64 0.86 13.53 3130

65.3 2.65 0310 047 1.30 1.1 0.46 0.39 0.0 0.38 0.08 .22 2.38 0.43 0.41 2.00

S0 | 10| T06.8 7.82 6.99%  13.01 39.64 56.8 18.63 32.83 0.0 0.64 0.22 5.04 93.36 0.74 13.52 3142

81.6 1.92 0.471 0.70 2.29 1.2 0.49 0.35 0.0 0.36 0.24 3.61 3.88 0.48 0.39 1.28

Untreated | 10| 690.6 ¥.09 12120 1356 40.81 56.9 15.82 332 0.0 0.50 0o 5.20 93.10 0.76 13.68 33.16

53.9 181 0458 0.62 1.72 2.0 0.58 0.52 0.0 0.29 0.26 2.18 2.60 0.51 0.36 2.4

For each determination, the upper figures correspond to the mean value and the lower figures to the standard deviation.
Significantly different from control * ©P<0.05, * % : P<0.0]
al N=9
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Table 10. Biochemical findings in male and female rats treated intravenously with ME1206 for 4 weeks

lg;}lﬁ) N|GPT GOT LAP ChE. ALP LDH HBD CPK BUN Cre. TP Ab. Ca Chol. TG  Glue. A/G H/L Na K Cl
(Male) 10(32.3 80.9 77.8 0.165 551.5 1370.0 218.0 393.6 21.53 0.41 4.66 2.96 9.17 46.5 1157 143.1 1.759  0.160 140.9 5.63 102.0
Control 5.6 7.5 8.4 0.062 102.1 406.0 62.1 8.8 1.66 006 032 0.13 023 45 338 13.6  0.164  0.005 1.0 062 1.8
31{10(31.1 84.7 74.0 0.195 528.3 1578.2 259.9 454.8 20.46 0.33** 4.64 2.8  8.88° 476 893 146.7 1.647  0.166° 140.9 5.75 102.5
4.1 117 117 0.025 145.9 472.3 785 1385 1.83 0.05 0.26 0.15 0.23 6.6 31.2 15,5 0.148  0.005 1.4 069 2.0
15{10136.8 86.1 77.1 0.173 579.6 1329.8 217.4 438.6 22.68 0.42 462 2.78* 9.06 51.9 1059 1355 1.518*° 0.164 141.4 584 102.5
8.6 17.1 11.7 0.025 121.2  521.1 83.1 170.3 1.83 0.09 0.27 0.15 038 89 254 9.3 0122 0.007 18 074 1.3
500(10(30.2 89.1 75.7 0.158 558.0 1396.9 227.9 591.3 24.87* 0.38  4.35° 2.62* 8.89 528 60.0°" 1329 1.533° 0.164 142.5° 5.50 104.2*
8.0 253 9.6 0.066 143.3  639.9 103.5 552.5 4.37 0.10 032 037 0.53 10.3 36.5 10,0 0.276  0.005 21077 24
Untreated | 10 { 31.0 85.2 75.2 0.161 500.6 1500.1 243.8 437.6 21.70 0.36 4.63 285 9.34 450 119.1 1458 1.608° 0.163 141.4 3558 101.9
5.2 14.2 85 0.052 127.6 666.3 108.0 1589 2.83 0.12 028 0.16 045 6.3 39.0 10.1  0.118  0.005 1.3 070 1.6
(Female) [10{24.8 73.1 65.3 0.438 331.7 1220.2 201.3 568.2 22.03 0.33 4.80 3.08 1029 46.8 59.7 163.6 1.810  0.167 139.4 4.69 103.5
Control 25 6.3 6.8 0109 788 3604 555 170.3 -2.51 0.05 029 0.15 069 58 23.0 13.6  0.195  0.007 0.8 0.27 1.3
31(10{27.6 73.6 68.4 0.472 351.0 1049.5 175.9 517.2 21.70 0.31 4.91 3.18 10.18 50.9 53.7 155.1 1.849 0.168 139.2 4.75 103.6
4.0 13.3 7.4 0.054 783 507.6 82.7 325.1 1.85 0.07 0.26 0.23 064 7.0 26.6 143 0.194 0006 1.5 0.35 1.3
125(10(27.9 76.0 63.0 0.487 323.1 11253 190.2 832.9 22.56 0.31 4.85 3.09 9.94 47.7 39.0° 150.3* 1.779 0.170 139.9 4.82 104.4
5.7 4.4 57 0139 58.0 5204 88.0 941.7 226 0.06 031 0.18 053 6.0 108 13.3 0.243  0.007 1.1 025 1.8
500{10(28.1 74.8 63.2 0.453 348.5 1051.0 174.9 638.6 24.25 0.31 4.84 3.05 10.3¢ 30.7 35.8" 139.3** 1.730  0.167 140.4 4.85 103.9
45 10.0 6.6 0.089 106.9 334.7 54.7 399.7 4.24 0.07 042 031 065 7.0 8.8 7.5 0.264  0.007 1.5 021 2.0
Untreated [ 10| 28.0° 79.0 63.8 0.445 349.2 1488.2 247.1 610.1 23.31 0.38 4,95 3.18 1033 52.1 928 166.7 1.803 0.167 140.2 4.69 105.3"
3.8 9.2 7.1 0.126 111.5  308.3 48.8 402.3 2.32 0.10 0.36 027 078 7.9 473 17.7 0161 0.005 L1 03 1.9

For each determination, the upper figures correspond to the mean value and the lower figures to the standard deviation.
Significantly different from control *: P<0.05, * *: P<0.01

Table 11. Quantitative urinalysis findings in male and female rats treated intravenously with ME1206 for 4 weeks
Day 1 16 27
Group . . . . o . . .
(ma/ke) N| U.Na UK u.Cl op UV U.Na UK U.Cl op UV U.Na U.K L.c op Uv
g/KE
(Male) | 5 82.6 219.8 1446 | 1578.8 8.90 86.2 179.2 116.6 | 1361.2 14.16 86.4 175.2 15,4 [1509.6 14.22
Control 47.2 108.1 71.2 863.7 3.82 49.3 98.1 69.4 766.5 3.67 31.2 76.8 51.5 596.3 2.10
31 51 121.2 2378 169.2 | 1811.6 6.92 | 104.2 257 8 162.0 [ 1905.6 12.04 | 135.2 259.2 180.2 [ 2098 .4 12.20
28.4 43.1 32.0 355.3 2.13 2.7 39.1 34.6 294.3 1.69 66.7 51.2 60.2 4374 3.66
125 5 95.2 236.0 161.8 [ 1722.0 7.52 4.8 216.8 133.0 [ 1572.0 14.24 81.0 2348 143.4 [ 19248 14.24
23.5 48.2 341 375.5 0.96 25.8 78.0 58.9 363.6 5.13 9.3 49.6 36.0 439.6 3.57
500 51 129.0 265.8 190.2 | 1942.0 4.80 81.0 271.0 164.0 21044 9.60 84.8 273.6° | 159.6 | 2460.8° 7
60.0 50.6 80.2 378.9 1.45 27.0 50.7 37.9 291.4 3.87 30.1 22.6 2.1 298 7 4.39
Untreated | 5 | 107.8 266.6 178.4 [ 1942 .4 6.96 | 111.6 2724 169.0 | 2084.8 10.12 | 121.2 263.2 180.6 | 2172.8 11.76
19.5 50.5 37.5 408.0 2.51 34.8 60.3 43.0 487.2 3.57 66.0 91.0 83.7 756.3 5.14
(Female) | 5 | 100.2 205.6 1354 ] 1568.0 7.04 84.6 185.0 105.6 | 1602.4 9.10 88.8 235.0 126.0 | 1947.6 9.28
Control B4 | 421 | 08 | 4033 LT | 155 | 176 | 172 | 1232 L4 | 278 | 4l | 255 | 42016 2.9
31 5 99.4 227.8 154.2 | 1772.0 7.22 89.6 201.8 1248 | 1741.6 11.28 62.2 174.2 92.2 | 1409.6 12.92
55.4 121.4 95.4 1059.8 4.50 48.2 102.3 72.2 912.4 5.35 15.4 5.3 34.0 402.9 2.41
125 51 107.8 242.0 177.6 | 1921.6 7.32 46.4°° | 174.8 9.2 [ 14128 13.72 55.6° 193.0 108.4 | 1522.0 13.16
109.6 156.0 164.5 | 1332.5 4.41 17.5 50.1 278 4048 7.11 10.7 84.2 17.3 237.8 2.68
500 |5 101.2 239.0 166.4 | 1949.6 6.48 49.0° | 150.2 82.0 |1257.6 12.92 39.0° | 185.6 104.8 | 1496.0 11.74
25.8 61.5 39.8 520.3 3.39 22.1 72.2 61.9 496.1 5.68 23.3 44 9.7 R4.7 1.92
Untreated | 5 64.2 156.0 95.6 |1212.4 9.22 94.6 182.0 104.8 | 1543.6 9.40 51.0 170.6 842 114528 14.32
3.3 66.8 53.1 569.1 2.4 32.0 49.6 12.0 38401 3.07 28.7 74.1 47.7 574.6 2.65

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

Significantly different from control * : P<0.05, * * . P<0.01
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Table 12. Qualitative urinalysis findings in male and female rats treated intravenously with MEI1206 for 4
weeks
Day 1 16 27
Sediment
Group
(mg/kg) N RBC WBC SC RBC WBC SC RBC WBC SC
1 2 3 4|1 2 311 2 3/1 2 3 451 23|12 3|1 23|123|123
(Male) 5/1 0 40/320[500[12110500/500/014|500[410
Control
31 5/0 2 3 0{4 0 1|{500/0 01 3 1/3 1 1;3 1 1{0 0 5(4 1 0|3 20
125 5/2 01 2|5 0 04 1 0|1 02 20/500(4 100 2 3500|500
500 510 2 2 1|12 2 1|4 1 0f1 1 0 2 1/3 2 0|4 1 0|0 1 4|5 0 0|3 2 0
Untreated 5(1 1 3 04 1 0{4 1 0[/00 4105005001 2 2|500|500
(Female) 50112103 20[22 1004 10401|203[203/311|311
Control
31 5/1 0 4 0|2 2 1{2 1 2|1 0 2 2 0/2 3 02 123 11|50 0|5 00
125 5(1 0 4 0/4 0 1{3 2 0(3 00 2 0/500{3 11|00 5|2 3 02 12
500 5/1 0 4 0/5 0 0{50 0/0 1 1 2 1/4 0 1|2 1 2|2 1 2|5 0 03 0 2
Untreated 5/0 31 1|3 2 02 2 1/0 0 2 3 0/2 1 2|2 3 02 1 2[4 10410

Arabic numerals represent the number of animals in each grade.
Grade : 1 negative or very few/fields, 2 ; few/fields, 3. 1-8/each field, 4 ; 9-30/each field,
each field

5 more than 30/

Table 13. Qualitative urinalysis findings in male and female rats treated intravenously with ME1206 for 4 weeks

Day 1 16 27
Group ; pH Pro.  piuc| Ket. | Bili. |OBurobili| pH Pro. phe| Ket. | Bili. OB [urbin| pH Pro. [he] Ket. | Bili. [0Bprobili.
(mg/kg) 5678|444 |—t+ |-+ |"E|6 T8 |-+ [—t+|—F+|-2+HH| |67 8- t+4| |- t+H|-t+|-|L
(Male) '
Control 5(0140{20300(5(212(500(5(14[140{1130|5({122|401({50000{14{140{0230(5[(0050(500|5{14
31 500023{00410(5(032|401|5|05{131{0050{5{023{500{40001{05(032[{0041{5/0131|500/5{05
125 |5{0230)101400{5/041{500]5{05{140|1130({5(032({500(50000{14{140/0050{5[{0041|500(5{05
500 501040(0032015/113]302{5/05[140({0050{5{032{401{40010{05[230({0032{5/0140/401|5{05
Untreated| 5|01 40(00320]|5{023|401|5/14|140[{0032{5{023{401(50000/05/140{0113|5/0131{500{5/05
(Female) . .
Control 500050(11300(5(230(401|5/05{140{0410|5/050/500|50000|05({041[{0230|5(1400{401{5/05
31 51013 1(21110]5{212(500(5(05/230{1211({5/140({500({50000{14|131{1310(5/4100({500(5(14
125 1510230120201{5(230{401|5{14|140(1220{5(140(500(50000/05[032[0410(|5/2300{500/5/05
500 (5(0320{11300(5/131({500({5(05(221|1301|5[410[{500{40001{14{050(1220{5[(4100{500{5|14
Untreated| 5|0 1403 1100(5{230(500|5{14[230/0320({5{050(500{50000{14[230(/2210{5[{2300{500]/5[14

Arabic numerals represent the number of animals in each grade.
Grade © — | negative, * | suspected, + .slight, -4 ; moderate, H ; significant
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Table 14. Gross findings in male and female rats treated intravenously with ME1206 for 4 weeks
Group (mg/kg) Control 31 125 500 Untreated
No. of animals 10 10 10 10 10
Organs and findings Grade 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
(Male)
Thymus . atrophy A
Large intestine . cecum distention - - - - - - 6 - = 392 - - - -
Liver : diaphragmatic hernia 1 — — — — — — - - - - - - - -
Testes . atrophy I U
Prostate . atrophy - - - - - - - - - - -1 = = =
Seminal vesicle . atrophy (disappearance) I
(Female)
Large intestine : cecum distention - - - = = - 211 15 2 - - =
Arabic numerals represent the number of animals in each grade.
Grade . — | negative, 1: slight, 2 ; moderate, 3, severe
No abnormalities were observed in other organs and tissues.
Table 15. Organ weights in male and female rats treated intravenously with ME1206 for 4 weeks
Organ Brain Heart Lung Liver Kidneys Spleen Thymus /g“f:lr% F;{?ls;?\}: Adrenals Pituitary Cecum
e A A A A T N A A T L) I T L U T B
(Male) [10]1.93 0.583[1.17 0.351{1.47 0.443 [15.14 4.535 [2.84 0.853 [0.70 0.212 [0.749 0.2261 |3.000 0.9030{0.538 0.1610 [0.0613 0.01852(0.0107 0.00322| 7.827 2.3624
Control 0.05 0.0450.14 0.036/0.12 0.029 | 2.07 0.29 |0.24 0.053 [0.05 0.018 [0.111 0.0360 |0.323 0.0907]0.089 0.0157 |0.0125 0.00414]0.0017 0.00056| 0.383  0.2317
3l 10[1.94 0.593/1.15 0.352[1.61* 0.489°*[14.03  4.280* |2.89 0.880 [0.78 0.239* |0.622° 0.1897*|2.940 0.8999(0.572 0.1744 [0.0659 0.02002(0.0113 0.00345| 8.850  2.6965°
0.07 0.036[0.09 0.025/0.14 0.029 | 0.89 0.189 |0.25 0.035 |0.13 0.034 |0.114 0.0340 [0.174 0.0896{0.110 0.0326 |0.0134 0.00349|0.0017 0.00053| 1.471  0.4063
126 10{1.96 0.592{1.13 0.340|1.54 0.463 |14.47 4.333 [2.83 0.850 |0.73 0.221 [0.677 0.2030 |2.899 0.8754{0.511 0.1538 |0.0626 0.01892]0.0109 0.00327|13.989°* 4.1658"*
0.08 0.046/0.10 0.017[0.15 0.046 | 1.53 0.147 [0.35 0.090 [0.07 0.021 |0.109 0.0291 |0.163 0.0961|0.085 0.0274 [0.0184 0.00598{0.0017 0.00054| 2.967 ~0.6615
50 10[1.84°* 0.723]1.01 0.362[1.33 0.490 |11.50°* 4.094°*{2.69 0.958°*[0.71 0.246°*|0.495"* 0.1648"|2.693 0.9568|0.429 0.1449 [0.0602 0.02177(0.0099 0.00364|13.924°** 5.1991°*
0.08 0.346[0.21 0.039[0.22 0114 | 2.61 0.269 |0.61 0.074 [0.19 0.025 0.211 0.0643 [0.618 0.0820]0.16] 0.0427 |0.0144 0.00388|0.0019 0.00083| 4.025 1.9491
Untreat-|10{1.96 0.569(1.26 0.364{1.53 0.444 [15.96 4.610 |3.02 0.876 [0.79* 0.229 10.653 0.1885*|3.018 0.8754[0.568 0.1649 |0.0575 0.01670|0.0112 0.00325| 7.447 ~ 2.1657
ed 0.05 0.044[0.10 0.025{0.13 0.031 | 1.67 0.214 [0.24 0.053 [0.10 0.029 [0.109 0.0234 [0.257 0.0779|0.090 0.0280 |0.0109 0.00320{0.0014 0.00031| 1.492 0.4442
((:l";emallel 10]1.77 0.806/0.79 0.360(1.23 0.557 | 9.62 4.366 [1.92 0.869 [0.58 0.261 [0.564 0.2559 [0.150 0.0680|0.576 0.2633 |0.0805 0.03649{0.0132 0.00396| 5.237 23715
niro 0.09 0.068{0.06 0.025/0.11 0.043 | 054 0.15 [0.16 0.058 [0.10 0.039 [0.107 0.0464 [0.021 0.0072(0.118 0.0626 |0.0132 0.00520|0.0032 0.00135| 0.694 0.2582
3 0177 0.811[0.83 0.377{1.23 0361 | 9.52 4.342 {1.91 0.873 [0.66 0.302* [0.635 0.2892 |0.148 0.0675(0.493 0.2253 |0.0861 0.03915/0.0154 0.00703| 6.550* 2.9939*
0.05 0.0530.05 0.023/0.11 0.025 | 076 0.226 |0.17 0.068 |0.11 0.036 [0.119 0.0501 |0.015 0.0050(0.067 0.0325 |0.0155 0.00601|6.0030 0.00129| 1.491 0.6551
125 10{1.82 0.850{0.76 0.353|1.19 0.554 | 8.69° 4.033**(1.84 0.855 [0.56 0.260 |0.577 0.2696 |0.138 0.0643]0.542 0.2503 {0.0723 0.03354 |0.0161 0.00744|10.884** 5.0676"*
0.04 0.054[0.09 0.037(0.09 0.042 | 0.92 0.262 |0.13 0.060 |0.08 0.032 [0.116 0.0582 |0.013 0.0038{0.151 0.0624 |0.0107 0.00382(0.0046 0.00193| 4.033 1.8609
500 10[1.78  0.820{0.78 0.358]1.18 0.542 | 8.86° 4.065°*|2.00 0.922 |0.62 0.282 |0.547 0.2510 |0.139 0.0643{0.608 0.2759 |0.0767 0.03523(0.0139 0.00637|16.444** 7.5715**
0.05 0.054[0.11 0.027/0.08 0.038 | 0.81 0.217 [0.20 0.116 |0.10 0.041 [0.100 0.0430 |0.017 0.0104{0.310 0.1305 [0.0176 0.00765|0.0015 0.00048| 4.434 ~ 2.0949
Untreat-[10{1.81  0.808/0.85* 0.376(1.25 0.557 |10.42* 4.631° [2.04 0.904 [0.53 0.235 [0.622 0.2754 [0.148 0.0657|0.466® 0.2065*|0.0792 0.03521|0.0148 0.00656| 5.769 ~ 2.5677
ed 0.08 0.054{0.05 0.010[0.14 0.047 | 0.86 0.304 [0.21 0.065 [0.09 0.028 [0.156 0.0595 |0.012 0.0048(0.087 0.0330 [0.0116 0.00482|0.0026 0.00107| 0.806 0.3529

For each determination, the upper figures correspond to the mean value 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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EECHENMERZD LNED 572, 5EBEEHW BEUMICEBRYWEOBRENADPRD LN, ip RS
RKRETIIROTRIBH LN, ME1207 #58Cld B35S B HEESHOIPREORI L E0FRL
po HEHICRIBURMBRIBO L hd -7z, sc 5 7, 5000mg/kg BETIRIBFENTRE TICHD 8H &

Bz BEALCEE{L Y ER LN b, Fofo—
KRB I3 2 b7 <, RELIRRICHR L, HKRTD

Fig. 3. Micrograph of a kidney preparation from
a male rat (No.1) treated intravenously with
saline for 4 weeks. Note no abnormalities.
(H.E. stain. X 170)

a male rat (No.38) treated intravenously with
500mg/kg of ME1206 for 4 weeks. Note the
slight dilatation of renal tubuli and the atro-
phy of tubular epithelial cells. (H. E. stain.
x170)

Table 16. Microscopic findings in male and female rats treated intravenously with ME1206 for 4 weeks

Group (mg/kg) Control 31 125 500 Untreated
No. or animals 10 10 10 10 10
Organs and findings Grade 1 2 3 1 2 3 1 2 3 1 2 3 123
(Male)
Thymus . decrease of lymphocytes - - - = = = - - - - -1 - - -
. vacuolization of parenchyma - - - - - - - - - -1 - - = -
Bone marrow : congestion - - - - - - - - - -1 - - = =
. decrease of proper cells - - - - - - - - - -1 - - = -
Kidneys . dilatation of renal tubuli (unilateral) - - - = = = = = = 2 = - - - -
. atrophy of tubular epithelial cells (unilateral) - - - - - - - - -1 - - - = =
. regeneration of tubular epithelial cells (unilateral) - = - = - - - - - 2 - - - - =
Testes : decrease of spermiogenic cells (bilateral) - - - = - - = - - 1 - = = - -
. atrophy of seminiferous tubuli (bilateral) - - - = = - - = =1 = = = - -
Prostate . atrophy of parenchyma - - - = - = - - - - -1 - - -
(Female)
Kidn_eys : dilatation of renal tubuli (unilateral) - - = = = = = = = 2 = = = = -
: atrophy of tubular epithelial cells (unilateral) _-—_- = = = = = = = 2 = - = = =
. regeneration of tubular epithelial cells - - - - - - - - - 2 - - - - -
(unilateral or bilateral)
. Interstitial fibrosis (unilateral) - - - - - - - - — ] - - = = =
. round cell infiltration (unilateral) - - - - - - - - -1 - - = - -

Arabic numerals represent the number of animals in each grade.
Grade : — ; negative, 1 ; slight, 2 ; moderate, 3 ; severe
No abnormalities were observed in other organs and tissues,
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Table 17-1. Quantitative urinalysis findings in male rats treated orally with ME1207 for 26 weeks followed by a
4-week withdrawal of the drug

Day i N U.Na UK u.Cl opP uv
986 335 7 138.3 1822 7 867

Control 15 401 92.3 59.9 674 1 313
0 " 105.4 2731 167.5 21742 7.39
15.6 3701 270 31301 274

s 0 86.9 2082 123.2 1620 1 9.04
339 60 1 1700 1954 5 80

91.3 222.3 134.0 1767 4 8.25

1 125 10 370 80.9 64.0 6654 1.93
106.8 7631 165.6 2076 8 808

250 10 15.9 289 230 220.7 1.99

- 9.5 2211 137.2 1752.9 8 45

500 15 31.0 63.5 136 546.0 2.77
95.2 2260 1354 17872 8.09

Untreated 10 34.4 70.8 53.2 554.9 209
9.5 205.2 128.9 1653.6 13.03

Control 15 346 80.2 541 607 2 5.28
a1 0 90.3 251.1 159.7 2009.0 10,44
471 75.9 695 630.0 3.69

63 ” 50.9° 249.8 138 8 2027 8 9.43
34.9 59.6 52.9 415.3 3.79

5.4 2394 1344 1884.0 10.64

9 125 10 228 7301 36.0 624 6 3.71

15.9° 261.7° 162.0° 5053.0° 11.21

250 10 18.6 275 2304 1991 3.15
348 2245 134.7 17755 1214

500 15 16.0 74.6 50.3 584.9 108
69.0 190.8 107.0 15304 12,41

Untreated 10 27.3 711 54.7 569.3 344
15 183.3 874 1580 3 13.99

Control 15 30.0 75.9 130 616.5 6.17
a1 0 70.4 206.3 9.3 1777.8 13.27
24.3 65.4 158 555.2 6.92

6 " 62.8 2115 107.4 18074 17,23
25.3 763 50 1 5790 1.93

511 246 8 126.9 2113 8 .25

30 125 10 3005 795 57.7 647.1 275
195 27420 47 3°° 230327 8 60

250 10 37.2 36.6 418 185.0 289
3550 329 6 5.7 208807 9 46°

500 15 243 68.0 54.0 361.2 2 64
69.2 187.2 89.6 1685.6 14,48

Untreated 10 26.9 65.2 45.3 670.7 541

. . 64.5 165.3 7.5 16164 .71
Control 15 37.0 735 5.2 696.2 437
a o 65.5 196.1 9.5 18952 10.77
257 62.7 505 604 3 6.27

6 " 56.6 196.8 8.7 1877.4 9.20

: 29.9 62.7 51.8 4940 3,18

18.6 232.9° 1.7 218767 8.04°

58 125 10 31.5 57.0 618 511.1 2 81
58.9 248 4% 4l.1° 23726 704

250 10 136 4.5 58.5 401.2 2.07
500 - 5.0 209 4 102.5 5241.1°° 759°

2 35.3 53.6 49.8 390.3 2.66

69.5 176.6 83.8 1675.8 12.26

Untreated 10 226 400 363 391.5 3.86
65.1 203.2 88.3 1915.1 7.72

Control 15 35.9 6.5 481 563.5 353
2 " 66.7 238.1 93.0 21660 77
27.9 66.5 113 535.3 316

6 " 64.7 2426 T11.2 232347 6.20
37.4 611 621 2978 215

15.8 256.2° 111.2 2352.4° 6.72

% 125 10 36.4 47.4 62.7 371.0 254
43.7 %6267 137.2° 2378 8" 7.00

250 10 28.7 44.0 482 3831 29

- 38.3° 56 67 115.7 2329 5° 6.76
300 15 28.6 408 50.8 268.1 252
58.3 198.9 78.4 1947 0 848

Untreated 10 24.3 472 391 1272 410
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Table 17-2. Quantitative urinalysis findings in male rats treated orally with ME1207 for 26 weeks followed by a
4-week withdrawal of the drug

, Group
Day e N U.Na UK u.Cl opP uv

662 189.9 741 1803 .2 828

Control 15 35 4 63.0 45.7 555.5 3.10

2l " 711 327 4 93.5 3191.0 7.12

37.8 46.6 40.8 510.4 5.53

6 10 69.7 217.2 91.2 2082.2 6.88

121 30.9 67.1 61.6 4498 2.29
125 66.2 247 6° 107.6 2271.6° 6.72

10 37.7 35.7 67.8 279.9 2.60

250 10 50.4 249 57 124.6° 2315.6° 6.14

26.8 41.9 51.9 350.8 2.37

500 5 52.7 11 97.3 2283.7° 6.28

24.3 66.1 491 387.4 2.51

67.7 199.1 78.6 1882.8 8.68

Untreated 10 24.9 52.4 41.3 423.0 3.24

56.9 184.0 58.0 1872.8 7.23

Control 15 255 54.4 35.6 540.5 2.50

a1 10 89.4° 335.8° 115.9°7 22154 7.74

40.6 60.1 61.5 573.2 5.36

= 10 91.9°* 207.8 103.3 2087.4 6.46

3302 53.6 67.2 335.9 2.45

69.9 329.1° 112.9° 7104.6 7.22

143 125 10 345 51.0 73.1 4292 2.43
250 0 66.1 334.6° 126.2°* 22504 6.32

2 239 46.3 60.2 306.7 218

00 5 67.3 223.2° 97.8° 2202.7 6.56

24.9 38.6 5.6 351.4 2.25

702 194.1 7.5 19104 852

Untreated 10 13.8 4.9 408 4405 276

, 7.1 198.9 78.1 1979.7 7.10

Control 15 41.3 651 51.3 565.7 2.01

n 0 7.7 333 4 80.2 3338.4 6.73

3300 86 45.8 503.5 6.05

63 " 60.9 196.8 69.7 2109.0 6.37

29.2 54.3 40.5 552.2 3.38

, 68.3 203.3 88.5 1999.6 7.01

177 125 10 36.9 54.1 54.3 517.8 2.3
250 " 67.7 222.0 109.8 2071.0 6.26

44.0 5.3 54.5 483 8 230

00 5 57.4 326 .7 89.7 2251.1 6.82

30.4 34.6 45.3 3333 2.44
65.3 178.5 1.1 1764.4 9.95°

Untreated 10 31.8 38.2 458 360.5 3.62

: F 87.6 191.6 84.2 18952 7.60

oo Control 5 44.8 68.4 62.8 4545 0.86
00 5 74.0 180.6 97.4 1986.0 6.80

” 53.4 20.1 50.9 176.2 1.11

- 77.8 186.0 72.4 1835.2 8.56

- Control 5 46.4 68.1 59.0 559 3 2.05
00 ; 77.6 190.6 80.2 2016.0 6.92

: 301 28.3 37.6 295.2 2.46

For each determination, the upper figures correspond to the mean value and the lower figures to the standard deviation.
a) . The days after withdrawal of the drug
Significantly different from control *  P<0.05, * * : P<0.01
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Table 18-1. Quantitative urinalysis findings in female rats treated orally with ME1207 for 26 weeks followed by a
4-week withdrawal of the drug

Day e N U.Na UK u.Cl oP uv
893 2207 133.0 1917 1 858

Control 15 483 83.7 65.6 7113 3.96
- ” 104.0 245 4 154.3 2260 6 6.98
20.9 253 303 4131 1.48

o 0 87.6 193 1 118.6 1846 4 7.90
19.0 39.8 29.6 396.3 3.04

87.0 202 2 128.7 1954 0 7.59

1 125 10 496 64.3 65.9 565.4 3.34
90.1 225 8 139.8 2111 .2 7.26

250 10 46.7 64.0 59.3 614.5 2.49
500 5 98.2 316 3 133.3 2019.7 8.26
30.8 55.6 39.1 527 6 2.24

824 203.8 119.7 1906 .2 8.20

Untreated 10 204 39.2 32.0 416.1 3.35
82.9 221.2 123.5 1977.9 9.32

Control 15 246 51.3 31.3 503.6 3.51
a 0 998 247.8 138.3 2256.0 8.24
25.6 44.8 29.0 420.9 2 84

63 0 47.2° 204.3 117.9 2057 .4 7.74
434 66.8 39.0 631.0 311

359 204 1 113.3 1808 .8 10.83

9 125 10 204 81.2 49.6 705.8 5.21
250 0 3.6 2068 119.3 1882.2 8.62
41.9 68.4 489 676.0 4.04
500 5 3440 2035 114.5 1751.3 13.51°

: 147 63.5 344 578.6 6.35

75.5 1959 103.8 1954 8 8.65

Untreated 10 2000 35.2 23.9 251.4 2.74
99 4 231.4 132.7 21111 9.20

Control 15 231 2.2 28.0 395.7 2.62
31 0 64.3° 2279 116.0 2017.4 9.62
234 148 14.4 204.9 1.27

o 0 59.1° 212.7 120.9 19656 9.70
346 64.2 45.0 599 4 5.46

1067 221.7 124.1 1987 .4 9.18

30 125 10 4301 2.6 62.6 594.6 3018
250 " 22 50 197.2 113.2 1874.0 9.23

‘ 183 684 498 5432 3.65
S00 s 34.0° 2168 124.3 1948 7 11.19

0 21.4 48.3 30.8 472 4 3.67

0.6 18557 90.8° 1760 .4° 11.35

Untreated 10 19.2 35.3 216 309.2 473
- 848 218.9 123.6 3121.2 9.19

Control 15 2302 47.0 34.7 4722 2.63
0 " 81.9 719.0 119.1 2106.0 9.91
344 42.9 28.9 4243 4.02

63 " 5.4+ 305.3 113.1 19852 9.66
3001 47.3 38.8 541.5 5.02

25 3%+ 195.7 108.2 1924 .2 10.27

58 125 10 17.5 64.8 45.2 564.7 5 61
. 30.4° 191.1 106.0 19942 8.13
250 10 261 50.1 46.5 477.5 3.82

- - 8.5 3220 124.1 2053.5 10.93
500 15 20.8 52.3 35.8 505.6 4.64
62.7° 178.3° 89.8° 1841.6 11.26

Untreated 10 258 4.4 339 507.0 6.77
- 92.8 2422 149 4 20815 9.16

Control 15 3.2 779 61.2 6989 5.26
" " 86.6 2261 132.7 2041.8 9.02
44.5 69.1 56.6 620.8 3.92

63 0 822 2258 141.1 1956.2 9.36
37.3 50.3 39.5 391 2 4.40

39.2° 2184 117.9 19614 8.00

9 125 10 102 57.4 52.3 437.9 3.72
57.5° 224 5 129.2 2107.2 704

250 10 50.6 722 634 4598 3029
00 " 62.1° 238 3 135.9 2103.3 8.05

5 40.6 51.1 40.3 341.7 1.70

74.9 222.0 119.0 2007 2 9.24

Untreated 10 283 148 36.7 397 3 343
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Table 18-2. Quantitative urinalysis findings in female rats treated orally with ME1207 for 26 weeks followed by a

4-week withdrawal of the drug

i Group . ,
Day (b N U.Na UK u.cl oP uv
R - 86.9 209.8 115.7 1848 7 11.52
Control 15 27.2 54.5 34.3 582.4 5.56
3 i 75.8 206.2 108.7 1769.8 12.40
32.9 57.4 39.4 547.4 527
6 0 69.8 194.6 97.8° 1698.0 1018
. 325 273 198 359.4 467
: - " 53.6° 3225 118.5 1954 4 9.16
38.4 53.3 51.6 504.7 5.33
250 o 57.0%¢ 208.9 122.6 3054.2 7.52°
2102 53.7 264 604.1 288
- 3.6 230.7 7.1 1935.2 9.92
°00 15 214 58.9 343 481.5 321
74.7 201.9 101.8 1837.2 10.94
Untreated 10 19.3 38 268 460.6 6.19
,. 91.3 206.9 129.7 1843.2 11.07
Control 15 25.3 52.2 395 486.6 418
» 0 90.3 211.8 128.2 1899 8 13.52
38.3 795 57.5 730.6 8.93
6 " 86.6 185.1 117.9 1682 4 12.84
3401 492 389 458.7 4.90
45.6° 215.4 117 .4 1987 4 10.54
149 125 10 26.7 58 8 53.5 589.9 7.67
250 " 63.5 2138 125.7 5114 .4 848
<0 49.2 41.9 39.3 632.9 3.98
00 - 63.6° 304.6 127.0 1828.0 11.45
: 0 19.6 50.7 33.6 415.3 4.46
82.0 186.8 109.3 18004 12.22
Untreated 10 228 385 325 499 4 6.51
: - 74.9 178.9 1031 1564.9 17.33
Control 15 188 471 28.0 4244 7.3
" " 72.4 169 1 93.9 1511.8 19.53
29.3 684 35.9 6531 9.43
6 " 73.0 169.7 9.1 14722 15.79
307 31.9 193 312.2 6.04
B, , 496 196.6 103.3 17792 10.76°
177 125 10 23°9 328 35.7 405.6 451
250 " 50 6 195.9 103.4 1814.4 10.86°
19.7 52.3 34.9 519.0 4.90
0 - 3.5 188.5 104.9 1637.3 15.95
: 5 282 60.7 32.7 4236 6.34
) 69.0 163.3 86.9° 1544 8 15.83
Untreated 10 14.9 28.8 18 2 369.2 8.54
. - 75.8 166.4 97.6 15500 13.04
oo Control » 25.2 43.2 275 417.3 438
: 00 ; 90.2 3306 135.2 2011.2 9.36
: 57.4 75.0 495 550 2 4.56
- - 9T.4 178.8 120.2 1674.8 13.72
- Control 5 50.3 795 64.8 7315 5.5
00 - 82.6 5722 133.0 32440 8.06
: : 10.1 2.3 24.2 4468 2.94

For each determination, the upper figures correspond to the mean value and the lower figures to the standard deviation.
a) . The days after withdrawal of the drug
Significantly different from control * 2 P<0.05, * % : P<0.01

BRIz T, AR BINANIT 2 ToOMlEHIZ F 1 D i 12 13 Platelet, Neutro. (Seg), Cre., TP, TG,
ZFrals o e, O I3 — ROk g I- 2 b 2% Gluc., Ca %t U.Na oy, Lympho., Na & UF A/
C, KRB LU L PR EE X I BRICHERS L, AR Gomgmi L (i bz s Lo izs, wInoM
UIREFAN R ORI L BRI S e - 12 HoOZALL W & MR W TId %, %72, WY
(Fig. 1). HiE iR e AL T - 72 (Tables 4 ~ 7).,

Mg - WRARRAE TU3 500 mg/kg LI oy G4z GOT R AL TlE 4 T OB I % G- B D i
KU GPT ool U < g lnfgiinhsied s 407z, % BELR Lz, BEERONE T, B iR o
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Qualitative urinalysis findings in male rats treated orally with ME1207 for 26 weeks followed by a

4-week withdrawal of the drug

Table 19-1.
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Table 19-2. Qualitative urinalysis findings in male rats treated orally with ME1207 for 26 weeks followed by a

4-week withdrawal of the drug

Day| Group (mg/kg) Nl s %H - C . Pio._H_ " GlEc. . K-I?t'-H- Wl - Blil’l. P -PB-H- " Ull'Obl;l.
Control 5 0 5 7 3 ¢ 01 6 71 5 0 111 3 0|10 ¢ 5(10 3 2 00 31
31 Wwf 6 7 3 0 0 00 3 6 1 10 01 7 20 5 0 5|18 1 1 00 37
63 0] 0 55 0 0 0 0 4 6 0 {10 02 35 0] 505811010 2 3
121 125 0 0 8 1 1 90 001 9 0 10 00 8 2 0 70 319 0 1 00 5 5
250 0] 1 9 0 0 0 00 4 5 1 w| 00 7 3 0110 008 1001 55
500 15 013 2 0 0 0 ¢ 3111 15 002 9 4 015 0 0J11 3 0 0 1 10 5
Untreated wf 6 4 3 3 0 0 0 3 7 0 10 0 0 6 4 0 5 0 55 5 0 0 0 2 8
Control L 010 4 1 90 01 5 7 2 15 002 9 4 0f11 0 414 1 0 0 0 510
31 100 0 6 4 0 0 00 2 71 vy 006 31 6 0 418 1 1 0 0 6 4
63 wf 6 7 3 0 ¢ 0 0 6 3 1 10 00 7 3 0 6 0 48 1 1 0 0 5 5
149 125 0] 06 72 10 00 3 7 0 f[w| o606 9 1 0160 0;9 10 00 9 1
250 10 610 0 0 0 0 0 3 6 1 10 0 2 5 3 0 9 0 19 0 0 01 6 4
500 B 112 2 0 0 0 0 6 8 1 15 0 112 2 0|14 0 113 2 0 0 0 |11 4
Untreated 100 0 4 5 10 0 0 3 6 1 10| 0 1 6 3 0 7 0 3[{3 7 0 0 0*/ 46
Control 150 0 9 5 1 0 0 0 7 5 3 115 1 01 3 0 9 0 616 6 3 0 0 7 8
31 0] 6 8 2 0 0 0 0 2 6 2 10 ¢ 2 710 70 316 2 2 00 § 6
63 0] 0 5 5 0 0 00 5 3 2 10 0 3 5 2 ¢ 4 0 619 1 0 0 0| 4 6
177 125 0] 6 6 3 1 90 0 0 5 3 2 10 0 2 6 2 0 9 0 1|8 2 0 0 0 8 2
250 00 0 9 100 00 3 6 1 (100 0 8 2 0 9 0 1|8 1 0 0 1 |73
500 B 612 3 0 0 0 0 310 2 15 ¢ 6 81 014 0 1(12 1 1 01 9 6
Untreated 0 06 4 4 1 1 6 0 4 3 3 10 0 3 6 1 0 70 3155 000 2 8
g Control 500 2 2 01 00 2 1 2 510 0 2 3 0 5 0 012 3 000 32
500 500 2 2 01 002 3 0 510 2 3 0 0 4 0 112 3 000 32
o Control 5001 2 2 0 00 2 1 2 510 0 2 3 0 50 013 2 000 3 2
500 5 02 3 00 00 2 21 5 01 4 00 4 0 1|5 ¢ 0 0 0 23
Arabic numerals represent the number of animals in each grade.
Significantly different from control * : P<0.05, * % : P<0.01
a) . The days after withdrawal of the drug.
Grade (except for Urobili.) | — | negative, * . suspected, + . slight, # ; moderate, # ; significant

Grade in Urobili. : 1 0.1EU/d! (normal), 2; 1EU/d] (normal)

‘ e £ ¢

Fig. 5. Micrograph of a kidney preparation from
a female rat (No.36) treated intravenously
with 500mg/kg of ME1206 for 4 weeks. Note
the slight regeneration of tubular epithelial
cells.(H. E. stain.x170)

REBROBLS L EHBHLNLY, INbLnT ok
BEROLcL AEMEEEFRLNT, BlhoRE
LB TH - 72 (Table 8). F72, WEMGZNORE
THWTNORE - HEC L ERWE B2 RET
ZRTRIZEEINT, FREUCEBICEL TEBLL
EHBEZCBTHRHCRENREIZD N Lo 1.
2) ME1206
— BB TR LT HERWER S BRI EOEELE
K, BkEicHEmb L mEmsRsh, &5,
125 mg/kg LA b3 5817 13 REH IC SR WERED
HABWEI RS DY HBER TR T TED
L, 500mg/kg BCIXMRILHRI N, 25D
FrRUSMMIZ— R BIC b ¢, RERUEHED
EEE R HRE L, HARUCBRAIRNREOER
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Qualitative urinalysis findings in female rats treated orally with ME1207 for 26 weeks followed by a

4-week withdrawal of the drug

Table 20-1.
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Table 20-2. Qualitative urinalysis findings in female rats treated orally with ME1207 for 26 weeks followed by a
4-week withdrawal of the drug
Day Group R pH Pro. Gluc. Ket. Bi‘li . B OB Urobili.
- (mg/kg) 56 789 |-+ + H # - -+ + |- + + + H M 12
Control 15 0 112 2 0 4 45 20 15 7 8 015 0 0{15 0 0 0 0| 7 8
31 | 10 03700 05320 10 4 6 0[10 00/ 81010 19
63 | 10 03700 07210 10 1 8 1/10 0 0{10 0 0 0 O 2 8
121 125 | 10 06 3 10 |1270°0 10 3 6 1(10 0 0/10 0 0 0 0 55
250 | 10 2800 0[]0 6 3 01 10 1 9 0{10 0 0| 8 0 2 0 0| 55
500 15 09 6 0 0**|2 49 00 15 212 115 0 0|15 0 0 0 O 9 6
Untreated 10 03 6 10 1 3501 10 4 6 0 8 0 2[10 0 0 0 O 2 8
Control 15 0 113 1 0 076 11 15 510 015 0 015 0 0 0 O 213
31 10 019 0O 116 11 10 4 6 010 0 0] 9 0 0 0 1 19
63 | 10 01810 06 4 00 10 4 6 010 0 0{10 0 0 0 0| 2 8
149 125 | 10 06 400 [12520 10 2 6 210 0 0[10 0 0 0 Of 4 6
250 | 10 1 4500 03520 10 19 0{10 0 0Of{10 0 0 0 O 2 8
500 | 15 177 00|06 801 15 113 1 {15 0 015 0 0 0 0 411
Untreated 10 026 20 1 17 01 10 6 4 0 8 0 2[10 0 0 0 O 2 8
Control 15 0 114 0 0 3 55 11 15 8 7 015 0 0{14 1 0 0 0 213
31 10 01 9 00 2 25 01 10 55 0110 0 0] 9 00 01 2 8
63 10 017 20 16 3 00 10 6 4 0 9 0 1|10 0 0 0 O 19
177 125 | 10 05500 1 43 20 10 3521901100000 37
250 10 0 8 2 0 0**|0 6 3 1 0 10 27 1|10 0 0f10 0 0 0 O 2 8
500 | 15 096 00 [27600 15 6 9 015 0 0|15 0 0 0 0 7 8
Untreated | 10 116 20 15301 10 6 4 09 0 1/10 0 0 0 0 2 8
Control 5 01310 13010 5 410|150 0[50000O0| 035
gu)
500 5 005 00 01310 5 1 40 02150 00 05
Control 5 00 500 02120 5 4 1 0 50 0] 500 0 05
26v
500 5 014 00 01400 5 050 302150000 05

Arabic numerals represent the number of animals in each grade.
Significantly different from control * : P<0.05, * % . P<0.01

a) . The days after withdrawal of the drug.
Grade (except for Urobili.) :
Grade in Urobili. :

IZLREIRED LN L 572, 712721, 500 mg/kg B
D1 FIOKEEINEIZH S 281k L 72 (Fig. 2).,

M - R TlE 500 mg/kg # T BUN o fghns<al
HHN, Zoficiz TG, Gluc. %X UF U.Na f#E,
A/G KT, UK & Nad®imkrOP o L #H 7% &
HABHLNIZH, ZNHHHOEL L %558 & D%
BIIMETIE L, E£72, WTRLBMAEILTH -1
(Tables 9 ~13),

FRELMRAE TI3 R BRI R A T 500 mg/ kg BE D
HEHEDD 3 /10 Bz BRANAF D bisk, TR R b %
i Xe A LT T IR TAY R AR AT L M P I MR o) R 7
ey s irz (Figs. 3 ~5), 2Oz e <o
WEWELS B E o, 125 mg/kg U Eo
SR BRI RS Sz, Bl O RoMz Iz

— . negative, * . suspected, + . slight, H
1.0.1EU/dl (normal), 2. 1EU/dI (normal)

. moderate, H# . significant

Bl < B B S i L s & LTz hY, Rl k OBk
IR TIE % , REMRSF IR A ORRIC LB
BB E2TRRT 5T RIEERS N uh o2, E12,
500 mg/kg #¥ TH & » e R E RO M2 R 5 n
1B, R CRIR - BILIR - RS8O 4 K UHEE
DIHEAR S 1, IHEAAR O A TR ) > ¥
RO & EEEO 7R, R HIC A MO L
HHRE > S5, AITSLIRSE B ) F45 K U #BIC 9 - il
&I 7 & A % S 117z (Tables 14~16)s
SECHITHR LNz Z b DAFRIE ME 1207 &7
WG RBR AR Tl 1 Bl ZBd 7z A TH O
e FZ LNz,

3. MMEERABR

— BB TR YED T & KA, n 2 THRBENH

—
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MARBOEMD & W5 N2 hs, JEF OB M OILH
SRR & KAULIZ AR DAL & 1308
L7, E#GEEOEDIIREILIE M BIRAMR 182
WRL72, £72, HKEORML L Ciahehigia & 5
L, ZOMmI T L Rk R S 7, L
FoSCIE BRI 2 <, RE K OFE I L
BB L IITTERRICHERS L, JEH MU IRERAOMRAE T L
Bz LN L7 (Fig.6),

%1, 500 mg/kg B 1 Blh ek 5% H (183 H
H) (23 L7225 TR CHIREMNIC BRI & % 2 &
NaWHLPR LN, BHRGICE DI EHEL 72,

I - R T3 500 mg/kg #F TRER O PRIHAIC K
RENRMERBOTEMA L S 1L, RIREDRER# T B
BATIZ GPT £ ChEn ER LD N2, 2N bD
iz i3 R A T U.Na »ii4d, U.K o, OP o |-
ARV pH DE T AR s N72h, TILOFRE L #
SR EDMIRIEMBETII Lr - 72, 72, WERET
{ Platelet, WBC, RBC, Hb, TP, TG & t* Gluc.

)
ac

Dizy, Ht, LDH Jtf HBD 0% F, Mono. + Na 0
WML A/G O 157 & 4 Wi dure s, Ak & B
fit & OMRIIFETI 7, Fa X DBILh IR T d -
72, BIBLARIF (B 50Tz A/G U LAP ot
e EADZH S S 7z (Tables 17~23).

FIELRR AR T3 I 58 1 DM T 4 T O BRI
R SO & E RIS R LR, X 512, 500
mg/kg FHIZIZHE ORI L B 5 47z, Zofbic
FE i b & PRk o7 & 4 226 6 A7,
e, JECHINC (3 FOREE LT R OB e 1 4 B L
BEOWH L & B S Lz, EBIRE (B ORE T
BB OB & RN, R o e ORI
BROMINL & hiied b N7 h7, B E S ORI
FeA R 5B H S Hole L9t L 72, — 7, TRERML 7
IR T IR 58 B ORI TR T o
BRATHET L BRI O SRR L 7 - % 2 5D R
HATIL S 5 L7 h - 77 (Tables 24~27) .

Table 21. Qualitative urinalysis findings in male and female rats treated orally with ME1207
for 26 weeks followed by a 4-week withdrawal of the drug
Sediment
Day 1 93 177 26
Group | RBC | WBC SC RBC WBC SC RBC WBC SC RBC |WBC| SC
(mg/kg) 1231123112 3 |12 345 1234 123|12 345 123 1234|123(12(123
(Male) - )
825|1465[36 6 {91 500 104101104 1(61 4401221150003 02|50|500
Control
31/1424(415|20 8 |22 510 6220 80251 220 8111 9100
631352134331 6 (31 510 3610 721170 300) 820 9100
1250631(433{03 7 |30 610 43301 46032 410 910 7030
2501424112711 8 (22 501 52300 730(70 111 7211 7300
500/636({447(0213*(31 551**| 7440 753|162 601{1320|15000(212(32|410
Untreated |4 2433412 7 |15 310 5320162222 510 730 8110
(Female) .
6271447116 8 |14 631 6441(1023140101011230| 9330122141131
Control
3114241415|123 5 (20 620 53201 703141 320(1000] 6211
6371224412 7 |11 710 6220 550{51 400 820 7300
1251352143312 7 (21 610 35201 820130 700 820 6220
250171215413 6 |21 430 36100 271(50 410 910} 5320
500[636[483(0411 [001140 6540 933({52 710({1401{10320{104{50(500
Untreated |514(244|14 5 |11 620 53200 631{53 200 910| 6220

Arabic numerals represent the number of animals in each grade.

a) : The days after withdrawal of the drug.
Grade ! Linegative or very few/fields, 2:few/fields,

3;1-8/each field, 4;9-30/each field. 5;more than 30/each field
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Table 22. Hematological findings in male and female rats treated orally with ME1207 for 26 weeks followed by a
4-week withdrawal of the drug
Group N Platelet WBC RBC Hb Ht MCV  MCH MCHC Baso. Eosino. Neutro. Nertro. Lympho. Mono. PT PTT
(mg/kg) (St) (Seg)

(Male) 20 726.1 8.03 8.742 14.97 44.68 51.0 17.12 33.49 0.0 0.70 0.45 13.00 84.68 1.17 14.18  33.02
Control 40.1 1.94 0.374 1.04 1.68 1.8 1.17 2.16 0.0 0.43 0.25 6.86 7.2 0.78 0.47 2.13
31 20 7253 7.28 8.739 14.89 4.42 50.9 17.07 33.55 0.0 0.96 0.44 10.59 86.82 1.19 14.25 33.86
59.6 1.63 0.348 0.89 1.30 1.9 1.21 2.19 0.0 0.45 0.34 3.01 3.31 0.55 0.35 1.68
63 20 7149 7.9 8.651 14.94 4.79 51.9 17.29 33.36 0.0 1.21° 0.51 11.51 85.84 0.93 14.21 B.1
43.3 1.73 0.555 1.15 1.74 2.0 1.28 2.25 0.0 0.72 0.33 3.57 3.90 0.63 0.34 1.46
125 20 710.0 8.31 8.583 14.98 44.24 51.6 17.46 33.85 0.0 0.90 0.51 12.52 84.62 1.45 14.23 33.09
61.9 2.47 0.347 0.92 1.24 1.5 1.18 2.19 0.0 0.45 0.29 5.70 6.10 0.84 0.45 1.79
250 20 685.4% 7.48 8.632 15.01 44.41 51.5 17.38 33.77 0.0 0.91 0.51 15.64 82.12 0.82 14.23 3.2
69.4 2.16 0.327 0.91 1.30 1.5 1.19 2.24 0.0 0.57 0.56 9.08 9.46 0.52 0.60 1.13
500 19 673.4°* 7.98 8.433°  14.46 43.19** 515 17.14 33.42 0.0 0.80 0.48 12.92 84.86 0.94 14.25 KW/
38.7 2.25 0.492 1.16 1.14 2.5 1.17 2.38 0.0 0.54 0.43 8.94 9.51 0.64 0.55 3.15
Untreated 20 748.8 8.65 8.821 14.85 4.43 50.4 16.87 33.43 0.0 0.64 0.50 10.23 87.51 1.12 14.17 3.49
102.6 1.58 0.436 0.92 1.40 2.0 1.50 2.26 0.0 0.47 0.37 417 4.80 0.89 0.48 1.43
(Female) 20 658.7 5.57 7.211 13.53 40.72 56.2 18.60 33.18 0.0 0.93 0.55 16.05 81.43 1.04 13.55 34.56
Control 56.8 1.31 0.334 0.53 1.53 1.2 0.41 0.41 0.0 0.72 0.49 7.99 8.63 0.43 0.50 2.31
31 20 660.1 6.01 7.275 13.54 40.79 56.4 18.64 3.7 0.0 0.85 0.43 10.52°  87.13" 1.07 13.33 3411
57.1 2.59 0.364 0.51 1.54 2.2 0.75 0.43 0.0 0.53 0.28 6.40 6.85 0.49 0.46 1.86
63 20 660.9 4.69°  7.314 13.42 40.51 55.7 18.38 33.11 0.0 0.85 0.49 9.31°* 87.77** 1.58° 13.45  34.59
62.3 1.27 0.403 0.42 1.39 1.6 0.55 0.42 0.0 0.65 0.22 4.17 4.38 0.78 0.40 2.27
125 20 642.7 4.16**  7.182 13.29 40.08 56.1 18.55 33.18 0.0 1.12 0.40 11.92 85.12 1.4 13.50 U1
39.6 1.35 0.361 0.47 1.49 1.4 0.64 0.46 0.0 0.87 0.25 4.89 5.61 0.97 0.42 1.91
250 20 676.8 4.9 7.103 12.91°* 39.34°  55.6 18.19**  32.82** 0.0 0.89 0.39 11.48 85.54 1.70**  13.41 34.05
8.8 1.62 0.384 0.62 1.82 1.5 0.48 0.40 0.0 0.47 0.29 7.53 8.10 0.93 0.42 2.14
500 20 653.3 4.48° 7.041° 12,95 39.15°*  55.9 18.43 33.12 0.0 1.07 0.60 14.75 82.06 1.52¢ 13.34 3.7
57.2 1.28 0.368 0.46 1.47 1.3 0.54 0.44 0.0 0.98 0.53 7.63 8.16 0.87 0.46 1.13
Untreated 20  676.1 5.95 7.247 13.44 40.36 55.9 18.57 33.32 0.0 0.75 0.48 11.41°  86.23* 1.13 13.23°  33.68
65.8 1.53 0.398 0.56 1.78 1.4 0.58 0.52 0.0 0.47 0.27 4.99 5.43 0.77 0.44 1.98
(Male)® 10 725.0 7.14 8.779 14.69 43.94 50.1 16.74 33.40 0.0 0.56 0.36 12.16 85.54 1.38 13.711 3113
Control 62.0 1.56 0.391 0.53 1.38 1.5 0.55 0.32 0.0 0.35 0.26 5.09 5.20 0.79 0.34 L3l
500 10 716.4 7.32 8.717 14.32 43.12 49.5 16.43 33.20 0.0 0.80 0.40 13.64 83.66 1.50 13.95 30.91
107.5 0.99 0.330 0.58 1.59 1.1 0.44 0.39 0.0 0.92 0.37 4.57 5.20 0.73 0.37 0.72
(Female)® 10  640.0 4.15 7.783 13.26 40.40 52.1 17.06 32.80 0.0 0.82 0.58 17.12 79.56 1.92 13.60  36.28
Control 50.6 1.20 0.413 0.42 1.41 1.4 0.51 0.35 0.0 0.33 0.35 7.4 8.11 0.96 0.42 4.19
500 10 671.8 3.93 7.888 13.10 40.06 50.8 16.64 2.712 0.02 1.14 0.62 15.14 81.26 1.82 13.85 4.4
64.5 0.68 0.478 0.64 2.17 1.5 0.62 0.58 0.06 0.90 0.40 5.97 6.83 0.73 0.70 3.66

For each determination, the upper figures correspond to the mean value and the lower figures to the standard devia-

tion.

Significantly different from control

a) . After a 4-week recovery period.

* [ P<0.05, %% ! P<0.01
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Table 23. Biochemical findings in male and female rats treated orally with ME1207 for 26 weeks followed by a
4-week withdrawal of the drug

Group (mg/kg) N GPT GOT LAP ChE ALP LDH HBD CPK BUN Cre. TP Alb. Ca Chol. TG Glue. A/G  H/L  Na K cl

(male) 20 349 875 66.6 0.207 261.2 1817.2 300.2 430.4 20.97 0.40 5.53 3.03 9.26 59.0 134.1 146.3 1.215 0.165 141.2 4.92 103.1
Control 66 205 7.7 0.069 56.4 55.9 99.0 120.0 1.94 0.15 0.26 0.17 0.30 12.7 58.6 12.4 0.079 0.007 1.1 0.30 1.5
3l 20 34.7 815 645 0.214 228.7 1614.5 264.8 492.2 21.09 0.35 5.24** 2.98 9.17 55.8 117.5 14d.6 1.322** 0.164 141.5 4.95 103.5
83 163 7.6 0068 527 441.3 749 236.0 1.95 0.07 0.36 023 0.43 12.0 496 152 0.107 0.005 1.2 0.37 LS5
63 20 321 780 62.7 0.220 229.1 1551.4 258.2 454.5 20.45 0.35 5.12°* 2.92° 9.05* 57.5 104.6 149.0 1.335** 0.167 141.7 4.97 104.1**
82 162 7.4 0.061 569 678.1 116.1 209.9 2.03 0.09 0.18 0.14 0.28 181 46.5 13.7 0.090 0.006 1.1 0.3 1.4

125 20 32.5 73.0** 68.6 0.216 265.7 1325.8°* 219.7°* 362.2° 20.97 0.36 5.21°* 2.99 9.10 57.8 104.9 138.3* 1.349** 0.167 142.2** 4.87 103.9
81 98 10.0 0.066 656 464.7 77.0  86.3 1.61 0.10 0.29 0.15 0.32 109 44.0 109 0088 0.005 1.1 0.27 L7

250 20 37.6 8.1 68.0 0.225 2914 1338.8** 222.0* 416.7 21.25 0.39 5.08°* 2.93 9.04* 60.7 104.1 137.3* 1.376"* 0.165 142.5'* 4.91 103.7
9.2 2.2 94 0.068 849 551.0 975 1751 1.62 0.09 0.29 0.17 035 7.6 50.7 10.1 0.13¢ 0006 1.4 039 2.0

500 19 36.0 84.5 65.8 0.261° 287.3 1305.5°* 217.1° 482.4 20.89 0.33 5.04** 2.94 9.09 59.7 83.2** 135.4** 1.409°* 0.166 142.5°* 4.95 103.4
1.8 3.8 7.7 0.092 8.2 608.3 106.7 2523 2.12 0.08 0.24 0.13 0.36 11.1 365 11.3 0.098 0.006 1.3 0.42 L5

Untreated 20 3.0 75.0 62.4 0.198 228.0 1442.2 240.2 446.8 21.10 0.49 5.51 3.07 9.32 65.0 174.6° 160.3° 1.258 0.167 141.2 5.06 102.7
56 2.0 7.1 0.053 68.7 673.2 113.7 255.7 2.44 0.27 0.26 0.17 0.33 17.1 55.5 19.8 0.073 0.006 1.0 037 1.6

(Female) 20 464 988 52.2 0.739 171.3 1248.9 208.0 423.2 22.57 0.51 5.84 3.57 9.37 65.2 1589 133.0 1.578 0.166 140.5 5.02 104.1
Control 2.3 58.7 6.5 0.167 72.1 491.6 825 198.6 2.38 0.24 0.41 0.30 0.39 15.1 113.4 102 0.139 0.005 1.5 035 2.1
31 20 59.3 1116 53.9  0.859° 193.0 1245.5 208.2 368.5 22.65 0.54 5.95 3.83* 9.45 68.3 154.9 131.5 1.817°* 0.167 140.8 4.91 103.7
456 675 59 0.159 648 576.7 999 124.0 2.80 0.21 0.62 040 032 148 97.8 1.9 0.146 0006 1.4 0.51 2.8

63 20 49.7 1075 54.0 0.801 176.6 1379.8 229.9 378.0 22.77 0.43 5.73 3.66 9.44 62.8 121.3 127.8 1.776"* 0.168 141.1 5.08 104.4
2.4 425 99 0173 771 564.7 941 155.0 1.89 0.10 0.52 0.37 047 181 66.6 13.2 0.18 0007 1.1 047 2.1

125 20 45.4 105.4 51.0 0.831 203.7 1410.5 235.8 496.0 23.40 0.39 5.56* 3.64 9.3¢ 66.5 88.1° 124.7° 1.912°* 0.166 141.1 5.31° 104.6
122 2.0 7.2 0211 99.0 706.8 121.8 241.6 1.92 0.12 0.45 0.33 0.38 14.2 48.6 9.2 0.188 0.005 18 046 2.2

250 20 51.0 113.9 46.9*° 0.802 169.0 1469.8 245.4 510.2 23.27 0.40 5.64 3.63 9.39 63.5 95.4° 122.0°* 1.807°* 0.168 140.5 5.33 103.1
2.4 500 57 0170 78.0 626.2 106.0 313.7 2.52 0.09 0.49 0.36 0.47 11.6 36.0 1.1 0.151 0.006 1.4 062 2.1

500 20 62.9* 131.1 49.4 0.760 205.9 1428.0 236.6 568.8 23.13 0.46 5.93 3.85°* 9.53 69.6 135.7 115.9°* 1.866°* 0.166 140.7 5.16 101.8**
233 557 7.2 0.147 655 579.9  96.5 291.1 2.67 0.18 0.40 0.27 039 175 97.7 8.8 0.157 0.006 1.0 052 2.3

Untreated 20 80.5 139.0 53.0 0.870* 153.1 1593.1° 267.9° 459.8 21.69 0.59 6.16* 3.85*° 9.56 73.3 204.5 138.4 1.675" 0.169° 140.2 5.20 102.6°
83.7 101.5 7.2 0.163 66.7 55.1 96.6 221.5 2.15 0.20 0.45 0.31 0.3 199 9.9 110 0.139 0.004 1.4 0.61 2.2

(male)® 10 42.2 8.8 6.2 0.220 232.8 1722.0 288.6 552.5 21.85 0.40 5.50 2.98 9.05 61.9 137.9 143.7 1.191 0.167 140.0 4.79 104.5
Control 143 187 7.5 0.029 77.8 427.8 77.5 3921 1.44 0.09 0.28 0.21 0.37 1.7 434 10.0 0.129 0.007 09 028 1.3
500 10 46.3 104.4 69.9° 0.251 266.6 1859.3 310.8 586.1 23.08 0.35 53¢ 3.06 9.10 63.2 1269 148.9 1.345"* 0.165 139.9 4.73 104.8
285 403 6.1 0.040 846 701.0 122.0 213.4 1.38 0.07 0.24 0.14 022 195 SL.7 147 0.084 0005 0.7 035 1.2

(Female)® 10 57.1 124.6 53.6 0.871 145.0 1711.7 277.5 702.0 24.97 0.46 6.16 3.83 9.39 68.2 111.7 1254 1.648 0.162 140.6 5.03 103.0
Control 35.3 580 6.8 0.122 448 503.6 80.7 418.9 2.89 0.11 0.38 0.25 0.40 193 323 63 0112 0004 08 0.43 1.9
500 10 38.8 8.7 551 0.807 170.6 1318.2 217.3 739.1 25.59 0.47 5.78 3.71 9.29 62.4 141.9 1205 1.793* 0.165 140.4 4.94 103.3

81 2.2 55 0175 464 5588 937 645.1 3.05 0.19 0.52 0.37 034 17.7 883 9.7 0.114  0.005 1.0 0.39 1.8

For each determination, the upper figures correspond to the mean value and the lower figures to the standard devia-
tion.

Significantly different from control #* :P<0.05, * * I P<0.01

a) | After a 4-week recovery period.
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Table 24. Organ weights in male and female rats treated orally with ME1207 for 26 weeks followed by 4-week withdrawal of the durg
Organ  Brain Heart Lung Liver Kidneys Spleen Thymus Testes/Ovaries  Prostate/Uterus Adrenals Pituitary Cecum

Group mg/kg N g %IV (g (%) g (% (g %) (g) % g (% (g (%) g (%) (g (%) 'y (%) (g) (%) gl (%)
Male) 20 2.2 0371 152 0.264 1.95 0340 19.18 3330 3.60 0.627 0.88 0.153 0.480 0.0835 3.515 0.6139 1.174 0.2037 0.0715 0.01248 0.0151 0.00264 9.325  1.6328
Control 0.07 0.034 0.13 0.026 0.10 0.032 2.2 0.257 0.28 0.05 0.12 0.019 0.215 00385 0.281 0.0647 0.304 0.0477 0.0120 0 00222 0.0023 0 00048 1.458  0.3052

31 20 215 0391 148 0.266 194 0351 18.76 3.353 3.70 0.669° 0.86 0.155 0.523 0.0937 3.546 0.6433 1.236 0.2224 0.0688 0.01246 0.0150 0.00272 15.721°* 2.8635**
0.07 0.039 0.6 0.019 0.9 0.043 353 0319 036 0067 0.1 0.02 0.23 00407 0169 0.0624 0.254 0.0402 0.0166 0.00311 0.0017 000038  7.470 14069

63 20 203 0.391 144 0264 192 0351 17.61° 3.207 363 0666 0.87 0158 0.519 0.0954 3.404 06245 1082 0.1983 0.0673 0.01238 0.0146 0.00266 16.044°* 2 9150
007 0033 014 0.020 014 0024 215 0238 029 0071 0.14 0.025 0.15 00299 0169 00538 0.184 0.0349 0.0113 0.00240 0.0024 0.00044 6.619 1124

125 20 217 0390 145 0.259 184 0.331 1757 3033 362 0649 089 0159 0.446 0.0789 3414 0.6150 1.116 0.1977 0.0677 0.01210 0.0138 0.00249  23.782°* 4.2837"
011 0042 018 0025 013 0032 233 0222 036 0066 013 0.02 0200 00318 0308 0.0793 0.274 0.0392 0.0163 0.00278 0.0019 0.00036 7909 1.52%

250 20 214 0385 1.48 0265 1.94 0.346 17.62 3.111°* 3.76  0.670* 0.88 0 156 0.483 0.0869 3.398 0.6112 1.109 01986 0.0721 0.01290 0.0145 0 00259  28.032"* 4.9992°*
0.09 0.046 015 0025 027 0.05 301 023 034 0060 0.16 0.020 0.224 00431 0235 0.0894 0.220 0.0447 0.0113 0.00217 0.0031 0.00062 6.068 1.0495

500 19212 0381 146 0.261 1.98 0.354 17.44* 3.097** 3.90°* 0.69°* 092 0163 0.457 0.0812 3.374 0.6028 1.082 0.1938 0.0725 0.01300 0.0142 0.00254  30.350°* 5.4381"*
1os 0.035 015 0.018 0.20 0037 251 0234 040 0062 0.15 0.020 0.199 00356 0.340 00535 0.213 0.0397 0.0124 0.00227 0.0023 0.00037 6.154 11545
Untreated 20 217 0.347° 155 0.247° 2.04° 0326 21.05° 3.355 363 0.579°* 0.93 0.148 0.579 0.0924 3452 0.5524°° 1.310  0.2084 0 0685 0 01097° 0.0143 0.00229°° 9.277 ).4848
0.09 0.031 016 0020 017 0034 240 0317 033 0.058 0.14 0.021 0.19 0.0309 0.290 0.056 0.303 0.0461 0.0132 0.00227 0.0020 0.00032 1.266  0.2352

(Female) 20 1.95 0619 095 0301 149 0470 1057 3.329 223 0.704 0.60 0.189 0.405 0.1268 0.146 0.0460 1067 0.3285 0.0820 0.02574 0.0168 0.00531 6.406 2.0183
Control 007 0.051 0.09 0030 0.16 0.05 1.20 0.215 025 0058 0.12 0033 0.152 0.0427 0.036 00108 0997 0.2536 0.0180 0.00433 0 0030 0 00089 1.0  0.2913

3l 20 1.96 0621 097 0306 141 0445 1107 3.486* 231 0723 066 0.204 0.431 01357 0131 0.0417 1004 0.3154 0.0805 0.02532 0.0189 000587  9.19"* 2.9031*
0.07 0078 013 005 018 0061 1.57 025 029 0.077 0.14 0.031 0.125 00414 0.039 0.0139 0375 01214 0.0146 0.00478 0.0048 0 00104 1165 0.4530

63 200195 0640 094 0309 144 0473 1024 333 224 0732 062 0.202 0.405 01323 0149 0.0490 0882 02912 00836 0.02727 0.0163 0.0053 14.308'* 47097
0.07 0064 011 0040 009 0036 127 0327 022 0.05 0.12 0048 0,130 0.0420 0037 0.0126 028 0.1034 0.0134 0.00380 0.0037 0.00113 6.595  2.2684
125 20 197 0.656° 0.88° 0291 139 0461 9.91 3289 232 0.772° 0.56 0.187 0.339 01124 0137 0.0454 1.213  0.4043 0.0800 0.02662 0.0175 0 00585  23.113** 7.7053**
0.08 0.046 0.09 0022 011 0029 08 0203 015 0.069 0.07 0.021 0.116 0.0380 0.027 0.0083 1.076 0.3646 0.0106 0.00374 0.0041 0.00148 5175 1.6949
250 20 194 0631 0.89° 0.287 140 0455 1048 3.388 2.32  0.750° 0.57 0.184 0.375 01208 0.138 0.0445 1.393 04710 0.0798 0.02599 0.0176 0.00570 24.116*" 7 8101**
009 0.0 0.07 0.017 012 0.045 08 0128 020 005 009 0028 0106 0.0324 0027 0.008 2114 07758 00111 0.00437 0.0041 0.00134  3.606 1.15%
500 20 195 0.6 095 0308 142 0464 1107 3577 247° 0804 0.59 0190 0322 01180 0.127 0.0415 1553 04977 0.0809 002623 0.006° 0.00665°* 24.148%* 7.9009"
009 0.068 012 0025 009 0052 1.5 0222 026 0.071 012 0.019 0.110 0.0385 0027 0.0105 1287 03927 0.0150 0.00410 0.0068 000193 4394 1.6465
Untreated 20 198 0585° 100 0293 149 0.439° 11.75° 3.440 2.34 0688 0.61 0181 0.408 0.1202 0.135 0.0395 0.974 0.2885 0.0785 0.02308 0.0209° 0.00608 6.331  1.8565
0.06 0.055 0.12 002 016 0.045 178 0351 0.20 0.070 0.11 0.030 0.135 0.0412 0.041 0.0109 0.449 0.1331 0.0140 0.00409 0.0070 0.00174 1126 0.2925
(Male)® 10216 0374 156 0270 191 0331 1971 3.409 357 0618 08 0.144 0440 00765 3.314 0.5758 1313  0.2294 0.0585 0.01013 0.0158 0.00273  9.457 1.63%
Control 00 0.026 013 0017 018 0032 181 0221 020 0038 013 0.017 0.134 0.0240 0213 0.0579 0.172 0.0451 0.0148 000257 0.0026 0.00038  1.464 0.2104
500 16 2,11 0376 148 0262 2.07 0.366° 19.04 3.348  3.62 0.643 1.21 0.213 0 754°* 0.1337** 3.299 0.5882 1 058** 0.1873* 0.0714* 0.01261° 0.0141 0 00250 14.374** 25635
009 0.03 017 0025 024 0038 299 0224 034 0056 099 0.170 009 0015 0307 0.0770 0.143 0.0215 0.0119 0.00150 0.0023 0.00030 1.699 0.3882
(Female)® 10 199 0.631 095 0298 1.51 0475 10.78 3390 234 0.739 0.5 0186 0482 0152 0155 0.0490 1.149  0.3605 0.0877 0.02782 0.0216 0.00686 6.282 1 9840
Control 0.07 0052 013 0020 013 0.026 147 0219 022 0.04 008 0.022 0.193 00599 0.046 0.0133 0.470 0.1363 0.0127 0.00418 0.0037 0.00124 0.722 0.18%8
500 102,00 0634 095 0301 153 0487 1169 3.652° 249 0.784 0,65 0.204 0.411 01309 0148 0.0474 0.960 03074 0.0833 0 02647 0.0208 0.00638 11.408** 3.5996"
010 0083 011 0.035 010 0060 207 0292 031 0.07 0.14 0033 0157 00542 0038 0.014 0234 0.081 0.0140 000556 0.0043 0.00122 2.1l 06365
For each determination, the upper figures correspond to the mean value and the lower figures to the standard deviation.

Significantly different from control
a) . (organ weight/body weight) x 100
b) : After a 4-week recovery period.

* 1 P<0.05, ** :P<0.01
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Table 25.

Gross findings in male and female rats treated orally with ME1207 for 26 weeks

Group Control

3lmg/kg 63mg/kg 125mg/kg 250mg/kg 500mg/kg Untreated

No. of animals 20

20 20 20 20 19% 20

Organs and findings Grade 1 2 3

2312312312 3123123

(Male)
Lung : Partial calnification

Large Intestine : Cecum distention - - -
Liver : Diaphragmatic hernia

Heart : Whitish pericardium - - -

Other : Abscess in the inguinal region - - - -

* Yellowish nodule in the adipose tissue

(Female)
Large intestine : cecum distention - - -
Small intestine : Ileum distention

Heart : Whitish pericardium

Spleen : Whitish covering capsule - - =
. Brebs on covering capsule

Lymph nodes and bone marrow

Uterus : Fluid retention -1 - -

Arabic numerals represent the number of animals in each grade.

Grade : — . negative,1 . slight,2 . moderate,3 . severe

a): Dead animal (No.129) Esophagus : hemorrhage (moderate) .

Large intestine . cecum distention (moderate). other :

hydrothorax (severe) and test substance retention in the thoracic cavity (moderate) .

No abnormalities were observed in other organs and tissues of animals that survived.

m. =* =3
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/0 BIBEE N, %mmmﬁc%ﬁﬁn:c:é&%%%f
YEEICIZIZERE 2 N s B AKS L TLET
BRH LN T, —MBE ML UEHRTH ME 1207 i3
ME 1206 N5ty e # Mt 2 R T T RIZ S L 1L
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Table 26. Microscopic findings in male and female rats treated orally with ME1207 for 26 weeks

Group Control 3lmg/kg 63mg/kg 125mg/kg 250mg/kg 500mg/kg Untreated
No. of animals 20 20 20 20 20 19% 20
Organs and findings Grade 12312312312 3123122131723
(Male)
Lung . Appearance of foam cells I - --—-—-"=-"=-=-1-=-2-=--=-=- == - =
. Eosinophils infiltration around bronchus 1 - --—-—-2---—--1--1--1 - =
. Appearance of giant cells - - -—-—-1---=--1--=-3-=-1 - -
Pancreas . Atrophy of acinar cells accompanied with— 1 — = - - - — — — — — — — — — — — 2 — —

lymphocytes infiltration and fibroblasts
appearance

Heart  Fibroblasts appearance and lymphocytes 2 — - 2 — - - - -1 — -1 — -1 — — — — -
infiltration (occasionaly accompanied with
neutrophils and eosinophlis infiltration)
. Edematous hypertrophy of pericardium ac-— — - — — — — — — - - =1-=-=-=-=-=-
companied with fibroblasts appearance

Kidneys : Hyalin cast formation 1 - - - - - - - - - - - - = = = = - - - -
. Atrophy of tubular epithelial cells 2 - = = = = 1 - -1 -=--=- - = 1 - -3 - -
. Regeneration of tubular epithelial cells 1 - - - - = = = — 1 — — 1 = — — — — — — -~

(occasionaly accompanied with lymphocy-
tes and histiocytes infiltration)

. Abscess formation 00— = = — = - - - - - - - - - = - =2 - -
Abscess in the inguinal region 00— — — — — e
Proliferation of adipose tissue accompanied with fir - - - - - - - = - — — — — — 1 — — — — — —

broblasts appearance

(Female)
Thymus : Gland like structure formation -—- =2 -=-=--=-2-—=1-=-=-= === =
Lung . Appearance of foam cells - - - - - - - =1 -==-=- == - = = - -
. Eosinophils infiltration around bronchus --——-1-—-—-=-=-1-=-=-=- - - - = = - -
Large intestine : granuloma formation on serosa -1 --=--=-=-=-=-=- - - - = - - - - - -
Heart ' Edematous hypertrophy of pericardium ac-— - — = = - — — — = 1 — — — — — — — — — -
companied with fibroblasts appearance
. Fibroblasts appearance and lymphocytes — — — — — — 1 — — — — — — — — — — — — — —
infiltration
Spleen : Edematous hypertrophy of covering cap-— - - - 1 — -1 - = — — — — — — — — — — —

sule accompanied with fibroblasts appear-
ance and lymphocytes infiltration
. Acidphilic fine nodule on covering capsule — — — — — - - - - - =-=-=-=-1- = - ==

Kidneys : Hyalin cast formation (occasionaly acc— 1 — — — = = — — — — — ] — — — — — 1 — —
companied with lymphocytes and his-
tiocytes infiltration and fibroblasts apear-
ance)

Uterus : Dilatation of lumen -1 - - = - - - - =1 -=-1-=-1=-==-

Arabic numerals represent the number of animals in each grade.

Grade . — . negative, 1; slight, 2 ; moderate, 3 ; severe

a) ! Dead animal (No.129) Thymus : involution (severe), Lung : pneumonia (severe), Esophagus : fragmentation of
wall, hemorrhage, fibroblasts appearance and lymphocytes infiltration (severe), Liver : congestion (slight),
Heart : fibroblasts appearance and lymphocytes infiltration (slight) .

No abnormalities were observed in other organs and tissues of animals that survived.



VOL. 40 S§—2

ME 1207 D/ ¥ % R v 72 e R B

183

Table 27. Gross and microscopic findings in male and female rats treated orally with ME1207 for 26 weeks followed

by a 4-week withdrawal of the drug

Male Female
Group Control 500mg/kg  Control 500mg/kg
No. of animals 10 10 10 10
Organs and findings Grade 2 2 1 2 2
Gross findings | Large intestine : Cecum distention - - - - 3

Spleen

. Hypertrophy

Microscopic findings

Thymus

- Gland like structure formation

Lung : Eosinophils infiltration around bron-
chus

Pancreas . Hyperplasia of pancreatic duct

Heart . Fibroblasts appearance and
lymphocytes infiltration

Spleen > Nodular proliferation of reticuloen-

dothelial cells

Lymph nodes and

bone marrow

Kidneys

. Hyalin cast formation (occasionary

accompanied with lymphocytes and
histiocytes infiltration and fibroblasts

appearance)

. Atrophy of tubular epithelial cells 1 - - - - - - - = =

Arabic numerals represent the number of animals in each grade.

Grade : — ; negative, 1. slight, 2 . moderate, 3, severe

No abnormalities were observed in other organs and tissues of animals that survived.

BOHLNTE LT, MBER~OFZEIL [N L WS
N5 372, ENT v F 272 RBRTL CFTM-PI
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TOXICITY STUDIES OF ME1207, A NEW ORAL CEPHEM ANTIBIOTIC
I. ACUTE TOXICITY STUDY OF ME1207 IN MICE AND RATS, AND
SUBACUTE AND CHRONIC TOXICITY STUDIES OF ME1207 IN RATS

Tetsutaro Niizato, Masatoshi Onishi, Chanhee Park,
Hiroyasu Hayasaka, Akira Shiraishi, Naoko Matsushita,
Noriko Wakikawa, Shoji Nishiyama, Shinichi Nishida,
Masataka Fujita

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

Acute toxicity in mice and rats, and subacute and chronic toxicity in rats of ME1207 an oral
cephem antibiotic, were investigated. Acute toxicity of ME1206, an active metabolite of ME1207, in
mice and rats, and subacute toxicity of ME1206 in rats were also investigated. ME1207 was adminis-
tered orally at doses of 125, 250, 500 and 1000mg/kg for 4 weeks in the subacute toxicity study and
at doses of 31, 63, 125 and 500mg/kg for 26 weeks in the chronic toxicity study. ME1206 was adminis-
tered intravenously at doses of 31, 125 and 500mg/kg for 4 weeks.

In the acute toxicity study, no deaths occured in adult mice, or in adult and infant rats treated orally
with ME1207 at a dose of 5000mg/kg. Single intravenous administration of ME1206 to adult mice and
rats at a dose of 3000mg/kg and single intraperitoneal administration of ME1206 to infant rats at a
dose of 2000mg/kg caused no deaths either. In the repeated dose studies of ME1207, slightly increased
GOT and GPT, transiently increased RBC in urine sediment, and an increase in the kidney weights
was observed, but abnormal microscopic findings were not observed even in high dose groups. In the
repeated dose study of ME1206, slightly abnormal microscopic findings of the kidney were observed
in the highest dose group.

The results suggest that the acute toxicity of ME1207 in mice and rats is low, and the no-effect dose
level of ME1207 in rats is 250mg/kg in the subacute and chronic toxicity studies and that of ME1206
in rats is 125mg/kg in the subacute toxicity study. The results also indicate that ME1207 affects the
kidney and liver when administered repeatedly for long periods at high dose levels.



