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Fig. 1 Body weights of Fo dams cesarean-sectioned on day 21 of gestation
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Fig. 2 Food consumption in Fo dams cesarean-sectioned on day 21 of gestation
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Table 1 Organ weights of Fo dams autopsied on day 21 of gestation

Dose (mg/kg)

No. of dams examined
Body weight (g)
Organ weight

Heart

Lungs

Liver

Kidneys

Spleen

Submaxillary glands

Brain

Pituitary

Thyroids

Thymus

Adrenals

Ovaries

Cecum

(Av. = SE)
(Av. =+ SE)
(8

(8)

(8)

(&)

(2

€3]

(&

(mg)

(mg)

(8)

(mg)

(mg)

(8)

| Vehicle control | 100 | 300 1,000
\ 23 ; 25 | 20 25
| 359%5.0 | 366+4.8 |  360+4.7 344+4.6%
0.79+0.013 0.82+0.013 0.75+0.015 0.76+0.011
1.04+0.015 1.09%0.021 1.06+0.021 1.08+0.013
13.6 +0.31 13.5 +0.25 14.2 +0.39 13.3 +0.30
1.88+0.042 1.95+0.031 1.95+0.029 1.95+0.036
0.60+0.015 0.63+0.011 0.64%0.021 0.64+0.012
0.47+0.009 0.460.009 0.46+0.010 0.45+0.007
1.84+0.013 1.86+0.011 1.85+0.016 1.82+0.013
13.9 +0.40 14.4 +0.40 14.1 +0.52 13.6 +0.47
15.7 £0.74 | 15.1 +0.56 15.6 +0.64 15.7 +0.59
0.20+0.009 0.20+0.009 0.22+0.013 0.20+0.011
68.7 +2.29 66.0 £2.12 | 71.1 +£2.26 70.3 *1.61
113 *2.6 |116 *3.2 119 +3.6 115 +3.2
‘i 4.61+0.242 7.66+0.313**

| 5.38+0.260*

* . Significantly different from control at p < 0.05
** . Significantly different from control at p < 0.01

7.77+0.466'

-
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Table 2 Cesarean section data of Fo dams

Dose (mg/kg) Vehicle control t 100 1,000
No. of dams examined 23 } 25 20 25
No. of implantations 317 379 292 347
(Av. £ SE) 13.8+0.41 15.2+£0.37* 14.6+0.30 13.9+£0.37
No. of fetal deaths
Placental remnants and resorptions 14 21 16 44
Dead fetuses 1 0 1 1
Total 15 21 17 45
Fetal deaths/implantations (%) 4.7 5.5 5.8 13.0
No. of live fetuses 302 358 275 302
(Av. = SE) 13.1+0.46 14.3+0.53 13.8+0.33 12.1%£0.64
Sex ratio (Male/Female) 1.05(155/147) 1.00(179/179) 0.99(137/138) 0.83(137/165)
Fetal weight (g (Av. = SE) 5.14%0.070 5.12+0.067 5.05+0.066 4.87+0.059**
No. of retarded fetuses (%) 0 2(0.6) 1(0.4) 1(0.3)
*; Significantly different from control at p < 0.05
**. Significantly different from control at p < 0.01
BRCBET 5L BHhAELE LTk, EBOLER ke RTIHABDOLALOAT, HECLD2AWRLED

BADLNIN T TH oo BB DIREL, 100mg/kg
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RIUTTILD 5 7o

c) WHKRERTR (Table 3)
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Table 3 External, visceral and skeletal examinations of F; fetuses
Dose (mg/kg) Vehicle control 100 300 1,000
External
No. of fetuses examined 302 358 275 302
No. of fetuses with abnormalities(%) 0 0 0 1( 0.3)
fg\::';tt::ﬁk, atretic anus and 0 0 0 1
Visceral
No. of fetuses examined 155 185 142 156
Head
No. of fetuses with abnormalities(%) 0 0 0 0
Thorax
No. of fetuses with abnormalities(%) 7( 4.5) 15( 8.1) 10( 7.0) 12( 7.7)
E:::x:tence of cords of thymic 4 P 4 3
Ventricular septal defect 2 3 3 2
Supernumerary coronary orifice 1 6 3 8
Abdomen
No. of fetuses with abnormalities(%) 6( 3.9) 5( 2.7) 6( 4.2) 11( 7.1)
Dilatation of the ureter 3 5 5 10
Dilatation of the renal pelvis 4 0 2 7
Skeletal
No. of fetuses examined 147 173 133 1452
No. of fetuses with abnormalities(%) 0 0 0 0
No. of fetuses with variations (%) 45(30.6) 52(30.1) 30(22.6) 19(13.1)*
Cervical ribs 0 1 0 0
Extra 14th ribs 1 1 0 1
Rudimentary 14th ribs 41 49 28 12%*
Short 13th ribs 2 0 2 5
Dislocated sternebrae 1 1 0 1
Additional sternebrae 1 0 0 0
7 lumbar vertebrae 3 3 2 2
Maturation of ossification
Delayed ossification
Supraoccipital bone (%) 0 0 3( 2.3) 11( 7.6)*
Sternebrae (%) 61(41.5) 60(34.7) 58(43.6) 85(58.6)*
Cervical odontoid process 21(14.3) 37(21.4) 11( 8.3) 4( 2.8)*
No. of ossification centers( Av. +SE)
Cervical vertebra 3.1%0.33 3.41+0.28 3.3+0.34 2.5+0.26
Caudal vertebra 6.5+0.14 6.4+0.12 6.2+0.16 5.510.1‘.1"“
Fore limb o
Metacarpal bones 4.0%0.01 4.0+0.00 4.010.00 4,0+0.01 -
Proximal phalanges 3.6+0.08 3.8+0.07 3.8+0.06 3.6+0.10
Hind limb
Metatarsal bones 4.610.08 4.8+0.06 4.7+0.06 4.3+0.06%
Proximal phalanges 1.3+0.21 1.6+0.20 1.5+0.27 0.8%0.18

a : One fetus malformed externally is excluded.
* ; Significantly different from control at p < 0.05
** . Significantly different from control at p < 0.01
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Fig. 3 Body weights of Fo dams assigned to the spontaneous delivery
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Fig. 4 Food consumption in F, dams assigned to the spontaneous delivery
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Table 4 Qrgen weights of Fy dams autopsied on day 21 of lactation

Dose (mg/kg) Vehicle control 100 I 300 . } 1,000
No. of dams examined 15 14 14 15
Body weight (g) (Av. £SE) 312+4.6 313+4.3 312+5.5 322456
Organ weight (Av. £SE)
Heart () 1.03+0.022 1.01£0.009 1.03£0.020 | 1.04+0.017
Lungs (8) 1.19+0.020 1.18+0.018 1.20£0.028 | 1.21+0.0%7
Liver () 16.2 +0.32 16.6 +0.36 17.2+0.46 17.7 +0.36%
Kidneys (@ 2.66%0.050 2.64£0.057 |  2.62+0.055 2.5240.058
Spleen () 0.60+0.023 0.6240.021 0.62:£0.021 0.59+0.027
Submaxillary glands (g) 0.55+0.014 0.53+0.012 0.52+0.014 0.54+0.011
Brain ® 1.82:+0.013 1.82+0.018 1.84£0.018 1.85+0.0%
Pituitary (mg) 16.3 +0.84 15.7 +£0.72 16.2 +0.56 16.7 +0.51
Thyroids (mg) 18.5 +0.78 18.9 +1.24 17.1 +1.25 15.6 +0.93
Thymus () 0.15+0.010 0.1740.020 0.16+0.014 0.14+0.009
Adrenals. (mg) 74.6 £2.71 | 73.4 +2.66 74.3 +4.08 78.9 +3.25
Ovaries (mg) 88.2 +4.27 100.0 +3.73* 98.5 +3.29 93.7 +2.88
Uterus (8 0.31+0.021 0.39+0.044 0.37+0.020* | 0.38+0.032
Cecum (&) | 13.1 *0.67 11.8 +0.56 15.9 +£0.85% | 19.3 +1.00%

* : Significantly different from control at p < 0.05
** . Significantly different from control at p < 0.01

Fig. 5 Body weights of F, rats
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Table 5 Fy pup data during lactation period
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Dose (mg/kg) Vehlcle control ‘ 100 300 1,000
No. of litters examined 15 15 14 15
No. of implantations 234 236 ’ 223 235
(Av. £ SE) 15.6+0.35 | 15.7+0.57 15.9+0.55 15.7+£0.59
No. of pups delivered 220 225 ‘ 209 214
. ' (Av. = SE) 14.7+£0.35 = 15.0+0.76 | 14.9+0.58 14.3+0.54
No. of perinatal deaths 2 3 2 ‘ 1 1
Perinatal deaths/pups delivered (%) 0.9 | 0.9 i 0.5 0.5
No. of liveborn pups : 218 | 223 ! 208 213
. (Av. £ SE) | 14.5%+0.38 14.9+0.74 | 14.9%0.55 14.2+0.54
Live birth index (%)e | 93.2 94.5 93.3 90.6
Sex ratio (Male/Female) ‘ 0.91(104/114) 1.08(116/107) L 1.14(111/97) 0.92(102/111)
i‘;;;‘:fﬁie:nh external %) ‘ 1(0.5) b 0 0 0
Pup body weight on day O(g) (Av. £ SE) |
Male (
'Pre—culling ‘ 5.8+0.07 5.8+0.15 5.9+0.13 5.7+0.21
Post-culling 5.9+0.08 5.9+0.15 5.9%+0.12 5.8+0.23
Female |
Pre-culling ! 5.5%0.05 5.4+0.12 5.5+0.11 5.6+0.13
Post-culling ' | 5.5%0.07 5.5+0.11 5.5+0.10 5.7+0.13
No. of live pups (Av. £ SE) | ‘ ‘
Pre-culling ? 218(14.5i0.38)\223(14.910.74)3 208(14.9+0.55)| 213(14.2+0.54)
" Post-culling | ;
Day 0 | 120(8.0%0.00) 1119(7.910.07) ‘ 112(8.0+0.00) | 119(7.9+0.07)
7 ' 117(7.8+0.11) |101(7.2%0.30) ¢| 112(8.0+0.00) | 118(7.9%0.09)
14 ‘ 117(7.8+0.11) |100(7.1+0. 31)"“ 106(7.6+0.29) | 117(7.8+0.11)
21 1117(7.8+0.11) ‘100(7 1+0. 31)C 106(7.6%+0.29) | 117(7.8+0.11)
Lactation index (35)d; 97.5 84.0 94.6 98.3
2 : No. of liveborn pups/No. of implantations
b: Absent tail and atretic anus
¢ : One litter of which all pups died is excluded from calculation.
d: No. of live pups on day 21/No. of live pups on day 0 (Post-culling)
Table 6 Physical development of F, rats
Dose (mg/kg) 100

" Vehicle control

No. of animals positive/examined (%)
Pinna unfolding on day 5
Tooth eruption on day 15
. Ear opening on day 14
Eye opening on day 15
Testis descent on day 22
Vaginal opening on day 36

——

114/117(97.4)
112/117(95.7)
116/117(99.1)
113/117(96.6)
54/59 (91.5)
-57/58 (98.3)

93/101(92.1)
99,/100(99.0)
99/100(99.0)
86,/100(86.0)
43/48 (89.6)
49/50 (98.0)

104/112( 92.9)
106/106(100 )
105/106( 99.1)
94/106( 88.7)
48/52 ( 92.3)
‘ 52/54 ( 96.3)

1,000

116/118( 98.3)
114/117( 97.4)
117/117(100 )
110/117( 94.0)
56/56 (100 )
57/61 ( 93.4)
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f) BEOHMRTARIUVRBAE (Table 4)

BB OERA K REE, 100, 300, 1,000mg/kg Wi
hth, 2, 5, 9, UGAMWHLH, TOIEK 300,
1,000 mg/kg BCHBIHMIN L 7o £ OM T, £HHY
EAL L %2 Hh 5 FEEAKMAY 100, 1,000 mg/kg B
TEREN, 1, 28BDORET ThH 70

RABRE T, ARER(PIAYLEL)H 300, 1,000
mg/kg WCHBITHM LI T, BURER, F&, 5B
ROBECHHEICMINS BV ZHD 2D Hlohi,
ZhoRBHCbh - RERLIIBEKT, BEELL

R HHRPTR b2, i, HEIMRBOBE
ZhHORBCRERLEIBH LR TRV L s,
KL ML DL ER B,

2) kitRMRiETER

a) HEFHMRITR (Table 5)

WRIK, HEFYK £EFY HEER gl
WTik, WThIARERN L HREL ORI EEE
Bhhihate ¥iz, HEFONRRYE CNBRC
AR & SRALORPHEN 1 A HIIIET Th otz

b) fERISXTVEFE (Table 5)

WFhoORIC b REERIBIR S hith -1z,

Table 7 Behavioral and functional development of F; rats

Dose (mg/kg) Vehicle control 100 300 | 1,000
No. of animals positive/examined (%)
Righting on surface on day 2 60/69(100 ) | 55/56( 98.2) | 55/56( 98.2) | 57/58( 98.3)

Wire grasping on day 3
Pivoting on day 7

59/60( 98.3)
56/60( 93.3)

55/56( 98.2) 56/56(100 ) 58/58(100 )
53/56( 94.6) 56/66(100 ) 57/58( 98.3)

Walking on day 15 59/60( 98.3) 50/56( 89.3) 55/55(100 ) 55/58( 94.8)
Righting in air on day 16 55/60( 91.7) 51/56( 91.1) 49/55( 89.1) 50/58( 86.2)
Visual placing on day 21 60/60(100 ) 56/56(100 ) 55/55(100 ) 58/58(100 )
Auditory startle on day 21 60/60(100 ) 56/56(100 ) 55/55(100 ) 58/58(100 )
Pain response on day 21 60/60(100 ) 56/56 (100 ) 55/55(100 ) 58/58(100 )
Corneal reflex on day 21 60/60(100 ) 56/56(100 ) 55/55(100 ) 58/58(100 )
Table 8 Rotorod coordination of F; rats
Dose (mg/kg) Vehicle control 100 i 300 1,000
Male [
No. of animals examined 30 28 1‘ 28 28
No. of falls for 3 min. (Av. = SE) 2.8+0.49 2.9+0.47 ' 2.6£0.55 3.0+0.69
Female 1
No. of animals examined 30 30
No. of falls for 3 min. (Av. + SE) 2.6+0.60 4.2+1.14 l 2.3+0.57 2.9+0.92
Table 9 Spontaneous activity of F rats
Does (mg/kg) Vehicle control 100 ‘ 300 1,000
Male
No. of animals examined 10 10 10 10
No. of counts for 3 min. (Av. + SE) 190.9+13.00 207.6+ 4.08 206.6+ 9.52 214.6+11.00
Female ‘
No. of animals examined 10 10 10 10
No. of counts for 3 min. (Av. = SE) '] 212.6+ 7.69 201.7+10.24 199.4+ 6.31 210.6+'9.52
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Fig. 6 Climbing down a rope in F, rats

Male

Score

©—=9 Vehicle control group
»—X 100 mg/kg dose group
&—24 300 mg/kg dose group

4 16 18 2 2 24 26
Days of age

B—=8 1,000 mg/kg dose group

IFemale

14 16 18 20 2 - 24
Days of age

Score 0: Falling or sliding down while grasping the rope.
Score 3: Turning the head to the side or downwards and sliding down the rope.
Score 6: Turning the head downwards and climbing down the rope.

WEMERCRE LASEC B, SHRE, 100, 300,
1,000mg/kg HTLTNEN, 3, 19, 6, 2T, &/
L RBEOMICEEZIAD b h - Too BILHE
DRCEMIHBRT 1 fIBD LN Th ot &
ORHIEDNHZAHRIEL, PIEHIEL BT
oo TDedd, FPRERT S LATEFREELL
7‘) Dk E\i’)hf\:o

¢) #%E (Fig. 5)

BEOHEBIC Kb o HEI B bRtk -1
300mg/kg EORETHK 3 ~8,8, T3 ~5BLEE
TSI TR bt ht, FRIKIEHEN T C L b, 3
YWERELBEL L E X B,

d) FEHERE

SRR K850 HEIE Bd bt -1
300mg/kg B DM THBEBNA AL A, T
AR ChBRIR 72 & LT BE(LE E X Do

¢) SMEIRAR (Table 6)

ENBR, VI, AEOO, REXEEZ, WMET
B, BHAOORIIERERL HBEL OMICEEEIZ
DL AT

£) T3 X URRHEBAERE (Table 7, 8, Fig. 6)

MHEY R4 BBRS, EES), mKET, 81E
PERSTE LIS, BEEMRIENS, BRKG, AR
(Table 7), Ftrrm—%ry FRRIC S TA2ETEEK
(Table 8), = —7h RBRCIKITHHR 2 7 DOHEB
(Fig. 6) DWTFhAHFAET, YR58
XBDLRNIL - T

g) HREEHHE (Table 9)

3RO EREBRIIEFH TITE LD -1

h) KkBEEEHRR (Fig. 7)

H1IBHDHER 2 —ATOBKERSIUHE2~6 A
DRBRRRICE T 5= 7 —BIROEBICHEC X 5E
BB L IIeh o 7o 300 mg/kg FEOBE B b4 2
€y va D=7 —EEROFE/IYM, 1,000mg/ke F
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Fig. 7 Water-filled multiple T-maze performance of F, rats

APR.1984

Male Female
201 20
18 @——© Vehicle control group 18
»—x 100 mg/kg dose group
16k &—=A 300 mg/kg dose group 16 F
B——a 1,000 mg/kg dose group
14 14
12t . 12t
4 5
2 o
s 10 o0
b s
s 2z
Z 8t 8t
6 6
4F 4T
2 2
0™ 2 3 4 5 0 2 3 4 5
Session (3 trials) Session (3 trials)
Table 10 Conditioned avoidance responses of F, rats
- _ . ‘ —
Dose (mg/kg) ‘ Vehicle control ' 100 300 1,000
Male 1 ‘
No. of animals examined ‘ 10 | 10 | 10 10
No. of avoidance responses(Av. * SE) i i
Session 1 l 6.9+2.50 | 6.7£2.97 4.4+1.56 | 1.6x0.50 .
2 | 17.91+4.30 ! 11.5%+5.01 ' 11.1+3.66 i 9.0+3.26
3 21.0+5.25 i 12.2+44.85 | 12.5+3.95 | 14.9+4.38
4 ‘ 21.6+£5.55 16.3+4.28 ' 16.2+4.26 ,: 17.2+4.66
5 ! 19.9%+5.29 | 18.9+4.22 | 18.0%4.33 { 19.0+4.69
| i
Total | e7.3+21.8 | 6564200 | 62.2+16.2 | 61.7%16.7
Female 3 ‘ !
No. of animals examined P10 ! 10 10 10
No. of avoidance responses(Av. = SE)
Session 1 5.4+2.33 . 3.5%£1.40 4.0+1.22 4.7£1.70
2 15.3+3.98 10.8+3.46 10.2+3.62 12.1+3:74
3 21.4%+4.49 11.8+3.53 14.4+4.23 14.0£3.19
4 24.01+4.49 17.61+4.18 12.7+3.65 .15.5+3.52
5 . 24.9%+4.12 19.4+3.82 12.1+3.68* | 18.3+3.56
Total 91.0+£16.6 63.1+15.6 53.4+15.4 64.6£14.5

One session consists of 40 trials. *: Significantly different from control at p < 0.05
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. Table 11 Mating and fertility data and cesarean section data of F rats
Dose (mg/kg) Vehicle control 100 300 1,000
Mating and fertility data j
Male
No. mated/No. paired 15/15 14/14 14/14 14/14
No. impregnating/No. paired 15/15 14/14 14/14 14/14
Female
No. mated/No. paired 15/15 14/14 14/14 15/15
No. pregnant/No. paired 15/15 14/14 14/14 15/15
Cesarean section data
No. of dams examined 15 14 14 15
No. of corpora lutea 226 227 237 240
(Av. = SE) 15.1+0.71 16.2+0.48 16.9+0.51* 16.0+0.51
No. of implantations 211 219 210 228
(Av. = SE) 14.1+0.73 15.6+0.46 15.0%+1.03 15.2+0.36
Implantations/corpora lutea (%) 93.4 96.5 88.6 95.0
No. of fetal deaths
Placental remnants and resorptions 13 ! 9 8 8
Dead fetuses 0 ‘ 1 ; 0 0
Total 13 \ 10 , 8 8
Fetal deaths/implantations (%) 6.2 ‘ 4.6 i 3.8 3.5
No. of live fetuses 198 ! 209 | 202 220
(Av. = SE) 13.2+0.73 14.9+0.56 14.4%+1.06 14.7+0.45
Sex ratio (Male/Female) | 0.65(78/120) 1.05(107/102) 0.82(91/111) 1.10(115/105)
Fetal weight (g) (Av. £SE) 1 5.05%+0.07 5.04+0.08 | 5.06%+0.09 5.20+0.06
No. of retarded fetuses % | 105 | 105 | 0 2(0.9)
:{;:;o?i;:]til:?:: with external %) | 0 ‘ 0 | 0 1(0.5) =

2 : Shortening of upper and lower jaws and cleft palate
*: Significantly different from control at p < 0.05

DREZALNI- B4y v a v 5 —EAROEELE
ik, BEEEELSIILC 0D, EWRE L IBEL
AR 5 3

1) £HEE¥ERBR (Table 10)

Yy bAEy 7 ARG MEERIC 30T S EERIG
BRARuIAS T, BBt 2PRIIAD OIS
Dol 300mg/kg BOMET, H5 1 v v a v OELEK
BESARICED LA, KAOEBRIEKCIIAEZE
Wi, ¥BEEEELIVCEME, EYRELE
BLigwbor#z 5,

i) AEREEESRER (Table 11)

WThoROB L, T XTXRBED K X U4
BBHON, EREAEHRBICH ORI b RE
RBAbhiehote, EIRL - Fi BEDKE I IR
EXRBL O REIL L, ThHDOREOFEY

BIFF R D YRS 12 L 5 MR B DRI -1
1,000m g/kg O F FAfF 1 GIc EFTEH OE/N: OBH
DEBLIARGEABD LRI, 1K ORET
haHIr, TOMOEMILT vy FOERBEZIHLLT
2B b, EHRELBET SO TI
&2 %0

k) HRATRFSIUMBER

SHRBE, 100, 300, 1,000mg/kg HETENER, 2,

2, 1, 10@DONICAEMECHFSLIUERTTH
Fh4, 19, 6, 28FDLNIFETEMYDOERICEI

TREMRIEDL 5T

6 EMTRBELTNEN, ¥E15 12, 13, 1475, W14,
13, 14, 15TEOEMEERL, BFEHEAS 1,000 mg/kg
B oM 1 6132, FERIKE 100, 300, 1,000 mg
/kg BET1HIToRB LN, ThEhORERCHE
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BRI o 7o KRBT BRI DI &V it
BEL b A BERE L SRBRE E OMICHE B D b ie
Lo f:o

1M TARE LR, K29, 24, 25, 287E, ift28,
23, 26, 3IEORY X EIR L 1co INRZE b5 AT DKE
16, PR, IR DOEKAS 300 mg/kg BEDHRE 1 FHF
2, BEIRRABREORIC 16, 100 mg/kg BEOREIC
16, Mz 14, 1,000 mg/kg FEOMIT 14, BWRED
PNTH 1,000 mg/kg BEDKET 1 6, FEMD/PNE L § Dpi
SHBBZ 24, 300, 1,000mg/kg BFIC 1 53>, MM
PIKIEIR T S A\ DAKHREE, 300, 1,000mg/kg
BT 16132, WB B/ { oh xR, 1,000
mg/kg BIZ 1 G130, HBED PNI v 0h WA 1
B, FD—SMOMIBER~ L = 7 51100 mg/kg BEDREIC
14, FEBKE) SREE, 100 mg/kg B 253",
300 mg/kg Bz 34, 1,000mg/kg BT 5 Fl &b hiohs,
W ORER S B RFERE L SRR L ORCEEEILL
Motke THOEDOBMYORMBERICIS\TiX, BIEFH
O, B N, MR, HEORERSHS\VIFAELE
B, BIRBMEORTH, B, TEG, KR, oK
HELODVIGELERCAHE LN E B YED
Lhieh, WThARKFERIR L, ¥CERFELE
BET A HRFTR A WD O RIch o fcZ E b, Ek
S 2RIV DL EL D,

108 TCERLICEBID S b, *HRREE, 100, 300,
1,000mg/kg TENFh, H15 14, 13, 1401, 15,
14, 14, IHICOWTERBREYEB L 1ch, BREY
BADLNIE o Te BFRER L L TREZERH SR
¥, 100, 300, 1,000mg/kg BCENEN, HaZll, 13,
4, 64, Hac8, 6, 2, S5HFTADLN, 300mg/ke
BCHHE Y AABI D Ieh ok, BEEKEETI-
Too MIZERERL LTT7EB#EAIL NI, st
BREOM 1 FlOAXDRETH - o TETIBRBROMF
DERBRERRLEET S, WThoRL 108K
ETIIREERORERNE LY, BB OR
HXPEELIL -1 ZOBRRL, WEBRAROBE, £
BiLFEIRZ Y, UMBOBEI—ELELicd o

REOBRBTOHERT DL ELLNS,
ERRBNKRCA B XI7THRTRRL, Fi, B
oMK 1,000 mg/kg BEC 1 6130, BWE R AR
¢, 300 mg/kg FHT 1 630, A UKIR TR S Ml g
D, I EEDPNZV G OHHBIEC 1 H1FSBB b
fetd, WThoORERLEL, ARKEE L Lh12
FR L7 Fy BEOHKRTH, WRILEN 1,000 mg/kg
B 2 D LRI T, KRS L AT 5L 8D
NARMFRIIALN L 5 T
LLEDEERX D, AT-2266 1% 5 » b ICR\ - THGH
WrERIRe L, BEOI R, WH, KitBHoRE,
ith, MERBCRIETHRILVLERING, ik,
1,000 mg/kg T E DIERF OGEHNAH, Kifo
HMPIRBYBHOH, EICRFREWT, KON,
4R OREKMD, (LFBIEH B H iz, 300mg/kg
T BREDOEREIMF O A I AEMMAH, KR
RIKEORB A B LIcH, £OREIL1,000mg/kg
CHRTERT, BIZEE Sh3 0Tkl 2 %L
Do LichisT, ZRRC KT 5B K %(FARIL 300mg
/kg L E X %o
(FEVIBOEBRIIBASAE I AHL-L 1A DMK, BA
Sk ORBIIFBISTEL AHD 7 A OERL 12,)
X L
1) BRB—: YR BXIV F > F MFORBARSTRE
DIHOBBMES, EXRE 14: 23~40, 1974
2) DAWSON, A.B. : A note on the staining of the
skeleton on cleared specimens with alizarin red S.
Stain Technol. 1: 123~124, 1926
3) BAORA : 7 v b L= A AV TRRENEE, &
EE/E, 1978
4) BIEL, W. C. : Early age differences in maze perfor-
mance in the albino rats. J. Genet. Psychol. 56 : 439
~453, 1940
5) MAE—, (LMiE%E, hEFEN, LEESE, UEET,
LRSS, KEXERE, HHH—: AT-2266 OREFH
R (E28), 7 » Pk 3EAET LT BERR
Chemotherapy 32(S-3) : 199~220, 1984
6) ML, A £, REEER: ZROHCHTHE
RREEFH. ERRH 20 : 25~106, 1980
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REPRODUCTION STUDIES OF AT-2266 (3)
TERATOGENICITY STUDY IN RATS

YosHikl TERADA, KoicHI NISHIMURA,
Masakazu Komurasakl, Koyu TsurRuTA, YOSHIAKI IMURA,
MacHIko YosHIOKA, and KouicH1 YosHIDA
Research Laboratories, Dainippon Pharmaceutical Co., Ltd.

AT-2266, a new antibacterial agent, was evaluated for teratogenic potential in the Jcl: SD rats. The compound
was administered daily by gavage to the mated females at doses of 100,300 and 1,000mg/kg/day from days 7 through
17 of gestation. Twenty-five mated females in each group were cesarean-sectioned on day 21 of gestation and
their fetuses were examined for external, visceral and skeletal abnormalities. Fifteen mated females in each group
were allowed to deliver and their offspring were examined for growth and functional development.

In 1,000 mg/kg dose group dams, soft feces were consecutively observed and body weight gain was decreased
during gestation. An increased cecum weight was noted in cesarean-sectioned females in all drug-treated groups
and also in females allowed to deliver in the 300 and 1,000 mg/kg dose groups. No drug-related variations were
found in delivery or maternal behavior.

In the fetal examination, decreased body weight, decreased incidence of 14th ribs and retarded ossification were
observed in the 1,000 mg/kg dose group. But drug-treated and control group offspring were comparable in survival
rate, growth, physical and behavioral development, spontaneous activity, learning ability and reproductive perfor-
mance.

It is concluded that AT-2266 has no teratogenic potential in the rat at a dose of 1,000 mg/kg/day and that the
non-toxic maximum dose of the compound is 300 mg/kg/day in this study.



