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Fig.1 Body weights of dams
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Table 1 Cesarean section data of dams
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Vehicl
Dose (mg/kg) emele 15 30 60
control
No. of dams examined 7 7 7 7
No. of implantations 52 53 45 46
(Av. £SE) ‘ 7.4%+0.53 7.6x0.57 6.41+0.48 6.6+0.53
No. of fetal deaths ‘
Placental remnants and resorptions 3 7 1 6
Dead fetuses 0 0 1
Total 3 7 2 7
Fetal deaths/implantations (%) 5.8 13.2 4.4 15.2
No. of live fetuses 49 46 43 39
(Av. £SE) 7.0+0.65 6.6+0.57 6.1+0.51 5.6+0.90
Sex ratio (Male/Female) 0.96(24/25) 0.92(22/24) 1.15(23/20) 2.90(29/10)
Fetal body weight (g) (Av. £SE)
Male 278+16.3 286+18.7 270+£15.1 250+18.8
Female 267+20.6 267%+10.9 253+12.6 230%+20.0
No. of retarded fetuses (%) 5(10.2) 0 0 8(20.5)

Wie XL, BRFCETAHEBERSWTUL, &ETE
BEFLRESEYRD, £HFN Student D t RTE,
Mann-Whitney DUBRE X 1T - 720
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Table 2 External and visceral examinations of fetuses

Dose (mg/kg) Vehicle 15 : i 30 | 60
control i i
External '

No. of fetuses examined 49 46 43 39
No. of fetuses with abnormalities (%) 1(2.0) 0 0 b 4(10.3)

Kinky tail or short and kinky tail 1 0 0 2

Exencephaly 0 0 0 1

Open eyelid 0 0 0 1

Exophthalmia 0 0 0 1

Cleft palate 0 0 0 1

Cleft lip ‘ 0 0 0 1

Visceral

No. of fetuses examined 49 46 43 39
No. of fetuses with abnormalities (%) 4(8.2) 4(8.7) 6(14.0) 5(12.8)

Persistence of cords of thymic tissue 1 0 3 0

Ventricular septal defect 0 1 0 1

Cardiomegaly 1 0 0 0

Thickening of the pulmonary valves 0 0 1 0

Left common carotid artery arising
. 1 0 0 0
from the aortic arch

Supernumerary coronary orifice 2 3 2 3

Absence of the kidney 0 0 0 1

Dilatation of the renal pelvis 0 0 0 1

o ‘ I
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Table 3 Organ weights of fetuses
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" Dose (mg/ke) Vehicle :r;{x (LAY 15
control 'hivh. .
Male :
No. of litters examined 7 7
No. of fetuses examined 24 22
Body weight (g) (Av.£SE) 278+16.3 286+18.7
Organ weight (Av. £SE)
Heart (g%)° 0.63+0.018 0.67+0.014
Lungs &%) 2.71£0.085 2.81+0.096
Liver &% 6.59+0.243 6.69+0.153
Kidneys (&%) 0.96+0.066 1.060.033
" Spleen &%) 0.27+0.024 0.320.036
© :Submaxillary - oy 0.130.008 0.14+0.005
glands
. Brain (8% 1.94+0.048 2.03+0.050
Pancreas (&%) 0.15%0.013 0.16%0.013
Stomach &%) 0.36+0.017 0.37£0.017
Intestine %) 3.31+0.221 3.28+0.145
Thymus &%) 0.33+0.013 0.350.012
Thyroids (mg2)® 21+1.5 20£0.6
Adrenals  (mg%) 15£1.0 17+0.9
Testes (mg%) 7+£0.3 8+0.6
Female
No. of litters examined 7 7
No. of fetuses examined 25 24
Body weight (g) (Av.*SE) 267+20.6 267+10.9
Organ weight (Av. £SE)
Heart (%) 0.66+0.015 0.69+0.018
Lungs (&%) 2.64+0.109 2.80+0.089
Liver (&%) 6.57+0.150 6.48%0.216
. Kidneys (&%) 0.99:0.072 1.05%0.053
Spleen (&%) 0.27+0.022 0.29+0.028
s"b";f:g:’y &%) 0.130.008 0.13+0.005
Brain (%) 2.01+0.082 2.10%0.077
Pancreas (%) 0.14+0.019 0.15%0.012
Stomach &%) 0.37%0.015 0.36+0.011
Intestine &%) 3.17+0.161 3.3540.129
Thymus &%) 0.360.023 0.36+0.012
Thyroids (mg%)* 23+1.2 20+0.8
Adrenals (mg%) 17+1.2 18%0.8
Ovaries (mg%) 16+0.8 18+0.6

23
270+15.1

0.68+0.018
2.60£0.128
6.68+0.177
0.93£0.020
0.33%+0.019

0.13+0.005

1.94+0.043
0.15£0.011
0.35+0.008
3.17+0.112
0.36%0.024
22+1.1
16+0.7
7£0.3

7
20
253+12.6

0.68+0.020
2.52£0.245
6.93£0.260
0.93£0.031
0.31+0.020

0.13£0.005

1.97£0.048
0.14+0.010
0.37+0.012
3.11+0.116
0.35+0.029
23+1.7
17£1.2
17+0.8

3 @

a 7

28
252+17.7

0.65+0.025
2.8610.082
6.69+0.213
0.98+0.040
0.29£0.031

0.13£0.005

1.98£0.060
0.16+0.011
0.341+0.010
3.27£0.079
0.3510.021
21+0.8
16x1.1
7+0.5

5
10
230+20.0

0.71£0.039
2.71£0.101
6.57+0.139
1.05£0.037
0.28%0.018

0.14%0.005

2.16%+0.075
0.16+0.007
0.37+0.005
3.20£0.070
0.371+0.027
21t1.4
16x+1.4
18+1.2

4 8/100g body weight
b mg/100g body weight
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Table 4 Skeletal examinations of fetuses
Vehicle -
15 30
Dose (mg/ke) control ! 60
No. of fetuses examined 49 46 43 39 .
No. of fetuses with abnormalities (%) 0 0 0 5(12.8)
Absence of frontal, parietal and 0 0 0 .
supraoccipital bones
Arrested fusion of the palatal bone 0 0 0 1
Absence of incisive bone 0 0 0 1
Fusion of thoracic vertebral centra 0 0 0 1
Fusion of the 5th and 6th ribs 0 0 0 1
Fusion and/or deformity of caudal 0 0 0 )
vertebrae
No. of fetuses with variations (%) 11€22.4) 4(8.7) 9(20.9) 7(17.9)
14th ribs 0 1 0 0
Incomplete fusion of the 8th sternebra 10 2 9 6
Fusion of costal cartilage 1 0 0 0
8 lumbar vertebrae 2 1 1
Maturation of ossification
Delayed ossification |
Sternebrae 2 0 0 ! 2
Pubic centers 16 2 3 4
Astragalar centers 16 9 15 12
No. of ossified caudal vertebrae
.4%0. .2%0. L7+0.17%* .2+0.
(Av. *+SE) 19.4+0.08 19.2+0.14 18.7+0.17 19.2+0.18

** . Significantly different from control at P <0.01
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WIHRREORERN 9.1 D LMDy, 2, &
EOHRBR T 60meg/kg FH & HBHOMORERCFREE
ITBD bhithotco REOEE L LTIIRBETRD
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H|ELTVWS, T, LB OY MESHEARONRR
EHAERE L LTREL2.2% 13D TV 5, Robertson
L3 REVURARONBRICHERH L LTRORK
#%3.5% CBD TV B, LichinsT60me/kg HTRE
LERORE L REILE— 7 VR THRRETHHER
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LicZ &b, AR S bbh i THiEs % 2 bhbo
RREE E LTRBROESRE, LEFRXE OF
*, WMEIRADOIEE, KBk 6T 5 ERERK 1
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REPRODUCTION STUDIES OF AT-2266 (5)
TERATOGENICITY STUDY IN DOGS

KoicHi NisHIMURA, KENJI MukuMoTO, YOSHIKI TERADA,

Hipeko TAKENAKA and KouicHr YosHIDA
Research Laboratories, Dainippon Pharmaceutical Co., Ltd.

The purpose of this study was to evaluate the effects of AT-2266, a new antibacterial agent, on the dams
and their fetuses in beagle dogs. AT-2266 was administered by gavage to pregnant animals at doses of 15, 30
and 60 mg/kg/day on days 14 through 35 of gestation.

No maternal deaths occurred during the study. Physical sign, pregnancy and food consumption were not
affected by treatment. Maternal body weight was slightly decreased in the 60 mg/kg dose group on and after
day 45 of gestation because one 60 mg/kg dose group dam had fetal deaths (7 of 8 fetuses died in the uterus)
and did not put on weight during gestation.

Fetal body weight was slightly decreased in the 60 mg/kg dose group. At 60 mg/kg, slight increase of fetal
mortality was observed because one dam in that group had intrauterine fetal death as mentioned above.

One control and four 60 mg/kg dose group fetuses had external abnormalities. The abnormalities, howev-
er, were not considered to be related to treatment since the incidence was not significantly different between
the two groups and was similar to that in one of the previous dog teratogenicity studies conducted in our labo-
ratory. No drug-related visceral or skeletal abnormalities were observed in fetuses.

Therefore, it is concluded that AT-2266 is not teratogenic to dogs at 60 mg/kg. A dose of 30 mg/kg is the
maximum non-toxic dose in this study.



