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Fig. 1. Changes in body weight of rat dams
treated orally with ME1207 from day 17 of
pregnancy to day 20 after delivery.
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Table 1. Organ weights after weaning in rat dams treated orally with ME1207
from day 17 of pregnancy to day 20 after delivery
Observation Control ME1207 (mg/kg/day)
(0.19%CMC) 90 250 750
No. of animals 24 24 23 23
Final body weight(g) 319.3 +21.7 318.8 +20.5 324.3 +27.2 3434 +234**
Brain(g) 180+ 0.12¢ 1.83+ 0.10 1.80+ 0.07 1.82+ 0.08
0.56+ 0.05” 0.58+ 0.05 0.56+ 0.05 0.53+ 0.04**
Heart(g) 1.11+ 0.07 1.09+ 0.10 1.09+ 0.09 1.11+ 0.09
0.35+ 0.02 0.34+ 0.03 0.34+ 0.03 0.32+ 0.02**
Lung(g) 128+ 0.10 1.27+ 0.09 130+ 0.10 129+ 0.10
0.40+ 0.03 0.40+ 0.03 0.40+ 0.04 0.38+ 0.03**
Liver(g) 14.53+ 1.56 14.08+ 1.34 14.59+ 1.31 1455+ 1.23
4.55+ 0.40 442+ 0.35 451+ 0.33 424+ 0.19**
Kidneys(g) 2.09+ 0.17 2.20+ 0.22 2.33+ 0.19"* 2.38+ 0.17**
0.66 + 0.06 0.69+ 0.06 0.72+ 0.07** 0.69+ 0.06*
Spleen(g) 0.57+ 0.08 0.58+ 0.08 0.60+ 0.06 0.59+ 0.08
0.18+ 0.02 0.18+ 0.02 0.18+ 0.02 0.17+ 0.02
Thymus(g) 0.27+ 0.04 0.22+ 0.08* 0.23+ 0.07* 0.26+ 0.06
0.08+ 0.01 0.07+ 0.02* 0.07+ 0.02** 0.08+ 0.02
Adrenals(mg) 700 + 9.8 795 +11.8** 86.6 +14.3** 789 + 89**
220 £ 35 25.0 + 4.1** 271 + 6.1°* 23.0 £ 3.0
Ovaries(mg) 102.0 +£14.1 94.5 +14.9 97.8 +£17.8 100.2 +12.3
320 + 35 298 + 52 302 + 4.7 29.1 + 3.7**
Uterus(g) 0.43+ 0.07 0.43+ 0.12 045+ 0.12 047+ 0.10
0.14+ 0.02 0.14+ 0.04 0.14+ 0.04 0.14+ 0.03

Each value represents Mean+SD

a) Absolute weight

b? Relative weight (g or mg per 100g body weight)
Significantly different from control * :

P < 0.05, **:

P < 0.01
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Table 2. Postnatal development of offspring(F,) from rat dams treated orally
with ME1207 from day 17 of pregnancy to day 20 after delivery
) Control ME1207 (mg/kg/day)
Observation (0.1%CMC) % 250 -
No. of delivery(%)® 24(100) 24(100) 24(100) 23(100)
Gestation period(days)
Mean+SD 22.1+0.3 22.0+0.4 22.1+0.2 222403
No. of implantations
Total 366 366 366 354
Mean+SD 15.3+1.8 15.3+2.3 153+1.3 154+15
No. of offspring
Live offspring Total 345 335 337 330
Mean+SD 144+18 14.0+2.6 14.0£15 143+23
Stillbirth 4 3 5 6
Sex ratio(Male/Female)
Total 178/167 178/157 187/150 185/145
Rate of birth(%)?” 345/366 335/366 337/366 330/354
(94.3) (91.5) (92.1) (93.2)
Body weight of live offspring(g)
(At birth)
Male Mean+SD 6.44+0.34 6.28+0.53 6.34+0.32 6.24 +0.42
Female 6.14+0.35 5.96+0.48 6.03+0.29 5.93+0.40
No. of live offspring
Postpartum day 49
Male 178 174 179 181
Female 166 155 142 142
Rate of surviving
Male 178/178 174/178 179/179 181/185
(%)? (100) (97.8) (100) 97.8)
Female 166/167 155/157 142/144 142/145
(%)? (99.4) (98.7) (98.6) 97.9)
Rate of weaning
Male 96/97 93/94 94/95 93/93
(%) (99.0) (98.9) (98.9) (100)
Female 94/95 94/94 88/89 89/89
(%) (98.9) (100) (98.9) (100)

a) (No. of delivery/No. of pregnant animals) x 100
b) (No. of live offspring/No. of implantations) x 100
¢) Pre. regulation

d) (No. of pre. regulated live offspring at postpartum day 4/No. of live offspring at birth) x 100
e) (No. of live offspring at postpartum day 21/No. of regulated live offspring at postpartum day 4) x 100

HEEEEI N2, 250 mg/kg LU EDBEIC BEIZA LN
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H Rl btz Ay, HRABIMES 5 i3t o BT &
RW12EALTH - 72 (Table 4),
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BEUCEH B E 4, 5RITOESICHLHRBD LN
A, Wi, HEMBEEE RSB Th- 72,

JEI RIS OV TT» 2RO 88 - Mo WK
BETIE, BREZALNLh 572, B, 90 mg/kg B
THEBIHO 1 Bl BB S L2 AVERS (REREE) 1,
REHIE AR AR R, ABE (ABEEARGICHE
R R OB - 2 ABENORE) LEH LN
SAMBNBEERAE TIE, HWOHNERTI
mg/kg BEONl, MM O E LAY, HNERT
90 mg/kg BED M2 BN & K F IS Y, HEBHHIO
#axd 4% T 90 mg/ kg BEO M, B, FEBE, R B UOREB
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Table 3. Physical development of offspring(F,) from rat dams treated orally
with ME1207 from day 17 of pregnancy to day 20 after delivery
Observation Control ME1207 (mg/kg/day)
(0.1%CMC) 90 250 750
Postnatal development
Separation of auricles(%) 100 100 100 100
(Day 4) [344/344] [329/329) (321/321] (323/323]
Eruption of upper incisors(%) 84.9 82.4 86.4 84.6
(Day 12) [163/192] [155/188) [159/184] [154/182]
Emergence of abdominal hair(%) 100 100 100 100
(Day 14) [192/192] [188/188] [184/184) (182/182]
Separation of eyelids(%) 84.9 88.8 89.1 75.3
(Day 14) [163/192) [167/188] [164/184] [137/182]
Descent of testes(%) 16.7 16.7 17.4 283
(Day 21) [ 8/ 48] [ 8/ 48] [ 8/ 46] [ 13/ 46]
Opening of vagina(%) 81.3 77.1 78.3 84.8
(Day 35) [ 39/ 48] [ 37/ 48] [ 36/ 46) [ 39/ 46]

[ / ]: No. of offsprings reached criterion / No. of offsprings examined

500r
1— Omg/kg
4004 2------ 90mg/kg
3—-—-250mg/kg
C 4-~--750mg/kg
=300
%0
S i
z :
3 200
o
jas}
100- Y
0 47 14 21 28 35 42 49 56 63 70

Age(Days old)

Fig. 3. Changes in body weight of male off-
spring (F,) from rat dams treated orally
with ME1207 from day 17 of pregnancy to
day 20 after delivery.
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Fig. 4. Changes in body weight of female
offspring (F,) from rat dams treated orally
with ME1207 from day 17 of pregnancy to
day 20 after delivery.

WY, MM EE T 90 mg/kg BEOREIZ 880, 750 mg
/kg BEO.LRICIRA D ZFNFNEED L2y, T
L REAEBEE S B W 3 L OHI B s o) Sl & K
CEALTH 72 (Tables5,6).

8 M WO IE SR 23 E - HIRE O WIERBRZR T3, HESh
W TR IREEC AR ORE BB KA 1 BIBZE S 7z,
ME 1207 $% 5-BHC BRI 1B LA LN T » 72, 838
RO E ERIE T3, Bt E & T 90 mg/
kg BEOFS 8 1 750 mg/ kg BRIz i, AN E &
T 90 mg/kg BED R, LMK U 250 mg/kg BEDOMIRIC
BNAF N F NS STz, MEE T3 E R T 90
mg/kg BEO.LE, R, B, WX, 250 mg/kg o
B g M UF 750 mg/ kg BEDBF BRI # 1L £ sgin & 250
mg/kg BEOEI B2, X E R T9I0mg/kg BN
B, 250 mg/kg BENR K& ORI, 750 mg/kg BN K
Uitz # L F Ui & 250 mg/ kg BEO Mg i ¥n»+
sz, I L BARMEBIMS BV TG R UHE
MNEROIBEEE K72 LNDTH -7 (Tables7,8),

MR E T, BEMEELCERREEDO T
S L ATHREE Y RIS B OMICERIIZD LN LD
72,

QMo EE T REED 3T — L 250 K& 750
mg/kg BED & 2 XT —IZKRHIHER I N e 2 o 1205,
AL ME 1207 &8O RFICERIIEH L 1L
whotz, KRHEOH B, WHE, 90 KU 250 mg/kg
BNK 161 & 750 mg/kg BED 4 BIHAME & 7 - 72905,
ME 1207 &85 () BEFICIIAREE L ORIz 2R
lZALNTh -T2, KBDA LN h - 72 MEBEE, 250
KX 750 mg/kg BED ET —I2 DWW TS, HEFHYIL 8
WLEMERH Y &, B FIEEN OBRIC EIGRE R S 72
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Table 4. Open field test upon offspring(F,) from rat dams treated orally
with ME1207 from day 17 of pregnancy to day 20 after delivery
) Control MEI1207 (mg/kg/day)
Observation (0.19%CMC) ” 250 P
No. of offspring examined
Male 24 24 23 23
Female 24 24 23 23
Ambulation Male 57.6+22.9 44.4+17.7* 53.3+18.9 60.6+22.0
Female 62.9+13.9 55.2+24.8 60.7+26.7 57.5+17.8
Rearing Male 10.3+ 5.5 6.5+ 3.5** 8.0+ 35 76+ 2.8*
Female 7.7+ 32 6.0+ 3.4 8.4+ 4.2 69+ 2.7
Preening Male 05+ 0.8 04+ 07 05+ 08 04+ 07
Female 0.2+ 0.5 0.3+ 0.5 0.2+ 04 0.3+ 0.5
Grooming Male 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
Female 0.0+ 0.0 0.0+ 0.0 0.0+ 0.2 0.0+ 0.0
Defecation Male 12+ 1.1 22+ 1.4** 1.7+ 15 24+ 15**
Female 08+ 1.1 08+ 1.2 1.1+ 15 1.3+ 1.3
Urination Male 03+ 0.5 05+ 1.0 0.4+ 0.6 04+ 07
Female 04+ 0.6 0.3+ 0.9 02+ 04 0.3+ 0.7
Latency time Male 154+ 95 18.7+129 2354352 20.4+22.0
(second) Female 16.7+13.3 25.5+35.3 16.0+11.1 23.0+194
Each value represents Mean +SD
Significantly different from control *: P < 0.05, **: P < 0.01
Table 5. Organ weights of male offspring(3 weeks old, F,) from rat dams treated
orally with ME1207 from day 17 of pregnancy to day 20 after delivery
b . Control MEI1207 (mg/kg/day)
Observation (0.19%CMC) % P p—
No. of animals 24 23 23 23
Final body weight(g) 58.0 +44 53.8 +5.3** 56.5 +3.9 59.4 +49
Brain(g) 1.45+0.05% 1.4340.05 1.44£0.03 1.44+0.05
2.52+0.18” 2.68+0.22** 2.57+0.17 2.44+0.17
Heart(g) 0.30+0.03 0.29+0.03 0.29+0.02 0.30+£0.03
0.52+0.03 0.54 +0.04 0.51+0.03 0.51+0.03
Lung(g) 0.51+0.04 0.48+0.05* 0.50+0.03 0.52+0.06
0.88+0.06 0.89+0.07 0.89+0.06 0.87+0.10
Liver(g) 2.23+0.23 2.0940.30 2.14+0.21 2.28+0.30
3.84+0.20 3.88+0.30 3.79+0.23 3.84+0.25
Kidneys(g) 0.61+0.05 0.58+0.07 0.60+0.06 0.63+0.08
1.06 +0.04 1.074+0.07 1.06 +0.06 1.06 £0.07
Spleen(g) 0.25+0.04 0.22+0.06* 0.24+0.04 0.24+0.04
0.43+0.05 0.4040.08 0.42+0.04 0.41+0.05
Thymus(g) 0.23+0.02 0.21+0.04 0.22+0.03 0.23+0.03
0.39+0.02 0.39+0.07 0.39+0.05 0.39+0.04
Adrenals(mg) 16.6 +3.3 15.7 +3.3 16.3 +2.0 16.2 £2.3
285 +4.2 29.0 +4.38 29.0 +3.8 27.1 +32
Testes(g) 0.25+0.03 0.23+0.03 0.25+0.03 0.26+0.03
0.43+0.04 0.4340.04 0.43+0.03 0.43+0.03
Epididymides(g) 0.05+0.01 0.04+0.01** 0.04+0.01 0.05+0.01
0.08+0.02 0.07+0.01* 0.08+0.01 0.08+0.01
Each value represents Mean +SD
a) Absolute weight
b) Relative weight (g or mg per 100g body weight)
Significantly different from control *: P < 0.05, **: P < 0.01
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Table 6. Organ weights of female offspring(3 weeks old, F,) from rat dams treated
orally with ME1207 from day 17 of pregnancy to day 20 after delivery
Observation Control ME1207 (mg/kg/day)
(0.1%CMC) 90 250 750
No. of animals 24 23 22 22
Final body weight(g) 54.8 +4.5 50.5 +4.3** 55.5 +4.2 55.5 +4.0
Brain(g) 1.41+0.052 1.38+0.05* 1.41+0.05 1.40+0.04
2.59+£0.20” 2.75+0.20* 2.56+0.22 2.54+0.19
Heart(g) 0.29+0.03 0.27+0.03 0.28+0.03 0.27+0.03
0.52+0.04 0.53+0.04 0.5140.03 0.49+0.03**
Lung(g) 0.49+0.04 0.44+0.04** 0.48+0.03 0.48+0.05
0.89+0.05 0.88+0.06 0.86+0.05 0.86+0.09
Liver(g) 2.12+0.25 1.97+0.22* 2.12+0.23 2.16+0.19
3.87+0.22 3.90+0.28 3.82+0.21 3.89+0.20
Kidneys(g) 0.61-+0.06 0.56+0.06* 0.62+0.06 0.61+0.06
1.12+0.07 1.114+0.08 1.11+0.08 1.09+0.07
Spleen(g) 0.23+0.04 0.20+0.03** 0.23+0.04 0.23+0.04
0.42+0.06 0.39+0.06 0.41+0.05 0.41+0.06
Thymus(g) 0.23+0.04 0.21+0.03 0.23+0.04 0.24£0.03
0.41+0.05 0.42+0.05 0.42+0.06 0.4240.06
Adrenals(mg) 16.7 +4.4 147 =25 152 +2.6 155 +£2.5
303 +74 288 +4.5 27.3 £5.0 278 +4.2
Ovaries(mg) 135 +3.5 132 £33 14.0 +2.2 14.0 +24
245 +53 26.2 +6.7 251 +39 25.0 +4.3
Uterus(g) 0.03+0.01 0.03+0.01 0.03+0.01 0.03+0.01
0.06 +0.02 0.06 +0.02 0.05+0.01 0.05+0.02
Each value represents Mean +SD
a) Absolute weight
b) Relative weight (g or mg per 100g body weight)
Significantly different from control * : P < 0.05, **: P < 0.01
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Table 7. Organ weights of male offspring(8 weeks old, F,) from rat dams treated
orally with ME1207 from day 17 of pregnancy to day 20 after delivery
Observation Control MEL207 (me/kg/day)
(0.19%CMC) 90 250 750
No. of animals 24 24 23 23
Final body weight(g) 3515 +27.3 3356 +26.0* 340.8 +26.0 346.3 +283
Brain(g) 1.89+0.092 1.89+0.12 1.89+0.09 1.91+0.09
0.54+0.04” 0.57+0.05* 0.56 +0.05 0.55+0.04
Heart(g) 1.19+0.11 1.19+0.10 1.18+0.09 1.20+0.11
0.34£0.02 0.36+0.02* 0.35+0.02 0.35+0.03
Lung(g) 1.44+0.10 1.42+0.15 1.36+0.17 1.36+0.12*
0.41+0.03 0.43+0.05 0.40+0.05 0.40+0.04
Liver(g) 15.42+1.51 14.86 +1.55 14.65+1.30 15.26 +£1.72
4.39+0.26 4.43+0.28 4.30+0.19 4.40+0.25
Kidneys(g) 2.51+0.23 2.51+0.22 2.47+0.23 2.52+0.27
0.72+0.06 0.75+0.06 0.73+0.05 0.73+0.05
Spleen(g) 0.73+0.12 0.71+0.09 0.75+0.10 0.75+0.11
0.21+0.03 0.21+0.02 0.2240.03 0.22+0.03
Thymus(g) 0.68+0.13 0.72+0.18 0.72+0.09 0.67£0.10
0.19+0.04 0.21+0.05 0.21+0.03* 0.19+0.03
Adrenals(mg) 50.2 +6.3 486 +9.0 48.1 +8.6 475 +6.2
143 1.6 145 +26 142 +2.3 13.8 +2.0
Testes(g) 2.97+0.37 2.77+0.22* 2.88+0.23 2.90+0.26
0.85+0.10 0.83+0.06 0.85+0.07 0.84+0.07
Epididymides(g) 0.62+0.08 0.62+0.08 0.62+0.10 0.65+0.10
0.18+0.03 0.19+0.02 0.18+0.03 0.19+0.02

Each value represents Mean+SD

a) Absolute weight

b) Relative weight (g or mg per 100g body weight)
Significantly different from control * : P < 0.05
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Table 8. Organ weights of female offspring(8 weeks old, F,) from rat dams treated
orally with ME1207 from day 17 of pregnancy to day 20 after delivery
Observation Control ME1207 (mg/kg/day)
(0.195CMC) 90 250 750
No. of animals 24 24 23 23
Final body weight(g) 2116 +13.3 2246 +15.3** 2172 +18.9 2214 +155*
Brain(g) 1.80+ 0.082 1.77+ 0.09 1.79+ 0.07 1.78+ 0.08
0.85+ 0.06” 0.79+ 0.06°* 0.83+ 0.07 0.81+ 0.06*
Heart(g) 0.78+ 0.05 0.83+ 0.08** 0.81+ 0.07 0.81+ 0.07
0.37+ 0.03 0.37+ 0.03 0.37+ 0.03 0.36+ 0.02
Lung(g) 1.07+ 0.09 1.10+ 0.13 1.04+ 0.12 1.03+ 0.09
051+ 0.04 0.49+ 0.05 0.48+ 0.04* 047+ 0.03**
Liver(g) 8.85+ 0.85 9.51+ 0.99* 9.14+ 1.34 9.43+ 0.92*
419+ 0.37 423+ 0.32 420+ 0.37 426+ 0.24
Kidneys(g) 1.58+ 0.11 1.70+ 0.13** 1.63+ 0.19 1.66+ 0.14
0.75+ 0.06 0.76 + 0.05 0.75+ 0.05 0.75+ 0.05
Spleen(g) 0.47+ 0.06 0.48+ 0.06 0.50+ 0.09 0.49+ 0.07
0.22+ 0.02 0.22+ 0.03 0.23+ 0.03 0.22+ 0.03
Thymus(g) 0.53+ 0.11 0.59+ 0.11* 0.61+ 0.14* 0.56+ 0.10
0.25+ 0.05 0.27+ 0.05 0.28+ 0.05* 0.25+ 0.04
Adrenals(mg) 594 + 54 579 +11.1 542 + 9.9 58.0 +10.6
282 + 3.1 26.0 + 5.6 251 + 4.5** 262 + 5.0
Ovaries(mg) 825 +114 86.2 +18.1 823 +16.7 826 +17.3
392 + 6.3 385 + 87 380 + 7.1 374 + 83
Uterus(g) 0.40+0.10 0.41+ 0.10 040+ 0.11 0.37+ 0.07
0.19+0.05 0.19+ 0.05 0.18+ 0.06 0.17+ 0.03
Each value represents Mean +SD
a) Absolute weight
b) Relative weight (g or mg per 100g body weight)
Significantly different from control * : P < 0.05, **: P < 0.01
Table 9. Reproductive performance by offspring(F,) from rat dams treated
orally with ME1207 from day 17 of pregnancy to day 20 after delivery
) Control MEI1207 (mg/kg/day)
Observation (0.19CMC) ” P P
Ist mating (14 days)
No. of pairs 24 24 23 23
Copulation index(%)® 21/24(87.5) 24/24(100) 21/23(91.3) 21/23(91.3)
Fertility and pregnancy
index(%)"” 20/21(95.2) 23/24(95.8) 20/21(95.2) 17/21(81.0)
2nd mating(7 days)
No. of males® 3 — 2 2
No. of females® 3 — 2
Copulation index?
Male 2/3 - 2/2 1/2
Female 2/3 1/2 2/2
Fertility index? 2/2 2/2 0/1
Pregnancy index” 2/2 1/1 2/2

a) (No. of copulated pairs / No. of cohabitated pairs)x 100
b) (No. of pregnant pairs / No. of copulated pairs) x 100

¢) Animals failing to copulate at 1st mating

d) No. of copulated animals / No. of cohabitated animals
€) No. of impregnated animals / No. of copulated animals
f) No. of pregnant animals / No. of copulated animals
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Table 10. Findings at caesarean section of female offspring(F,) from rat dams treated
orally with ME1207 from day 17 of pregnancy to day 20 after delivery
] Control MEI1207 (mg/kg/day)
Observation (0.19%CMC) % 250 750
No. of pregnant animals 22 23 21 19
No. of corpora lutea
Total 323 347 317 285
Mean+SD 14.7+19 15.1+1.9 15115 15.0+2.2
No. of implantations
Total(%)® 312(96.6) 328(94.5) 311(98.1) 275(96.5)
Mean +SD 14.2+2.0 14.3+1.3 14.8+15 14.5+20
No. of resorptions(%)® 17 (5.4) 18 (5.5) 16 (5.1 6 (2.2
Implantation remnants 0 (0.0) 5 (1.5) 0 (0.0) 0 (0.0
Placental remnants 14 (4.5) 12 (3.7) 15 (4.8 6 (2.2)
Early macerated fetuses 3 (1.0) 1 (0.3) 1 (0.3) 0 (0.0
No. of live fetuses
Total 295 310 295 269
Mean+SD 13.4+1.8 135+1.3 14.0+1.6 14.2+23

Early resorption ! Implantation remnant and placental remnant

Late resorption . Early macerated fetus
a) (No. of implantations / No. of corpora lutea) x 100
b) (No. of resorptions / No. of implantations) x 100
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Fig. 5. Changes in body weight of female
offspring (F,) from rat dams treated orally
with ME1207 from day 17 of pregnancy to
day 20 after delivery.
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TOXICITY STUDIES OF ME 1207, A NEW ORAL CEPHEM ANTIBIOTIC

VI. REPRODUCTIVE AND DEVELOPMENTAL TOXICITY STUDY OF ME 1207 IN RATS
BY ORAL ADMINISTRATION DURING THE PERINATAL AND LACTATION PERIOD

Mitsuharu Hattori", Shigemi Inoue”, Taku Katano”,
Ichirou Tachibana®, Kouichi Isowa", Yoshio Komai”,
Minako Ito?, Isao Kosugi? Masataka Fujita?
UGifu Research Laboratory, The Center of Japan Biological Chemistry Co., Ltd.

52-Fukue, Kaizu-cho, Kaizu-gun, Gifu 503-06, Japan
»Pharmaceutical Research Center, Meiji Seika Kaisha, Ltd.

Peri- and postnatal study on ME 1207, an oral antibiotic, was carried out with Sprague-Dawley
rats. ME 1207 at dose levels of 90, 250 and 750 mg/kg/day was administered orally to dams from day
17 of gestation through day 20 of lactation, and its effects on parturition and nursing behavior of
dams and growth development of postnatal offspring were investigated. The reference compound
0.1% CMC was given at 10 ml/kg in the same manner . In dams, soft stools were observed at the dose
of 90 mg/kg and higher. Also decrease in food consumption, increase in water consumption and in
adrenals weight were noted at the dose of 90 mg/kg and higher. Body weight gain, an increase in
food consumption, cecum hypertrophy and an increase in kidneys weight were noted at the dose of
950 mg/kg and higher. But the gestation period, parturition and nursing behavior were normal in
every dose group. ME 1207 did not suppress development of offspring. And there were no changes
in viability, external appearence, differentiation, function of sensory organs, behavior, learning
ability or reproductive performance attributable to the treatment with ME1207. From these results,
no effect dose levels of ME 1207 were 90 mg/kg/day or less for general toxicity in dams and 750 mg
/kg/day for dams’ reproductive performance and for their offspring.



