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Fig. 1. Changes in body weight of rat dams

treated orally with ME1207 from day 7 to
day 17 of pregnancy.
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Fig. 2. Changes in body weight after delivery in

rat dams treated orally with ME1207 from
day 7 to day 17 of pregnancy.

Table 1. Changes in rate of body weight gain of rat dams treated orally with ME1207 from day 7 to day 17 of pregnancy
Control ME1207 (mg/kg/day)
E i tal
xperimenta (0.1%CMC) 125 250 500 1,000
condition
N Mean+SD N Mean+SD N Mean+SD N Mean*SD N Mean+SD
Days of pregnancy 9 39 2.01%2.47 41 0.69+2.31* 38 0.15%£3.09°** 41 -0.06+3.28*" 39 0.03x£2.07*°
11 39 5.66+3.13 41 6.22+2.78 38 3.75%+3.73* 41 4.86+4.22 39 5.00%3.02
13 39 9.92+3.53 41 9.88+3.01 38 8.86%3.14 41 8.53+4.85 39 8.67+3.34
15 39 14.66+4.98 41 14.38+3.77 38 12.56+4.01° 41 12.54+5.46 39 12.94+3.57
18 39 27.87+4.92 41 26.81+4.62 38 25.22+4.49° 41 23.85+5.73*" 39 25.12£4.04*°
20 39 40.11%5.39 4] 38.04%5.76 38 38.02+5.99 41 36.65+6.84° 39 37.754.67°

Each value shows mean + SD of rate of body weight gain (%)

Significantly different from control * : P<0.05, **: P<0.01
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Fig. 3. Changes in food consumption of rat
dams treated orally with ME1207 from day
7 to day 17 of pregnancy.
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Fig. 4. Changes in food consumption after deliv-
ery in rat dams treated orally with ME1207
from day 7 to day 17 of pregnancy.

Table 2. Organ weights after weaning in rat dams treated orally with ME1207 from day 7 to day 17 of pregnancy

Control ME1207 (mg/kg/day)
Observation (0.1%CMC) 125 250 500 1,000
N Mean = SD N Mean = SD N Mean £ SD N Mean + SD N Mean = SD
Body Weight (g) | 12 300.8 *+18.06 12 289.2 +20.30 12 286.8 +17.82 12 291.8 +16.37 12 285.8 +£19.04
Organ weight (g)
Brain 1.80 + 0.130 1.85 £ 0.109 1.78 = 0.152 1.80 + 0.153 1.69 = 0.240
Thymus 0.29 £ 0.070 0.30 + 0.086 0.32 £ 0.063 0.32 = 0.060 0.27 £ 0.081
Heart 1.15 £ 0.111 1.17 £ 0.096 1.15 £ 0.097 1.15 + 0.059 1.13 £ 0.080
Lung 1.18 £ 0.136 1.25 = 0.094 1.26 = 0.135 1.28 = 0.12] 1.23 = 0.188
Liver 15.00 £ 1.702 14.17 £ 1.154 14.75 £ 1.591 14.97 £ 2.007 15.26 + 1.937
Spleen 0.60 = 0.083 0.63 £ 0.059 0.61 + 0.085 0.64 £ 0.099 0.63 = 0.108
Kidneys 2.46 + 0.158 2.46 = 0.203 2.46 + 0.181 2.52 + 0.197 2.49 £ 0.170
Adrenals 0.086+ 0.016 0.082+ 0.011 0.086+ 0.021 0.087+ 0.010 0.088+ 0.014
Ovaries 0.17 £ 0.027 0.17 £ 0.029 0.17 £ 0.027 0.17 £ 0.043 0.16 £ 0.029
Uterus 0.46 = 0.085 0.50 = 0.123 0.46 = 0.168 0.49 = 0.061 0.45 = 0.095
Relative weight (%)
Brain 0.60 = 0.052 0.64 = 0.062 0.62 = 0.084 0.62 = 0.059 0.59 = 0.089
Thymus 0.10 £ 0.026 0.11 = 0.032 0.11 + 0.020 0.11 £ 0.022 0.10 £ 0.030
Heart 0.38 + 0.041 0.41 = 0.043 0.40 = 0.036 0.39 £ 0.022 0.40 £ 0.032
Lung 0.39 = 0.042 0.43 = 0.041* 0.44 £ 0.047* 0.44 = 0.046* 0.43 £ 0.071
Liver 5.00 = 0.608 4.90 = 0.321 5.15 = 0.518 5.13 £ 0.648 5.35 = 0.666
Spleen 0.20 = 0.023 0.22 = 0.022 0.21 = 0.025 0.22 + 0.035 0.22 = 0.037
Kidneys 0.82 = 0.051 0.85 = 0.076 0.86 = 0.062 0.86 = 0.055* 0.87 = 0.064*
Adrenals 0.029+ 0.006 0.028% 0.004 0.030% 0.009 0.030%+ 0.004 0.031% 0.005
Ovaries 0.06 = 0.010 0.06 = 0.012 0.06 = 0.011 0.06 = 0.016 0.06 = 0.011
Uterus 0.15 + 0.032 0.18 = 0.046 0.16 = 0.057 0.17 £ 0.019 0.16 = 0.036

Each value of relative weight is indicated in percent of body weight

Significantly different from control * 1 P<0.05
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Table 3. Findings at caesarean section of rat dams treated orally with ME1207 from day 7 to day 17 of pregnancy
) Control ME1207 (mg/kg/day)
Psstvation (0.1%CMC) 125 250 500 1,000
No. of dams 27 29 26 29 26
No. of corpora lutea Mean+SD 441 16.3+2.04 | 451 15.6+1.80 401 15.4+1.84 | 447 15.4%£2.35 |388  14.9+41.4]*
No. of implantations Mean+SD (%)" | 410 15.2x1.62 408 14.1£2.70 373 14.34+2.30 419 14.4+2.20 365 14.0+2.01*
(93.5) (90.9) (92.9) (94.0) (94.1)
No. of dead fetuses or resorptions (%)" | 25 (6.2) 27 (6.6) 22 (5.7 17 (4.4) 11 (2.9
Early and late resorptions (%)% ] 25 (6.2) 27 (6.6 21 (5.4 17 (4.4 11 (2.9
Dead fetuses %" 0 0 1 (0.2) 0 0
No. of live fetuses Mean+SD(%)" | 385 14.3+1.97 381 13.1+2.80 351 13.5+2.18 402 13.9+2.59 354 13.612.00
(93.8) (93.4) (94.3) (95.6) 97.1)
Sex ratio (Male/Female) 1.02  (194/191) 1.07 (197/184) 0.98 (174/177) 0.86 (186/216) 0.86 (164/190)
Body weight (g) ’
Male Mean+=SD 3.8+0.38 3.8x0.23 3.7%0.27 3.6x0.27 3.8+0.24
Female Mean=SD 3.6+0.34 3.610.24 3.5%£0.25 3.5%+0.25 3.5%0.20
External malformations (%)"| 0 12 (0.34) 0 0 0

Significantly different from control * : P<0.05, ** . P<0.01
I Mean of percent values per litter
? | Vestigial tail

ME£1207 5-2
TESTNo 128-p(3
i25 ™% #1% . No 220

Fig. 5. Vestigial tail in a fetus. Fig. 7. Petechiaf hemorrhage 1 fhe telence-
(125mg/kg, ME1207) phalon in a fetus. (control)

Fig. 6. Microphthalmia in a fetus. (1,000mg/kg, e ” —
ME1207) Fig. 8. Testicular hypoplasia in a fetus. (control)
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2. - BRCRIZTRE

EHEEB R UCFEHEREL 1,000 mg/kg B T
HEL NVEETH - 12h, BEEIZIZ TR 5
RLEEIRED LT,

RUUR S BEE TR L, FECTHERIL 250 mg/kg B
T16(0.2%) BH b NT285, TS L RIBESR
NREEOBICERERBDO LN -2, T2, £
EREKE), Mk UCMEORAEEIZSOWT LN
BELOBEICEEEIIBD LN H» -2 (Table 3),

N REIZ 125 mg/ kg BETRBFE A 14 (0.34 %,
Fig. 5) BEE N1/ Th-72 (Table 3), %3,
ZONEEE RIS BRBEICEL 2,

EERRONBBEETIIRE L L ¢, /NRE (Fig.
6) 71,000 mg/kg & 16z, MIRTEINZRE, BEiK
B REWES VB EENHRFI»EBOKEIZE
BEND, WTHORBE () cbBERIEKEL
REGRRD LN -2, £, NREHCKRKD
Ayl (Fig. 7) RUMEEEEA4 (Fig. 8) »&1
fliciBobiie, BREL T, EBEIIKL 250 mg/
kg BABRCEBRTI~3BlIcBBEINRY, FORH
B CINEREOBICARLEREH LN LY
~ 72 (Table 4),

EFRRBOBRBETIIRE L LT, WEEAEH
(Fig.9), B®RME (Fig.10), SBEEROBE T
BHoRIE (Fig. 11) »8BEIN, T2, EREL
T, MoMetRsrBE, MEMERSBE, SEIEEEIEE, WH
SE{GEE, MEMGILRE, MMEAREEBIE, %13

Fig. 9. Asymmetry of sternebrae in a fetus.
(250mg/kg, ME1207)

Fig. 10. Wavy ribs in a fetus.

(250mg / kg,

MEE{GRBER CIELEE, Bic, TRHRG, AY ME1207)
Table 4. Visceral findings in fetuses from rat dams treated orally with ME1207 from day 7 to day 17 of pregnancy
Control ME1207 (mg/kg/day)
Observation (0.1%CMC) 125 250 500 - 1,000
N % N % N % N % N %
Number of dams 27 29 26 29 26
Number of fetuses for visceral observation 120 116 108 125 109
Anomalies
Petechial hemorrhage in the telencephalon 1 (0.9) 0 0 0 0
Microphthalmia 0 0 0 0 1 (1.0
Thymic remnant in the neck 0 2 (1.6) 9 (8.1)* 4 (3.4 3 @27
Dilatation of the renal pelvis 4 (3.0) 3 (2.2) 1 (1.3 2 (1.4 1 (0.8)
Dilatation of the ureter 4 (3.6) 2 (1.6 1 (1.0) 3 (2.0 3 (2.9
Testicular hypoplasia 1 (0.6) 0 0 0 0
Variation
Left umbilical artery (2.4) 1 (0.7 0 2 (2.0 1 (1.0
Combined anomalies 1 (0.7 3 (2.4) 3 2.7 4 (4.3) 2 (1.7

% : Mean of percent values per litter
Significantly different from control * : P<0.05, ** : P<0.01
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HEFIFBEIENLD, “TNRORBRE (FB) i H
BICEKFEL 2B bz bk h - 72 (Table 5),
Btz 2w T, BB {bEeds 500 KU 1,000 mg
Jkg BONBREY TH ) BEL 2L BHNEE T
7z (Table 5),
3. BEYOSBRCHERIC RIZTHE
WEARAAR, HEE, FRHERE, MERHKER), 4
BEAE Rs, AR, E%4 BERBGEE), dhRos
%7, 14 RU 21 HEFHD 5\ IFHEILE, BIB0E
B () ICRERGRINRBREEOBICEEERR
S o7z (Table6), 7z, HEREARRD
KERERNFR TIINTNOBICLEER b 12,
HBEROAEEE I ThORICLBEINEr-
pA
%4 B0REREFRED, S, BT TORER
Fig. 11. Defect of sacrococ- DFELEH D 5 v i3 ARBNIC DT, 250 K UF 500 mg
cygeal vertebrae in a /kg BECEBRBIHE 14, 1,000 mg/kg BETHCH»
fetus. (125mg/ kg, 9B (P18 BlidsarkEsD b DRAKIC S 0 1 HLHHFE
ME1207) ©) 9, THLECHDHRCREERLH -1,
F 72, —BOREB Tl 500 mg/kg BECREBFARDBER
Table 5. Skeletal findings in fetuses from rat dams treated orally with ME1207 from day 7 to day 17 of pregnancy
Control ME1207 (mg/kg/day)
Observation (0.19%CMC) 125 250 500 1,000
N % N % N % N % N %
Number of dams 27 29 26 29 26
Number of fetuses for skeletal observation 265 265 243 277 245
Anomalies
Asymmetry of sternebrae 0 0 1(0.4) 1(0.3) 0
Wavy ribs 0 0 8 (3.7 0 7(2.1
Variations
Separation of thoracic vertebral bodies 0 0 1(0.4) 3(1.0) 0
Separation of lumbar vertebral bodies 0 0 0 0 1(0.4)
Delayed ossification of parietal bone 0 1(0.4) 0 0 0
Delayed ossification of cervical vertebral arches 0 0 1(0.3) 0 0
Delayed ossification of sternebrae 19 (7.6) 24 ( 8.5) 15 ( 6.1) 31 (10.8) 13 (5.2
Delayed ossification of thoracic vertebral bodies 0 1(0.4) 2(0.9 1(0.4) 0
Delayed ossification of 13th rib 0 0 0 0 1(0.4)
Lumbar ribs 0 0 0 0 2 (0.7
Combined anomalies 1(0.4) 0 3(1.2) 2 (0.7 3(1.3)
Combined variations 0 3 (1D 0 6 (2.2 103
Ossification (Mean+SD)
Forelimb (Metacarpi+Proximal phalanges) 4.1+0.74 4.0+0.68 3.8%£0.40 3.9+0.55 4,1£0.55
Hindlimb (Metacarpi+ Proximal phalanges) 4.0£0.02 4.0+0.02 4.0+0.02 4.0+0.02 4.0%0.02
Sacrococcygeal vertebrae 5.7+0.34 5.7+0.27 5.6+0.29 5.44+0.35** | 5.4+0.33*
Number of fetuses with external malformations 0 1 0 0 0
Anomalies
Defect of sacrococcygeal vertebrae 0 1 0 0 0

% - Mean of percent values per litter

Significantly different from control * : P<0.05, **: P<0.01
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Table 6. Postnatal development of offspring (F,) from rat dams treated orally with ME1207 from day 7 to day 17 of pregnancy

. Control ME1207 (mg/kg/day)
Observation
(0.1%CMC) 125 250 500 1.000
Length of pregnancy (days) Mean£SD | 12 2172049 | 12 2182045 | 12 21.9+0.29 | 12 21.7+0.49 | 13 21.8+0.44
No. of pregnant animals 12 12 12 12 13
No. of delivery animals (%) 12 (100.0) 12 (10000 12 100.0 12 (100.0 13 (100.0)
No. of implantations Mean®SD | 178 14.8£2.25 | 177 14.8+1.29 | 178 1484221 | 178 14.8+1.03 | 191 14.7£1.03
No. of offspring at birth Mean+SD | 165 13.822.56 | 166 13.8=1.47 | 170 14.2+2.12 | 167 13.9=0.79 | 178 13.7+1.18
(%" (92.3) 193.8) 95.7) 94.0) (93.3)
No. of survivors at birth Mean=SD | 161 13.4+2.68 | 163 13.6+1.62 | 166 13.8+2.29 | 166 13.8+0.72 | 176 13.5+1.33
(%)Y (90.2) 92.0 (93.3) (93.5 92.2)
No. of offspring at day 4 after birth Mean+SD | 161 13.422.68 | 160 13.3+1.56 | 165 13.8£2.22 | 155 12.9£2.02 | 173 13.3=1.18
(%) " (100.0) (98.3) (99.5) (93.71 (98.5)
Sex ratio (Male/Female) 0.71 167/94) 0.93 (77/83) 0.88 77881 0.68 (63/92) 1.08 190/83)
No. of offspring? Male . Female (%"
4 44.051(100.0) 49 0 47¢100.00 49 47 (100000 | 46 49010000 |32 . 52(100.00
7 44 51(100.0) 49 1 47(100.0) 49 047 110000 | 46 . 49(100.01 |48 . 48(100.00 "
Days after birth 14 44.511100.0) 49, 470100.0) 8% 147 19900 | 457 490 98 K [ 4T 480 99,0
21 44514100 49 471100.01 8047 19900 | 45 490 9881 |47 481 99.01
No. of offspring Male . Female (%)
3 44.51(100.0) 49 . 471100.0! 48 47 1100.00 | 45 - 49(100.00 [ 47 . 48(100.0)
4 44.510100.0) 49 . 470100.0! 480460 98.9) | 45 . 491100.0) |47 . 48(100.0)
5 44 .51¢100.0) 49 1 47(100.0) 48 46 1 98.9) | 45 . 49(100.00 |47 . 48(100.0)
Weeks after birth 6 44051¢100.0) 49 0 471100.01 48 146 1 98.9) | 45 . 49(100.00 |47 . 48(100.0)
7 44 51(100.0) 49 . 47(100.0) 48 146 (98.9) | 45 . 49(100.00 |47 48(100.0)
g 44 . 51(100.0) 49 . 47(100.0 48 46 (98.9) | 45 :49(100.0) |47 . 48t100.0
9 10, 10(100.0) 102 10(100.0) 10 10 (100.00 | 10 :100(100.00 |10 . 10(100.01
10 102 10(100.0) 10 10(100.0) 10 10 (100.00 | 10 :10(100.0)0 {10 .10(100.0)

* Mean of percent values per litter.
. One offspring was lost by cannibalism.

: One offspring was dead.
. Offspring used for reproduction test were retained.

50

40F

"’(’/’Contro] —a—
125mg/Kg -
250mg/kg—-o—-
500mg/kg - - ~---

1.000mg/kg - —a-—

Body weight(g)
s

i 7 14 21
Days after birth
Fig. 12. Changes in body weight of male off-
spring (F,) from rat dams treated orally
with ME1207 from day 7 to day 17 of preg-
nancy.

1 On day 4 after parturition, offspring were culled to eight in principle in each litter.

© All offspring born from one dam were dead becase of water bottle trouble.

50
= 0
=
= 7
$ 30r %" Control —e—
3 125mg/kg ---a--
& 205 250mg/kg—-o—-
500mg/kg-— -
IOJ; 1.000mg/kg —-a--
za . , J
i 7 14 21

Fig.

Days after birth
13. Changes in body weight of female
offspring (F,) from rat dams treated orally
with ME1207 from day 7 to day 17 of preg-
nancy.
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AL BIBRE X NI DI I EE L (G RETY 125mg
Jkg BETHEND 4 14 HICXBBEZ Tl - 7213401213
B E5EOMME E LB OflICEEEIESH LN
% -~ 12 (Figs. 12, 13),

%D FE b, FEATE R SRR T3 &
5 LMBEOBICEEERED LN L2 - 12
(Table 7),

BEFLIE O A RSB CHENE, 250 mg/kg BT 1 B2
HHENIZIZTTHY, BRTRELE I G»r 72, £72,
— MK RE TS IR B B B o> 75 11 5% 250 mg/ kg BEDHE T
2 Bz, HREEH 500 mg/kg BEOBE K U 1,000 mg/kg
BEOMT& 1PICBEINZ T TH -7, KEIZIZ
WEHE D 545 5B TEREBEIC B B AT A58 5 iz b5,

450
4001
= 350¢
£ 300 .
§ 250l Control —e—
= 125mg/kg -t
'g' 200 250mg/kg--o-~
o 150¢ 500mg/kg-----
100f 1.000mg/kg — = —
. . . | | | .
4 5 6 7 8 9 10
Weeks after weaning
Fig. 14. Changes in body weight of male off-
spring (F,) from rat dams treated orally
with ME1207 from day 7 to day 17 of preg-
nancy.
Table 7.

to day 17 of pregnancy

Rk L 2 bizdo S e n - 72 (Figs. 14,
15),

T8 - FHEREIZOWTR, A—T>T74—0F
RKER, v PRy 7 ZRBMOI T+ —F— A4 XK
BoOWFIUC L EBRWERES I L 2R EIILED L
N2 - 72 (Tables 8~10),

1% 8 EOER T, HTIIKBEENIEHETI~TH
1o, WEOKEREZLH 125 mg/kg BET 1 HlIc, ¥
NHEH#EHT 1,000 mg/kg BT 1B, KB & HENK
FEREZAL D R AT 500 X 1F 1,000 mg/kg B TH 16
icEEgER N, T, TR FEKESSEHET2~50
12, KBEHEAY500 M UF 1,000 mg/ kg BET2 R US5H
12, KB & FEKEOHFA 1,000 mg/kg BET 14

300
250}
o
£ 200
T Control —e—
~ 150f 125mg/kg.-av-
2 250mg/kg--=o--
=0k 500mg/kg - -
1,000mg/kg —=- -
4 5 6 7 8 9 10
Weeks after weaning
Fig. 15. Changes in body weight of female

offspring (F,) from rat dams treated orally
with ME1207 from day 7 to day 17 of preg-
nancy.

Physical and behavioral development of offspring [(F,) from rat dams treated orally with ME1207 from day 7

Control ME1207 (mg/kg/day)
Observation (0.19%CMC) 125 250 500 1,000
N© Mean NP Mean NV Mean NV Mean N"  Mean
Physical development (%)
Separation of auricles On 4th day 12 100.0 12 94.8 12 100.0 12 91.7 13 100.0
Eruption of incisors On 12th day 12 96.9 12 94.8 12 97.9 12 93.8 12 99.0
Separation of eyelids ~ On 14th day 12 47.3 12 31.3 12 32.3 12 26.0 12 24.4
Descent of testes On 21st day 12 89.6 12 98.3 12 95.8 12 100.0 12 93.8
Opening of vagina On 35th day 12 22.9 12 10.4 12 22.9 12 15.8 12 20.8
Behavioral development (%)
Pivoting On 7th day 12 95.8 12 94.8 12 96.9 12 100.0 12 99.0
Righting reflex On 10th day 12 100.0 12 97.9 12 100.0 12 98.6 12 100.0
Supporting On 14th day 12 100.0 12 100.0 12 100.0 12 95.8 12 99.0
Preyer’s reflex On 21st day 12 100.0 12 100.0 12 100.0 12 100.0 12 100.0
Light reflex On 21st day 12 100.0 12 100.0 12 100.0 12 98.6 12 100.0

%  Mean of percent values per litter

U Number of dams
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Table 8. Open field test upon offspring (F,) from rat dams treated orally with ME1207 from day 7 to day 17 of
pregnancy
Control ME1207 (mg/kg/day)
Observation (0.19%CMC) 125 250 500 1,000
N Mean+SD N Mean+SD N Mean+SD N Mean+SD N Mean+SD
Male Latency 10 84.7+82.37 | 10 62.8+55.86 | 10 98.1+76.67 | 10 95.3+65.73 | 10 61.2+59.84
Ambulation 21.9+29.52 14.8+13.56 7.0+10.99 9.4+13.34 13.3+12.22
Rearing 5.4+ 6.67 3.7+ 4.06 2.6+ 3.63 1.8+ 2.78 2.4+ 2.41
Preening & Grooming 0.5 0.71 0.5+ 0.53 0.6+ 0.70 0.6+ 0.84 0.4 0.70
Defecation 0.9+ 1.66 1.3+ 1.83 1.9+ 2.88 2.4+ 2.27 2.0+ 1.89
Urination 1.0+ 0.82 0.7+ 1.25 1.2+ 1.69 1.4+ 2.01 0.8+ 1.32
Female Latency 10 56.7452.49 |10 23.7411.91 | 10 43.2427.93 | 10 56.0+46.94 | 10 44.9+32.65
Ambulation 20.9+23.93 33.2+18.62 15.24+10.72 21.94+17.56 33.9+20.74
Rearing 4.5t 3.81 6.3+ 4.45 4.6+ 2.72 5.3+ 2.79 6.9+ 3.63
Preening & Grooming 0.6+ 0.70 0.8+ 0.42 0.8+ 0.92 0.9+ 0.99 0.4% 0.70
Defecation 0.1+ 0.32 0 0.8+ 1.48 0.2+ 0.63 0.5+ 1.08
Urination 1.3+ 1.34 0.5+ 1.27 0.7+ 0.82 1.3+ 2.21 1.5+ 1.72
The time of latency is represented in sec. and other parameters in frequencies/3min.

Table 9. Shuttle box test upon offspring (F,) from rat dams treated orally with ME1207 from day 7 to day 17 of
pregnancy
Control ME1207 (mg/kg/day)
Observation (0.1%CMC) 125 250 500 1,000
N Mean+SD N Mean+SD N Mean+SD N Mean+SD N Mean+SD
Male Avoidance 10 22.3+14.32 | 10 22.7+18.61 | 10 22.4+14.54 | 10 22.6x14.53 | 10 26.6+22.81
Time (sec.)? 3.7+ 1.27 3.3+ 1.59 3.4+ 1.26 3.6+ 1.21 3.1+ 1.90
Female Avoidance 10 25.94£15.50 | 10 29.2+17.56 | 10 28.0+ 9.01 | 10 23.3+£12.55 | 10 30.1+15.65
Time (sec.)" 3.0+ 1.21 3.0+ 1.58 2.8+ 0.67 3.2+ 1.22 2.84 0.88

"7 The unit of escape response latency is indicated in sec./trial.

Table 10. Water-maze test upon offspring (F,) from rat dams treated orally with ME1207 from day 7 to day 17 of pregnancy
Control ME1207 (mg/kg/day)
Observation (0.1%CMC) 125 250 500 1,000
N Mean+SD | N Mean+SD | N Mean+=SD | N~ Mean+SD | N Mean+SD
Straight 10 37.3+ 13.82{10 41.8+ 12.91/10 31.1+ 9.62{10 38.9+ 10.07{10 43.2+ 20.38
Time | Multiple 1st 129.2+ 47.81 159.2+ 50.01 172.0+ 77.36 156.1+ 75.76 135.2+ 42.03
(sec.) 2nd 106.1+ 53.84 88.8+ 35.11 106.4+ 51.13 91.1+ 25.24 97.5+ 45.53
M 3rd 95.6+ 52.44 87.8+ 39.32 110.6 = 46.30 62.0+ 18.46 85.1% 58.62
ale
Multiple 1st 15.0+ 7.09 19.5+ 6.60 20.3+ 7.33 19.0+  7.80 16.3+ 6.00
Error 2nd 8.7+ 6.53 6.6+ 5.85 6.2+ 5.77 7.5 4.55 7.8+ 6.05
3rd 4.7+ 6.11 5.5+ .28 5.2+  3.65 2.1+ 2.42 4.1+ 4.98
Straight 10 41.4+ 15.96/ 10 35.6+ 9.55|10 32.3+ 9.33]10 32.6+ 9.05/10 31.0% 10.65
Time | Multiple 1st 162.9+ 78 208.9+£102.76 164.8+ 92.13 172.8+ 69.38 209.6+129.97
(sec.) 2nd 145.4+ 99.52 124.0+ 82.53 118.4+ 73.58 109.4+ 57.65 78.6+ 35.95
3rd 117.0+ 66.89 101.1+ 19.43 89.9+ 49.36 97.7+ 54.89 73.4x 30.25
Female

Multiple 1st 17.7+ 5.66 23.3+ 11.54 18.9+ 8.74 19.0+ 11.10 22.5+ 12.09
Error 2nd 11.6 9.91 9.5+ 8.63 9.2+ 8.01 9.2+ 8.38 5.0+ 3.06
3rd 6.2+ 5.81 6.8+ 3.97 4.7+ 4.88 4.7+ 5.62 4.1+ 4.53
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icEgaIn:,

BEERICOWVTIE, HETIHAEE L OHEEC 3
HBLTEHL 2235 E I3 250 mg/kg UL L 5B
BEREOBLTH - 72, T2, M TIIHEHMER CHETHE
B L TEB L 728 BI32H 5N % h - 72 (Tables
11, 12),

AFEESEERAE T3, B—ERRAVCE_RRTR TS
Blic KRB EBDH LN, RRBERUZ (R BHEICIEEV
FThofksic LRE L oMIcAEEERRED LN Y
m-7:(Table13), F7:, WHEBE TIZ, KA 2.8
FEIRT (1% 838) » & KERLEH £ T 15 BRI O FENE
EfERRL A, SEE LNRBE L OMICEIRR
L%k h - 72 (Table 13),

Z v b OIERAE R O TEIZ TR LR
N, F7, —MEHKEEICHOWTIE, BRAROBEN
#2500 mg/kg BT 1BICBEI NI IZT TH- 2 1K
B3 125 mg/kg BETHEEYR 7 KU 13 HIC At BB A % T A

- 72723 T#h - 72 (Table 13),

S FOEYR 13 B2 BT 2 F IR OB TIL,
SREER DB THREICIFNE & Tl A 125 mg/ kg BT
PUNCBEI NI ZT T, REMGENRENERE, L,
MRS B R BRI AR L N2 Z L,
WER A o DRI L BERIC L 5 REMEELEALEN
720 F 72, TEBMHITREER O 1,000 mg/kg BT
2BNCBEINLY, IR CIIFICERI 72, %
D, BRKRICIZOTNOBREEICLEE I Lh-
7z (Table 13),

EFERSRERBE R OBENER TIT, WMEDKEREL
A 250 mg/kg BT 1Bz, KBEH 1,000 mg/kg &
T1HNCBEINLIZTTH - 12,

BERUBELIKOER TIE, HMEDNENEREHN
500 K% 181,000 mg/kg BT, ¥E LEKDMEIMNER
250 U500 mg/kg BETZE NLL AL 724%, HNE
BICI3WTFNoREHICLARCELIZZD LN,

Table 11. Organ weights of male offspring (8 weeks old, F,) from rat dams treated orally with ME1207 from day 7 to day 17
of pregnancy
Control ME1207 (mg/kg/day)
Observation (0.1%CMC) 125 250 500 1,000
N Mean = SD N Mean £ SD N Mean £ SD N Mean £ SD N Mean =+ SD
Body weight  (g) 34 345.7+22.58 |39 315.5%26.43** |38 331.2+27.75* |35 333.0+20.11* |37 327.7+27.42*
Organ weight (g)
Brain 1.81 £ 0.115 1.81 £ 0.111 1.75 £ 0.165 1.78 + 0.078 1.70 + 0.209°
Thymus 0.67 = 0.111 0.61 + 0.120* 0.64 = 0.115 0.63 £ 0.096 0.65 = 0.111
Heart 1.29 £ 0.120 1.14 + 0.118** 1.16 £ 0.143** 1.19 = 0.087** 1.17 £+ 0.096**
Lung 1.39 + 0.162 1.30 £ 0.167* 1.32 + 0.153 1.27 £ 0.113** 1.32 + 0.151°
Liver 16.50 + 1.680 15.13 + 1.881** 15.98 + 2.189 16.30 + 1.663 15.52 + 1.486*
Spleen 0.79 + 0.125 0.80 + 0.147 0.75 = 0.100 0.82 = 0.080 0.85 = 0.189
Kidneys 2.96 £ 0.292 2.77 £ 0.269°* 2.87 + 0.263 2.98 + 0.281 2.79 + 0.232°**
Adrenals 0.065+ 0.014 0.055% 0.012°** 0.059+ 0.008 0.058% 0.009* 0.056+ 0.009°**
Testes 2.86 £ 0.232 2.94 £ 0.506 2.87 + 0.318 2.87 + 0.387 2.85 + 0.393
Epididymides 0.65 = 0.071 0.60 + 0.082° 0.64 + 0.083 0.59 + 0.119* 0.60 + 0.076°
Relative weight (%)
Brain 0.52 + 0.042 0.58 + 0.060** 0.53 + 0.059 0.54 £ 0.041 0.52 + 0.072
Thymus 0.20 + 0.029 0.19 + 0.037 0.19 £ 0.034 0.19 + 0.032 0.20 + 0.040
Heart 0.37 + 0.028 0.36 + 0.023 0.35 + 0.032** 0.36 + 0.027* 0.36 + 0.019*
Lung 0.40 = 0.048 0.41 £ 0.041 0.40 + 0.042 0.38 = 0.039 0.40 + 0.040
Liver 4.77 + 0.323 4.79 + 0.391 4.82 + 0.442 4.89 + 0.358 4.74 £ 0.273
Spleen 0.23 + 0.029 0.25 + 0.038** 0.23 + 0.035 0.25 + 0.023* 0.26 + 0.056*
Kidneys 0.86 + 0.069 0.88 + 0.060 0.87 £ 0.057 0.90 + 0.067° 0.85 + 0.052
Adrenals 0.019+ 0.004 0.017£ 0.004 0.018% 0.003 0.017+ 0.003 0.017+ 0.003
Testes 0.83 + 0.067 0.94 + 0.179** 0.87 = 0.078* 0.86 = 0.094 0.87 + 0.115
Epididymides 0.19 + 0.022 0.19 £ 0.019 0.19 £ 0.022 0.18 = 0.037 0.18 + 0.020

Each value of relative weight is indicated in percent of body weight.

Significantly different from contorol * : P<0.05, ** . P<0.01
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Table 12. Organ weights of female offspring (8 weeks old, F,) from rat dams treated orally with ME1207 from day 7 to day

17 of pregnancy

Control MEI1207 (mg/kg/day)
Observation (0.19%CMC) 125 250 500 1,000
N Mean £ SD N Mean + SD N Mean + SD N Mean + SD N Mean £ SD
Body weight (g) 41 229.1+17.27 37 213.7+16.89** |36 215.3+19.83°* |39 213.9+18.31°* |38  217.8+20.40*"
Organ weight  (g)
Brain 1.71 + 0.135 1.70 £ 0.115 1.68 + 0.117 1.67 + 0.113 1.68 £ 0.108
Thymus 0.63 £ 0.106 0.60 = 0.110 0.58 + 0.117 0.62 + 0.120 0.63 + 0.121
Heart 0.88 = 0.075 0.82 = 0.072* 0.83 + 0.088°* 0.81 = 0.071** 0.85 £ 0.076
Lung 1.13 = 0.170 1.07 £ 0.118 1.05 £ 0.113* 1.03 £ 0.116** 1.10 £ 0.123
Liver 10.93 = 1.293 9.97 + 1.005** 10.10 = 1.269** 9.96 + 1.145** 10.22 + 1.216°
Spleen 0.58 + 0.101 0.59 = 0.116 0.55 = 0.080 0.54 + 0.084* 0.58 = 0.092
Kidneys 2.02 £ 0.206 1.97 + 0.188 1.93 = 0.169* 1.92 + 0.180* 1.96 + 0.189
Adrenals 0.071+ 0.012 0.063+ 0.009** 0.066+ 0.011 0.065+ 0.008** 0.065+ 0.011*
Ovaries 0.13 = 0.030 0.13 = 0.024 0.13 + 0.027 0.13 + 0.025 0.13 + 0.030
Uterus 0.42 £ 0.086 0.38 = 0.083° 0.37 = 0.072** 0.38 = 0.088* 0.41 + 0.087
Relative weight (%)
Brain 0.75 £ 0.071 0.80 = 0.074** 0.79 + 0.089* .78 + 0.064* 0.78 = 0.083
Thymus 0.28 = 0.043 0.28 = 0.048 0.27 + 0.048 | 0.29 + 0.063 0.29 = 0.056
Heart 0.39 £ 0.028 0.39 + 0.026 0.38 = 0.028 0.38 + 0.020 0.39 + 0.027
Lung 0.50 £ 0.067 0.50 £ 0.055 0.49 + 0.049 0.48 + 0.047 0.50 + 0.047
Liver 77 + 0.407 4.66 = 0.312 4.68 + 0.309 4.66 = 0.362 4.70 + 0.425
Spleen 0.25 £ 0.039 0.27 = 0.045* 0.25 = 0.035 0.25 + 0.030 0.27 £ 0.035
Kidneys 0.88 = 0.076 0.92 = 0.082* 0.90 = 0.086 0.90 + 0.067 0.90 = 0.081
Adrenals 0.031+ 0.005 0.030% 0.004 0.031+ 0.005 0.030+ 0.004 0.030+ 0.004
Ovaries 0.06 = 0.012 0.06 + 0.011 0.06 + 0.010 0.06 + 0.012 0.06 = 0.016
Uterus 0.19 = 0.041 0.18 = 0.041 0.17 = 0.037 0.18 + 0.046 0.19 + 0.036

Each value of relative weight is indicated in percent of body weight.
Significantly different from control * : P<0.05, ** 1 P<0.01

-7z (Table 14),

m. #& =

ME 1207 o 125, 250, 500 % ¥ 1,000 mg/kg % 7 =~
PO RBERRIICROES LT, ZOREM, I
RECHERORE L NI LR IZ AT T8 %/
L7,

1. BEc fur4 s

—RARAE T, AREEK, D HLFIREBM OB,
IRBRR B > 75 0 K O A7 F BB SRR SIS L I M e B 5
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Table 13. Reproductive performance by offspring (F,) from rat dams treated orally with ME1207 from day 7 to day 17 of
pregnancy
Control MEI1207 (mg/kg/day)
Observation
(0.1%CMC) 125 250 500 1,000
Male Treated animals 10 10 10 10 10
Mated animals (%) 10 (100.0) 10 (100.0) 10 (100.0) 10 (100.0) 10 (100.0)
Impregnated animals (%) 8 (80.0) 10 (100.0) 10 (100.0) 10 (100.0) 9 (190.0)2
Female Treated animals 10 10 10 10 10
Mated animals (%) 10 (100.0) 10 (100.0) 10 (100.0) 10 (100.0) 10 (100.0)
Pregnant animals (%) 8 (80.0) 10 (100.0) 10 (100.0) 10 (100.0) 8 ( 80.0)

No. of estrus/15 days Mean+SD 10 3.6+£0.70 10 3.4%0.70 10 3.7£0.48 10 3.0+£1.05 10 3.7+0.68

Body weight (g)

8 271.0+27.49 | 10 250.2+25.
Days of pregnancy 7 8 310.0+26.96 10 281.8+24.
13 8 343.8+32.45 | 10 312.4+26.

31 | 10 252.0£18.09 | 10 260.0+18.26 8 246.8+28.92
93*| 10 289.4x21.38 | 10 289.0%+17.54 8 278.8+33.47
11" 10 320.8%+20.23 | 10 318.2%+14.86 8 309.8+38.21

Caesarean section findings
No. of dams 8 10

No. of corpora lutea Mean+SD | 124 15.5+ 2.39 | 144 14.4+ 2.
No. of implantations Mean+SD | 114 14.3+ 3.88 | 133 13.3+ 3.

(9%)" (91.1) (190.3)

No. of early and late (%" 7 (6.2) 7 (7.3
resorptions

No. of embryos Mean+SD | 107 13.4+ 3.93 | 126 126+ 3

(%)" (193.8) (92.7)

10 10 8

41 | 153 15.3% 0.95 {159 15.9+ 1.37 | 113 14.1% 2.42

80 | 151 15.1+ 1.10 | 149 14.9+ 3.38 | 101  12.6% 4.00
(198.7) (193.0) (88.3)

5 (3.0 7 (4.4 4 (3.9

.95 | 146 14.6% 0.84 | 142  14.2+ 3.19 | 97 12.1% 3.80

(197.0) (195.6) (1 96.6)

Significantly different from control * : P<0.05
D Mean of percent values per litter

? . Includes the male rat which impregnates a non-treated female rat

Table 14. Testes and epididymides weights of male offspring (13 weeks old, F,) from rat dams treated orally with ME1207

from day 7 to day 17 of pregnancy

Control MEI1207 (mg/kg/day)
Observation (0.1%CMC) 125 250 500 1,000
N  Mean+SD N Mean+SD N Mean+SD N Mean+SD N Mean+SD

Body weight (g) | 10 482.6+36.49 10 448.8+40.72 10 477.4+58.18 10 443.2+44.77 * | 9 447.1%39.80
Organ weight (g)

Testes 3.50+0.191 3.48+0.350 3.29+0.261 3.28+0.254* 3.28+0.250"

Epididymides 1.32+0.109 1.24+0.087 1.20+0.093"* 1.19+0.114* 1.22+0.144
Relative weight (%)

Testes 0.73+0.069 0.78+0.057 0.69+0.065 0.74%0.041 0.74£0.055

Epididymides 0.27+0.032 0.28+0.023 0.25+0.031 0.27+0.016 0.27+0.028

Each value of relative weight is indicated in percent of body weight.

Significantly different from control * : P<0.05
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TOXICITY STUDIES OF ME1207, A NEW ORAL CEPHEM ANTIBIOTIC

V. REPRODUCTIVE AND DEVELOPMENTAL TOXICITY STUDY OF ME1207 IN RATS
BY ORAL ADMINISTRATION DURING THE PERIOD OF ORGANOGENESIS

Toshiaki Hata, Hiroyasu Asaoka, Minako Ito, Kazuo Okano,
Masanori Izawa, Yasuhiro Shindo, Isao Kosugi, Masataka Fujita

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

ME1207 at doses of 125, 250, 500 and 1,000mg/kg was orally administered to SD strain rats during
the period of fetal organogenesis to investigate its effects on dams, their fetuses and on postnatal
development and reproductive function of offspring. The following results were obtained. In dams,
suppression of body weight gain was observed in the 250mg/kg and higher dose groups, however, no
effects were noted on continuance of pregnancy, delivery or nursing behavior. In embryos and fetuses,
no deleterious effects were observed on the implantation rate, number of dead fetuses or resorptions,
number (rate) of live fetuses or fetal body weights. Further more, no increase in the development of
anomalies or variations related to the administration of ME1207 was noted by visceral observation.
However, in the findings of skeletal observation a decrease in the number of ossified sacrococcygeal
vertebrae was observed in the 500mg/kg and higher dose groups. No deleterious effects were
observed in postnatal physical and behavioral development, visuoauditory function, learning ability,
emotionality or reproductive function. From these results, the non-effect doses are estimated to be
125mg/kg for dams, 250mg/kg for embryos and fetuses and 1,000mg/kg for the offspring, which
suggests that ME1207 has, potentially, no teratogenic effect in rats.



