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(+)-7-(3-amino-1-pyrrolidinyl)- 6 -fluoro-1-(2, 4-difluoro-
phenyl)-1. 4-dihydro-4-oxo-1, 8-naphthyridine-3-carboxylic
acid g-toluenesulfonate hydrate
Fig. 1. Chemical structure and chemical name
of T-3262.
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Fig. 2.
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Body weight changes of male rats administered T-3262
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Fig.3. Food intake of male rats administered T-3262
orally in fertility study.
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Fig.4. Water intake of male rats administered T-3262

orally in fertility study.

400f
350f
) « Control
psok °© T:3262  80mg/kg
+ T-3262  500mg/kg
Administration & T-3262 3000mg/kg
02 46 810121470 2 4 6 8101214161820
Days before mating Days of gestation

Fig.5. Body weight changes of female rats administered

T-3262 orally in fertility study.
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Fig.6. Food intake of female rats administered T-3262 orally

in fertility study.
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Fig.7. Water intake of female rats administered T-3262 orally

in fertility study.
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Table 1. Fertility data of rats administered T-3262 orally in fertility study
(dissected on day 20 of gestation)
Dose (mg/kg) Control 80 500 3,000
Male No. mated 23 25 24 25
No. of copulation (%) 23 (100) 25 (100) 24 (100) 25 (100)
No. of impregnation (%) 19 (82.6) 20 (80.0) 23 (95.8) 25 (100)
Female No. mated 23 25 22 24
No. of copulation (%) 23 (100) 25 (100) 22 (100) 24 (100)
No. of pregnancies (%) 19 (82.6) 20 (80.0) 20 (90.9) 23 (95.8)
Mating period (days) 2.5+1.77% 2.0+£1.06 3.0+1.54 2.4+1.24
# : Mean+SD
Table 2. Cesarean section data of rats administered T-3262 orally in fertility study
(dissected on day 20 of gestation)
Dose (mg/kg) Control 80 500 -3,000

No. of corpora lutea
No. of implantations
No. of dead fetuses (%)

330 (17.4+2.41)®
297 (15.6+2.06)
Early 9 (3.0)

Late 0

288 (15.2+2.19)
1.01 (145/143)

No. of live fetuses

Sex ratio (male/female)

Body weight of live fetuses (g)
Male

359 (18.0+3.95)
316 (15.8+2.97)

291 (14.6+3.03)

335 (16.8+2.36)
298 (14.9+3.18) 364 (15.8+1.99)
25 (7.9)* 20 (6.7) 16 (4.4)

0 0 0
278 (13.9+3.21) 348 (15.1+2.03)
1.00 (139/139) 1.19 (189/159)

390 (17.0+2.40)

1.09 (152/139)

3.72+0.251 3.79+0.238 3.89+0.260 3.88+0.309
Female 3.57+0.256 3.58+0.285 3.73+0.232* 3.65+0.321
No. of fetuses with external
abnormality (%)
Exencephaly 0 1(0.3) 0 0
2 Mean+SD
Significantly different from control * P<0.05
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Table 3. Organ weight of rats (Fo) administered T-3262 orally in fertility study
Dose (mg/kg) Control 80 500 3.000
No. of male rats examined 23 25 24 25
Body weight (g) 488+ 42.8Y 483+39.5 492+35.6 480+37.6
Organ weight (g)
Heart 1.28+0.136 1.23+0.135 1.21+0.118 1.21£0.119*
Lung 1.59+0.285 1.58+0.286 1.51+£0.182 1.48+0.124
Liver 17.62+2.213 16.18+1.873* 16.61+1.546 15.62+1.744**
Kidney Left 1.45+0.145 1.40+0.127 1.42+0.131 1.45+0.167
Right 1.50+0.143 1.42+0.120* 1.45+0.142 1.48+0.143
Spleen 0.93+0.183 0.92+0.194 0.92+0.096 0.86+0.112
Adrenals 0.053+0.0110 0.048+0.0069 0.052+0.0091 0.049+0.0090
Thymus 0.34£0.107 0.32+0.086 0.32+0.075 0.31+0.062
Salivary glands 0.70£0.071 0.67£0.061 0.70£0.058 0.68+0.075
Testis Left 1.94+0.142 1.85+0.143 1.90+£0.176 1.87+0.137
Right 1.944+0.147 1.86+0.140* 1.84+0.179* 1.86+0.134
Seminal vesicles and prostate 2.934+0.480 2.794+0.470 2.82+0.390 2.87£0.410
Epididymis 1.39£0.161 1.33+£0.129 1.37+0.149 1.33+£0.132
No. of pregnant rats examined 19 20 20 23
Body weight (g) 449+34.0 434+34.2 438+32.4 439+34 .4
Organ weight (g)
Heart 1.01+0.102 0.97+£0.103 0.98+0.090 0.95+0.096*
Lung 1.31+£0.109 1.26+0.119 1.24+0.067* 1.25+0.127
Liver 16.44+1.329 15.41+1.786* 15.13+1.348** 14.60+1.196**
Kidney Left 1.00+0.129 0.99+0.132 0.98+0.096 0.95+0.086
Right 1.05+0.124 1.02+0.134 0.99+£0.102 0.98+0.094
Spleen 0.78+0.096 0.81+0.152 0.83+£0.117 0.86+0.135
Adrenals 0.061+0.007 0.06+0.010 0.06+£0.010 0.06+£0.010
Thymus 0.22+0.055 0.21£0.042 0.23+0.054 0.24+0.068
Salivary glands 0.53+0.042 0.55+0.040 0.55+0.047 0.52%+0.032
Ovaries 0.124+0.015 0.12+£0.020 0.12£0.017 0.12+0.021
¥ 1 Mean+SD

Significantly different from control

DIRREE & I LT WMER 3R L i i il
BEIRDONIE)h -1, T-3262 fhELBEDH & L O
80 mg/kg# 5#f & 3,000 mg kg #¥ 5B DM AT
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mg/kg BEFFCTEEORTKIE & BEAREDOABE
EMN 1FIZED SN DRTH - 1o
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MRS L0 T-3262 B 5B L b IERRTRIRBO LA
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* P<0.05, ** P<0.01
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BEER T Licds, s icid 4 HB LD



VOL. 36 S—9

T-3262 D5 » b AEFERE 301

Table 4. Skeletal and visceral observation on fetuses obtained from dams administered

T-3262 orally in fertility study

(dissected on day 20 of gestation)

Dose (mg/kg) Control 80 500 3,000
Skeletal observation
No. of fetuses observed 149 148 145 177
No. of fetuses with abnormality (%)

Defect of skull 0 1 (0.7) 0 0
No. of fetuses with variations (%) 7 (4.7) 6 (4.1) 1(0.7) 4 (2.3)
14 th rib 1 2 1 0
Variation in number of presacral vertebrae 5 4 0 3
Splitting of vertebral bodies 0 1 0 1
Shortening of 13th rib 1 0 0 0
Asymmetry of sternebrae 1 0 0 0

Degree of ossification (mean+SD)
No. of ossified sternebrae 5.5+£0.40 5.6£0.47 5.7£0.43 5.6+0.38
No. of ossified sacral and caudal vertebrae 8.1+0.43 8.1+£0.55 8.2+0.42 8.1+£0.31
No. of phalanges in fore limbs® 1.6+1.24 2.3+1.41 2.2+1.22 2.3+1.13
No. of phalanges in hind limbs® 0 0 0 0.0+0.02

Visceral observation

No. of fetuses observed 139 143 133 171

No. of fetuses with abnormality (%) 18 (12.9) 24 (16.8) 26 (19.5) 33 (19.3)
Thymic remnant in neck 8 8 6 13
Abnormal lobation of lung 0 1 1 0
Ventricular septal defect 1 0 2 2
Supernumerary coronary orifice 4 7 12* 6
Abnormality of the great vessels 1 0 19 0
Accessory lobe of liver 4 6 4 4
Dislocation of adrenal (left) 0 0 2 0
Dislocation of ovary (left) 0 0 1 0
Unilateral hypoplasia of uterus (right) 0 0 0 1
Dilatation of ureter 2 2 0 4
Dilatation of renal pelvis 0 1 1 3
Umbilical artery positioned to left of 0 0 1 2

urinary bladder

2 . Proximal and middle phalanges

» : Interruption of the aortic arch

) : Complete transposition of the great arteries
Significantly different from control * P<0.05

B HNTRERR D RO bhigh > 7,

4 B CHFEGRE Do ik LIcfF OB RBE O
Bk Table 9 1TRT, BHRER & LTHEBRCRERD
B (Fig..12) %, 500 mg/kg #HH5FCKEEFOR
TRk (Fig..13) A& 1085 S hi, BRERTIR
3,000 mg/kg #5FD 13 PiF O/ NCHBR L OFE
EHNRD DI, (LEH#TE L 3,000 mg/kg HE5H
DIBRHEBELBEI EEC e, BETIH it
{LBDOEBILED BRI,

A1 6 Bl THIR LicfFolggsEE % Table 10 1R
7o T-3262 52 B OMEDEIE & 500 mg/kg #5H D
WOBR X O CBRELEREINAZDIIY, FE

TS IBEE & DERRD s » T HEOBHERITIL
SHRRE L DERRDIH T, MM 0 ARIVS
BOfRER, BRIVESXEE, 500 mg/ke ¥ L0° 3,000
mg/kg HBEHOMThER 1~ 28T OBE S R,
500 mg/kg #5800 B BINEAIZ BEREERES b0
THo1o

Open field KB #5 5 % Table 11 & 75, 80mg/
kg #ERED 1R BT 5 HERCEE o e R
DT EIL D 5o
KKkBRBOFERY Fig 14, 15 wido HBEDE
FicAn 80mglkg #E KD 51T, 3,000mg/ke
BEBRED 5 BRIV 6 ATBEI I, i, PR
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Mean body weight(g)

o Control
o T-3262 80mg/kg
a T-3262 500mg/kg

200t 4 T-3262 3000mg/kg
Administration
0 2 4 6 8 10 12 14 16 18 20 0 4 7 14 21
Days of gestation Days after delivery

Fig.8. Body weight changes of dams administered T-3262
orally in teratological study.
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Fig.9. Food intake of dams administered T-3262 orally in
teratological study.
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Fig. 10. Water intake of dams administered T-3262 orally in
teratological study.



Significantly different from control
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Table 5. Organ weight of dams administered T-3262 orally in teratological study
Dose (mg/kg) Control 80 500 3,000
Dissected on day 21 of gestation
No. of dams examined 24 20 20 20
Body weight (g) 420+31.79 424+29.3 407+34.4 418+31.0
Organ weight (g)
Heart 0.97+0.098 0.93+£0.083 0.89+0.065** 0.88+0.074**
Lung 1.26+0.212 1.23+0.115 1.20+0.250 1.15+0.128
Liver 14.50+1.608 14.994+1.828 12.89+0.836** 13.16+1.472**
Kidney Left 0.974+0.102 0.95+0.096 0.91+£0.091 0.93+0.089
Right 1.00+0.104 0.97+0.093 0.94+0.090 0.95+0.089
Spleen 0.80+0.115 0.83+£0.152 0.76£0.091 0.80+0.126
Adrenals 0.06+0.009 0.06+0.012 0.06+0.008" 0.06+£0.010*
Thymus 0.27+0.078 0.28+0.077 0.27+0.077 0.24+0.077
Salivary glands 0.51+0.047 0.51+0.050 0.47+0.043** 0.494+0.050
Ovaries 0.12+0.022 0.13+£0.029 0.12+0.020 0.12+0.018
Dissected after weaning
No. of dams examined 15 15 12 14
Body weight (g) 286+24.1 293+19.4 292+11.2 291+£15.6
Organ weight (g)
Heart 0.99+0.089 1.01+0.081 1.02+0.069 1.03+£0.075
Lung 1.31+£0.282 1.29+0.142 1.24+0.086 1.25+0.078
Liver 12.37+1.324 13.33+£1.529 13.40+1.006* 13.49+1.133*
Kidney Left 1.01+0.102 0.97+0.074 1.01£0.094 1.05+£0.112
Right 1.06+0.099 1.01£0.085 1.08+0.122 1.10+£0.100
Spleen 0.61+£0.075 0.64+0.073 0.65+0.059 0.64+0.070
Adrenals 0.06+£0.011 0.06+0.010 0.06+0.011 0.06+0.009
Thymus 0.22+0.068 0.224£0.072 0.22+0.061 0.21+0.064
Salivary glands 0.52£0.037 0.54£0.042 0.53+0.040 0.55+0.058
Ovaries 0.11+£0.017 0.12£0.025 0.11+0.015 0.13+0.025*
3! Mean£SD

DfEHEN 500mg/kg B S RFMED 8 R X O IRIT &
3,000mg kg #EFMED 3, 5, 7 DFXRATCEEIL
fCo

F, O&JlfENF L O F, FRIFOBIZEHF % Table 12
ZiRkTo 1EE DR TEAKRERDI, KRRIL
FTOHH, TRXR, HRRCIINBERLOEXRDR
otz T-3262 5B HER O BEHMMIGED D
h, 500mg/kg #5BEd XU 3,000 mg/kg HEBFHiTi
BEENDD LI, BRE, AFRITER EFRIFEG
E, M RiE L T-3262 8 5.5 & 0ELRD L
Slco Ieks, R E A T-3262 5.5 Th o i
ML BFECRC B EELBD e ol JRFO
NEBEOHERE, BB CeFFENR 14, 80 mg/kg
#E5 B L 3,000 mg/kg WEFICHEBRE, EERID
SEALOAPHE S 4 161, 500 mg/kg ¥ 5 B < HHEHE
BoORY (Fig. 16) 2141 L/NTFEED 2 AR D b h

t2o Fi OIERERIIFAF 3 L0 4 BFO BREZ O
B 3,000mg/kg #E5F T 13 EIE OB/ LicZ
Enb, XBEEL 3,000 mg/kg HEFD F, faffico
WUB BB ETI > 7208 13 BN e ED THE
CIXRERRDILD -1,

F, M DIERRIFIR OF5 R, T-3262 $r 5L B ICHE
HoMED S 5Tl LITBRT S LB S IPRES
DBERMMR LR b, ¥z, 80mg/kg 5B HFEl
FEOFEN 161 LT MANEE UM, BEERE LB
MN1FIED St A% 16 BTk -1 Fy HEoH
BORBE, LDERIBFERS XOGRELOHMAEFHIT
BHIheH, ARKEEZZED DRI -1 AR
PIlgBIZE T2 80 mg/kg BB EIEOFE LB RO
REETREN % 1A I hic,

3. FAEME XOBRAES AR

BHMAGRE, BER, BEKEOHBE %L Fig 17~19 R
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Table 6. Cesarean section data of dams administered T-3262 orally in teratological study
(dissected on day 21 of gestation)
Dose (mg/kg) Control 80 500 3,000
No. of dams 24 20 20 20

No. of corpora lutea
No. of implantations
No. of dead fetuses (%)

Early 21 (6.3)

Late 0
No. of live fetuses
Sex ratio (male/female)
Body weight of live fetuses (g)

Male 5.45+0.296
5.184+0.282

Female

No. of fetuses with external

abnormality (%) 0

395 (16.5+2.11)?
336 (14.0+3.81)

315 (13.1+3.59)
1.05 (161/154)

334 (16.7+2.00)
307 (15.4+1.60)

17 (5.5)

1(0.3)
289 (14.5+1.67)
1.19 (157/132)

5.19%£0.255**
4.91£0.259**

0

344 (17.2+3.33)
283 (14.2+3.60)

317 (15.9%4.16)
262 (13.1%4.64)

24 (9.2) 22 (7.8)
0 0
238 (11.9+4.76) 261 (13.1£4.03)
1.13 (126/112) 1.37 (151/110)

5.26+0.302* 5.17+0.413*
4.99+0.435 4.82+0.432*"
1(0.4)" 0

¥ 1 Mean+SD
Y Club foot and edema
Significantly different from control

* P<0.05, ** P<0.01

Table 7. Skeletal and visceral observation on fetuses obtained from dams administered T-3262 orally

in teratological study

(dissected on day 21 of gestation)

Dose (mg/kg) Control 80 500 3,000
Skeletal observation
No. of fetuses observed 165 153 125 135
No. of fetuses with abnormality 0 0 0 0
No. of fetuses with variations (%) 6 (3.6) 0 3 (2.4) 13 (9.6)
Asymmetry of sternebrae 1 0 0 1
14 th rib 2 0 0 0
Variations in number of presacral vertebrae 1 0 1 4
Deformity of ilium 1 0 0 0
Shortening of 13th rib 1 0 1 11*
Splitting of thoracic vertebral bodies 0 0 1 0
Degree of ossification (mean+SD)
No. of ossified sternebrae 6.0+0.10 6.0£0.04 5.9+0.20 5.9+0.18
No. of ossified sacral and caudal vertebrae 10.2£0.75 9.7+0.61* 9.7£0.87 9.1+0.51**
No. of phalanges in fore limbs® 6.8+1.20 6.9+1.25 6.8+1.43 6.8+1.09
No. of phalanges in hind limbs® 2.3+2.16 1.9+£1.90 2.4+2.62 1.4+£1.94
Visceral observation
No. of fetuses observed 150 136 113 126
No. of fetuses with abnormality (%) 21 (14.0) 12 (8.8) 18 (15.9) 30 (23.8)
Thymic remnant in neck 6 2 5 12
Ventricular septal defect 8 4 2 3
Supernumerary coronary orifice 3 5 10* 13**
Defect of innominate artery 0 0 0 1
Accessory lobe of liver 2 1 0 1
Dilatation of ureter 1 0 0 3
Dilatation of renal pelvis 1 0 0 2
Umbilical artery positioned to left of urinary bladder 2 0 0 0
Inguinal hernia 0 0 1 0

) ! Proximal and middle phalanges
Significantly different from control

* P<0.05, ** P<0.01
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T IEIRMIE R o E I BE L T-3262 58 LD
ZIXA DRI - By, Ak T-3262 $r 52235t
BEEx bRl (RE AR L, BRI T-3262 5.4
FECREMAOBA S L bR, BRAMEE i 500
mg/kg ¥ X0 3,000 mg/kg HEFETIINBREL VY
mltce Fio, BB T-3262 528 0KE

DOHEMBBE I, RGBT O—BIER & L Tk
500 mg/kg % X0 3,000 mg/kg HEECHEBH LD
itk 22 A OFRIRPCEELBEZE S h, 3,000 mg/kg
BERCIREEA X b 4 ARG OB L BN B
HEREIRBZE I i, 80 mg/kg HEH O 1 RMFTH
HEFO—IBRER L3R D DIFDFETA, 3,000 mg/kg #5-

Table 8. Observation of delivery and postnatal development of F1 obtained from dams administered

T-3262 orally in teratological study

Dose (mg/kg) Control 80 500 3,000
No. of dams pregnant 15 15 13 14
No. of dams delivered (%) 15 (100) 15 (100)¢ 13 (100)? 14 (100)
Gestation period (days) 21.5+£0.52% 22.0+0 21.8+0.55 21.94+0.27

No. of implantations 232 (15.5+2.45)
No. of pups born  Live 214 (14.3+2.43)
Dead (%) 1 (0.5)

Birth rate (%) 92.2

203 (15.6%1.45)
199 (14.2+3.04) | 178 (14.8+1.19) | 201 (14.4+3.32)
2 (1.0) 1(0.6) 8 (3.8)
90.5 9.2 87.8

236 (15.7+3.03) 229 (16.4+3.08)

Sex ratio (male/female)
Viability (%)

4th day®

3rd week®

6th week?

Body weight changes of F1 (g)

Male
At birth
4th day Before culling
After culling
3rd week
6th week
9th week
12th week
Female
At birth
4th day Before culling
After culling
3rd week
6th week
9th week
12th week
External observation

Microphthalmia

0.78 (94/120)

213/214 (99.5)
119/120 (99.2)
119/120 (99.2)

94h 6.20+0.402
94 10.14+1.182
59 10.17+1.142

58 56.7+3.32
58  201£10.3
20 357£19.4
20 442+27.5

120 5.80+0.332
119 9.58+1.013
61 9.74+0.968

61 54.8+2.87
61 159+7.2
20  223+13.5
20 252+15.8

1

0.65 (81/124)

201/204 (98.5)
117/117 (100)
117/117 (100)

81 6.27%0.441
81 10.35+1.299
57 10.46+1.263

57  57.1+£4.37
57 202+7.7
20 358+20.8
20 448+26.8

124 +5.9440.438
120 9.73+£1.478
60 9.91+1.430

60 55.6+4.10

60 164+8.3

20 224+13.2

20 259+£17.1
0

0.98 (83/90)

176/178 (98.9)
96/ 96 (100)
9/ 96 (100)

88 6.31+0.521
88 10.19+1.154
46 10.23+1.167

46 58.8+5.91
46  207+14.2
20 369+£21.9
20 460+28.3

90 5.88+0.472
‘88  9.66+1.025
50 9.79+1.051

50 57.0£5.24

50 165+7.2*

20 236%15.9

20 267+20.8
0

1.07 (104/97)

196/201 (97.5)
111/111 (100)
111/111 (100)

104 6.07+0.366
102 9.86+1.245
56 9.91+1.216

56 55.9%+3.31
56 200+10.2
20 350+16.0
20  438+18.1

97 5.62%0.285
94 9.42%+1.107
55 9.63%+1.035

55  55.1+3.11

55 161+£7.5

20  223+13.8

19 256+20.3
0

¥ (No. of pups born alive/No. of implantations) X100
* No. of 4-day-old pups before culling/No. of pups born alive.

I No. of pups at 3rd week/No. of 4-days-old pups after culling
9 I No. of pups at 6th week/No. of 4-days-old pups after culling )
¢ . At birth, one dam killed a part of pups by cannibalism, its litter was excluded in calculation of birth rate and

number of pups born.

1 At birth, one dam killed whole pups by cannibalism, its litter was excluded in calculation of birth rate and

number of pups born.
® ! Mean+SD
M No. of F1

i)

. One rat died of urinary calculus.
Significantly different from control

* P<0.05
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Table 9. Skeletal observation on pups obtained from dams administered T-3262 orally

in teratological study

(culled at 4 days old)

Dose (mg/kg) Control 80 500 3,000
No. of pups observed 93 84 80 85
No. of pups with abnormality (%) 1 (1:1)® 0 1i:(2:3)2 0
No. of pups with variations (%) 1 (5.4) 2 (2.4) 5 (6.3) 14 (16.5)
Sternebrae Accessory 3 1 0 1
Asymmetry 0 0 0 0
Splitting and fusion 0 0 1 0
Cervical rib 0 0 1 0
14 th rib 0 0 i 0
Shortening of 13th rib 0 0 2 12*
Variation in number of presacral vertebrae 2 1 0 9
Degree of ossification (mean+SD)
No. of ossified sternebrae 6.04+0.00 6.0+0.00 6.0+0.00 6.01+0.06
No. of ossified sacral and caudal vertebrae 24.94+1.10 24.84+0.97 25.2+1.06 23.8+1.09*
No. of phalanges in fore limbs® 16.040.00 16.04+0.00 16.0+0.00 16.0+0.00
No. of phalanges in hind limbs® 17.940.35 18.040.00 18.0+0.00 17.940.17

¥ : Proximal and middle phalanges
Y Anomaly of sternebrae
9! Anomaly of femur
_ Significantly different from control * P<0.05

Fig. 11. Deformity of ilium in F; fetus
of the control group in the te-
ratological study.

B 1 A EFRBE A DR, Bk 5 o e T-
3262 f 5B C& 1 Gl o RHELFEL Licidn 3, 000 mg/
kg $HREO 1 RHANGRE S © 1o b G LB fTE A
KFHFECIHDTETE LicD THEE Lico

BEFLTR D FHA DA H i A Table 13 127”3, 500 mg/

Fig. 12. Deformity of sternebrae in F,
neonate of the control group
in the teratological study.

kg ¥4 RF0R, 3,000 mg/kg MO, ¥, FIEHE
ot L0 3,000 mg/kg FHBE O IPHEE R O
MIRD BRI, FF, B X ORIFER KR
JBBEL DEERBDILD v 10 ok, BAOQKIEE B
MegEE DB 2 G2 SR 3~ T8RO b, B
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gl D JhaE A 500 mg/kg % X OF 3,000 mg/kg #5-BED
2HED b,

HAERE DB & AP OB E#HER S X 06 Bl TD
4fER% Table 14 1R, HMERES X OHAERCIN
TBRE L DEHRD e o1, 3,000 mg/kg HEREDIE
PRIARIASIERE D 21.9 Hicxf LT 22.1 HTH b #fiat
FRNCTIEEEN RS NN EFH RO TH - o H
AEFORE, 4 BEFR, AR, 6 BEFRCIINR
PLDERRDI o1, HARRCIE SRR, T-3262
BERE L CHRRBIBEINL -1, &% 4H
DRkt B2 St 2 ELZINZ 5 & & e
HT2BEDE~L = 7232~ 96lBE S hi, L
L, 3,000 mg/kg #4580 1 fZ2ER\ T 6 MG E Ticid
BEIN/c itote, 500 mg/kg #5-BF O HE 1 HI2Y])
W L CIERTCEPIET L, M 1 GIA A 4 80
s BIKEE # R0 U C R R Em A LES Lico T
B Ll %7z, 500mg/ke $¥5-BEDME 1 BlH A% 8 A
s TR RS A DT DR LD TER L, 80mg/kg #

Fig.13. Deformity of femur in F; neonate
of the T-3262 500mg/kg group in

the teratological study.

Table 10. Organ weight of F1 obtained from dams administered T-3262 orally
in teratological study (dissected at 6 weeks old)

Dose (mg/kg) Control 80 500 3,000
No. of male examined 38 37 25 36
Body weight (g) 204+10.4% 201+11.0 205+17.1 200+10.6
Organ weight (g)
Heart 0.75+0.044 0.7440.030 0.75+0.071 0.73+0.074
Lung 1.04£0.074 1.07£0.073 1.04£0.077 1.014+0.045
Liver 9.83+0.900 9.33+0.882 9.52+1.025 9.39+£0.797
Kidney Left 0.8140.057 0.80+0.060 0.83+0.074 0.834+0.067
Right 0.8340.057 0.82+0.052 0.85+0.071 0.85%0.056
Spleen 0.614+0.073 0.61+0.077 0.63+£0.072 0.624+0.108
Adrenals 0.03+0.006 0.03+0.005 0.03%0.000 0.034+0.005
Thymus 0.56+0.068 0.56+0.067 0.58+0.051 0.54%+0.071
Salivary glands 0.40+0.024 0.41£0.025 0.41£0.030 0.40+0.026
Testis Left 0.99+0.049 0.98+0.055 1.02+0.085 0.994+0.063
Right 0.99+0.050 0.98+0.054 1.0240.083 0.98+0.066
No. of female examined 40 41 30 35
Body weight (g) 160+7.3 164+6.1 165+8.0 165+7.4
Organ weight (g)
Heart 0.60+0.030 0.61+0.030 0.61+0.033 0.614+0.030
Lung 0.87+0.062 0.88+0.051 0.88+0.046 0.864+0.043
Liver 7.55+0.677 7.51+0.600 7.5940.628 7.53+0.497
Kidney Left 0.63+0.056 0.64+0.037 0.66+0.073 0.67+0.056
Right 0.64+0.059 0.67+0.043 0.69+0.064* 0.6840.053
Spleen 0.4340.064 0.4740.049 0.474+0.044 0.4740.063
Adrenals 0.0340.006 0.04+0.005** 0.0440.007** 0.0440.006**
Thymus 0.46+0.060 0.48+0.046 0.514+0.039* 0.454+0.046
Salivary glands 0.334+0.016 0.341+0.021 0.34+0.024 0.34+0.034
Ovaries 0.06+0.012 0.06%0.009 0.0640.008 0.06+0.010

) Mean+SD
Significantly different from control

* P<0.05, ** P<0.01
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Table 11. Open field test of pups obtaind from dams administered T-3262 orally in teratological study

Dose (mg/kg) Control 80 500 3,000
No. of male rats observed 10 10 10 10
Latency (sec.) 1556 10.245:779 9.94+4.79 9.4+5.76 8.9+4.23
2nd 5.0+4.19 4.0+3.62 2.6+1.84 3.0+£2.26
3rd 1.4+0.84 2.0£2.00 1::2£0.63 1.3+0.67
Defecation 1st 1.141.106 3.0i2:23* 1.:241.23 0.9£1.45
2nd 1.6+1.96 1.84+1.62 1.4%1.5) 0.9+1.91
3rd 1.2+1.62 1.541.451 0.9+1.4b 0741525
Urination 1st 1.841.08 1.9£1.10 1.9:41:29 2.0£1.33
2nd 1111429 1.1£1.45 1.2+0.92 1..5%1.27
3rd 0.8+0.79 0.7+1.06 0.8+1.14 0.8+0.92
Rearing 1st 12.6+6.28 10.9+4.28 8.91+3.07 12.8+5.14
2nd 7.7+£4.03 T TE6.87 B 7350 7.7£4.22
3rd 7.0+4.85 5.1£5.02 5.9+2.88 8.2+6.18
Grooming 1st 1+80:92 1.3+£1.:25 2.0+0.82 1.64+1.35
2nd 2.6+1.26 1.5%1.18 1.94+1.10 2.0%+1.56
3rd 3.6£2.32 2.2%1::48 2:2%1.62 2:4%1.71
Ambulation 1st 32:1£17:62 26.61+17.07 26.8+15.81 35.1+22.46
2nd 34.3+28.60 24.0+14.06 19.7+19.85 28.3+17.28
3rd 29.9+29.31 19.2+19.42 25.2£16.11 38.2+23.84
No. of female rats observed 10 10 10 10
Latency (sec.) 1st 8.2%:4..57 11.07.93 9.1+6.42 7.8+4.76
2nd 2.2+1.14 2.2+1.48 2.8+2.04 2.2%1 .23
3rd 1.5+1.08 1.1+0:82 2.91+4.98 1.0£0.00
Defecation 1st 0.1£0.32 0.1£0.32 0.0£0.00 0.8+1.87
2nd 0.2+0.63 0.1+0.32 0.0+0.00 1.0£2.16
3rd 0.0+0.00 0.6+1.90 0.0+0.00 0.8+1.75
Urination 1st 1.941.52 1.240.92 1.7+£1.42 1.6%1.:90
2nd 1.1+£1.60 0.6+£0.97 1.0£0.67 0.4+0.70
3rd 0.5+0.85 0.5+0.85 0:520971 0.2+0.42
Rearing 1st 15.8+4.47 11.9+6.21 15.2+5.59 13.2+7.07
2nd 8.1+5.49 10.2+7.21 9.56+5.32 9.7£7.94
3rd 12.7+5.95 10.4+8.07 10:1£5:55 11.3£7.35
Grooming 1st 1.641.65 1.4+1.51 1./£1:25 1.3+1.34
2nd 2.4+1.78 1.3+1.34 2.3£1.89 2.1+1.85
3rd 1.8+0.63 1.0:41.37 1.9+1.60 1.9+£1.45
Ambulation 1st 42.2+11.70 33.3+17.18 44.5+24.10 45.6+18.17
2nd 38.0+25.20 39.8+25.03 36.2+27.30 47.7+26.81
3rd 58.3+34.22 45.7+29.36 49.6+23.70 61.7+28.36
*: Trials
» : Mean+SD
Significantly different from control * P<0.05
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Fig. 14. Water multiple T-maze test of F, obtained from dams administered
T-3262 orally in teratological study (no. of errors).
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Fig. 15. Water multiple T-maze test of F; obtained from dams
adiministered T-3262 orally in teratological study (swi-
mming time).
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Table 12. Reproductive performance of F1 obtained from dams administered T-3262 orally
in teratological study (dissected on day 20 of gestation)
Dose (mg/kg) Control 80 500 3,000
Mating and fertility data
No. of pairs 20 20 20 19
No. of copulations (%) 20 (100) 20 (100) 20 (100) 19 (100)
No. of pregnancies (%) 20 (100) 20 (100) 20 (100) 17 (89.5)
Mating period (days) 3.3+2.71 2.84+2.75 2.1£1.00 2.5%+1.22
Cesarean section data
No. of dams examined 20 20 20 17

No. of corpora lutea

No. of implantations

No. of dead fetuses (%) Early

Late

No. of live fetuses

Sex ratio (male/female)

Body weight of live fetuses (g)
Male
Female

External abnormality (%)

315 (15.8+1.80)
300 (15.042.00)
11 (3.7)

0
289 (14.5+2.19)
1.21 (158/131)

3.65%0.256
3.47£0.237
1(0.3)¥

326 (16.3+2.90)
287 (14.4+2.64)
25 (8.7)

0
262 (13.1+3.01)
0.91 (125/137)

3.63+0.182
3.48+0.240
1 (0.4)°

355 (17.8+3.27)*
301 (15.1+2.50)
21 (7.0)
1(0.3)

279 (14.0%2.82)
1.13 (148/131)

3.54£0.312
3.35%0.300
3 (1.1)®

303 (17.8+3.21)*
273 (16.1%1.75)
18 (6.6)

0
255 (15.0%2.40)
1.16 (137/118)

3.56+0.223
3.4240.169
1(0.4)°

¥ Mean+SD
. General edema

© . Vertebral agenesis, anury and anal atresia
91 Abnormality of the craniofacial structure : 1, Micrognathia : 2

Significantly different from control

* P<0.05

Table 13. Organ weight of dams administered T-3262 orally in perinatal and postnatal study
(dissected after weaning)

Dose (mg/kg) Control 80 500 3,000
No. of dams examined 25 22 24 26
Body weight (g) 321+16.6 331+15.0 337+14.3 352+19.8
Organ weight (g)
Heart 0.99 £0.053 1.00 £0.082 0.97 £0.064 0.96 £0.077
Lung 1.28 +£0.094 1.25 £0.079 1.24 +0.065 1.27 £0.086
Liver 14.83 £1.219 15.32 +£1.292 14.90 £1.128 15.80 +1.294**
Kidney Left 1.13 £0.092 1.12 +£0.071 1.22 £0.101** 1.21 +0.107**
Right 1.18 £0.115 1.17 £0.071 1.27 +0.088** 1.28 £0.111**
Spleen 0.62 £0.074 0.64 +£0.061 0.60 £0.085 0.66 +£0.089
Adrenals 0.071£0.0067 0.070+0.0064 0.071+0.0081 0.077+0.0100*
Thymus 0.16 £0.059 0.17 £0.056 0.16 £0.047 0.14 £0.060
Salivary glands 0.59 £0.047 0.58 £0.054 0.58 +£0.054 0.59 +0.084
Ovaries 0.104£0.0154 0.100+0.0132 0.097£0.0159 0.093+0.0118**
) ! Mean+SD
Significantly different from control * P<0.05, ** P<0.01
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Table 14. Observation of delivery and postnatal development of pups obtained from dams administered
T-3262 orally in perinatal and postnatal study

Dose (mg/kg) Control 80 500 3,000
No. of dams pregnant 25 23 24 27
No. of dams derivered (%) 25 (100) 23 (100) 24 (100) 27 (100)®
Gestation period (days) 21.940.33 21.9+0.29 22.0+0.42 22.14+0.32*

No. of implantations
No. of pups born Live
Dead (%)
Birth rate (%)°
Sex ratio (male/female)
Viability (%)
4th day?
3rd week®
6th week?
Body weight changes of Fi (g)
Male
At birth
4th day Before culling
After culling
3rd week
6th week
9th week
12th week
Female
At birth
4th day Before culling
After culling
3rd week
6th week
9th week
12th week
External observations
Umbilical hernia at 6 weeks old
Hydrocephalus
Abnormal occlusion

391 (15.6+2.10)
365 (14.6+1.98)
5 (1.4)
93.4
1.35 (210/155)

357/365 (97.8)
200/200 (100)
200/200 (100)

210° 6.29+0.365
205 10.194+1.109
103 10.33+1.111
103 57.9%+3.70
103 204+12.2
20  361+24.5
20 443+27.4

155 6.01+0.450
152 9.85+1.346
97  9.99+1.367

97  56.5%+4.53
97 164+10.2
20 224+20.0
20 263+£25.2

0

0

0

354 (15.4+1.73)
329 (14.3+1.87)
2 (0.6)
92.9
0.97 (162/167)

315/329 (95.7)
176/176 (100)
176/176 (100)

162 6.38+0.493
155 10.56+1.032
87 10.65+1.014

87 59.8+4.04
87  206+11.3
20 369+21.5
20  460+28.3

167 6.06+0.494
160 10.14+1.203

89 10.26%1.146 |-

89 58.3+4.38
89 168+9.8
20 232%18.5
20  265%25.5

0

0

0

372 (15.5+3.09)
338 (14.1+3.22)
2 (0.6)
9.9
1.07 (175/163)

333/338 (98.5)
190/190 (100)
188/190 (98.9)

175  6.41£0.596
174 10.36%1.332
98 10.47+1.282

98 57.4%4.91
97 208+14.0
20  370£26.4
20 457+37.4

163  6.05+0.678
159 9.92+1.411
92 10.04+1.361

92 55.7+4.50
91 165+8.3
19  229+13.6
19 263+20.5
1
1

413 (15.3+2.95)
367 (13.6+3.85)
4 (1.1)
88.9
1.02 (185/182)

358/367 (97.5)
204/204 (100)
204/204 (100)

185  6.67+0.666"
180 10.78+1.384
100 10.87+£1.392
100 58.6+3.96
100 207+11.8
20  368+20.6
20  455%32.6

182  6.23+0.624
178 10.21+1.652
104 10.31+1.630
104 56.8+6.17

104 166+9.4
20  231+£13.7
20 264+18.9

1
0
0

a)

number of pups born.
b Mean+SD

<) : (No. of pups born alive/No. of implantations) X100

d)

: At birth, one dam killed whole pups by cannibalism, its litter was excluded in calculation of birth rate and

: No. of 4-day-old pups before culling/No. of pups born alive

¢ . No. of pups at 3rd week/No. of 4-day-old pups after culling

f)

8 : No. of Fi1

Significantly different from control * P<0.05
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Table 15. Skeletal observation on pups obtained from dams administered T-3262 orally
in perinatal and postnatal study (culled at 4 days old)
Dose (mg/kg) Control 80 500 3,000
No. of pups observed 157 149 149 162
No. of pups with abnormality (%) 2 (1.3) 4 (2.7) 3 (2.0) 3 (1.9
Deformity of tibia 0 4* 3* 3*
Nodulated ribs 1 0 0 1
Deformity of humerus 1 0 0 0
No. of pups with variation (%) 5 (3.2) 8 (5.4) 2 (1.3) 2(1.2)
Accessory sternebrae 0 1 0 2
Defect of 13th rib 1 0 0 0
14th rib 0 3* 0 0
Variation of number of presacral vertebrae 4 8 1 0
Splitting of vertebral body 0 0 1 0
Degree of ossification (mean#SD)
No. of ossified sternebrae 6.0£0 6.0+0 6.0£0 6.0£0
No. of ossified sacral and caudal vertebrae 25.24+1.13 25.3+1.54 25.3+1.45 25.8+£1.07
No. of phalanges in fore limbs® 16.0+0 16.0+£0.06 16.0+£0 16.0+£0
No. of phalanges in hind limbs® 18.0+0.06 18.0+£0.08 18.0+0.09 18.0£0
) : Proximal and middle phalanges
Significantly different from control * P<0.05
Table 16. Organ weight of F1 obtained from dams administered T-3262 orally
in perinatal and postnatal study (dissected at 6 weeks old)
Dose (mg/kg) Control 80 500 3,000
No. of male rats examined 83 67 77 80
Body weight (g) 209+14.87 208+13.2 210+£14.9 209+13.5
Organ weight (g)
Heart 0.76+0.072 0.73+0.066 0.74+0.054 0.74+0.062
Lung 1.0940.079 1.04+0.056* 1.08+0.071 1.10+0.085
Liver 10.34+£1.086 9.99+1.171 9.91+0.970 9.57+0.687**
Kidney Left 0.86+0.069 0.87+0.097 0.87+0.082 0.87+0.069
Right 0.89+0.070 0.89+0.093 0.90+0.072 0.89+0.071
Spleen 0.64+0.073 0.61£0.105 0.63+£0.073 0.61+£0.070
Adrenals 0.03+£0.004 0.03+0.004 0.03+0.003 0.03+0.004
Thymus 0.58+0.080 0.59+0.068 0.58+0.080 0.59+0.077
Salivary glands 0.421+0.031 0.40%0.031* 0.41£0.028 0.40£0.033
Testis Left 1.01£0.073 1.01+0.063 1.02£0.057 1.04+0.080
Right 1.02£0.078 1.01£0.058 1.01£0.062 1.03+0.082
No. of female rats examined 77 69 71 84
Body weight (g) 166+11.6 169+9.8 167+£9.4 167+9.9
Organ weight (g)
Heart 0.621+0.049 0.60+0.050 0.60£0.040 0.61+0.038
Lung 0.92+0.068 0.88+0.054 0.90£0.055 0.91+£0.063
Liver 8.03+0.692 7.82+0.613 7.70+£0.644 7.44+0.480**
Kidney Left 0.68+0.047 0.68+0.065 0.68+0.044 0.68+0.053
Right 0.7010.048 0.70£0.067 0.70£0.048 0.71+0.057
Spleen 0.45+0.041 0.46+0.061 0.47£0.064 0.46+0.055
Adrenals 0.04+0.006 0.04+0.004 0.04+0.004 0.04+£0.006
Thymus 0.48+0.076 0.50+0.068 0.50+0.064 0.48+0.058
Salivary glands 0.35+0.031 0.35%0.032 0.34+0.021 0.35+0.027
Ovaries 0.07£0.008 0.06+0.007 0.06+0.009 0.06+0.008
3 Mean*SD

Significantly different from control

* P<0.05, ** P<0.01
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Table 17. Open field test of F1 obtained from dams administered T-3262 orally in perinatal and postnatal study

Dose (mg/kg) Control 80 500 3,000
No. of male rats observed 10 10 10 10
Latency (sec.) 1st® 11.3+7.14Y(1)° 12.3+10.57 9.7+8.58 11.7+£7.53
2nd 5.4%8.75 (3) 6.7+7.66(1) 4.9+3.81 3.1+1.91
3rd 9.4+2.88 (2) 20.7+52.89 1.5+1.08 1.34£0.48
Defecation 1st 2.7+2.11 2.1+£1.29 1.1+1.45 2.1£2.08
2nd 2.4+1.84 2.4+2.37 2.4£2.01 2.3+1.57
3rd 3.91+2.42 1.8+1.55* 1.2+1.14** 1.1£1.85**
Urination 1st 0.7£0.67 2.3+2.00* 2.8+1.48** 1.9+1.20*
2nd 0.6+0.52 1.5+1.27 2.0£1.15** 0.8+0.92
3rd 0.84+1.03 1.5+1.08 1.1+0.88 0.9+1.37
Rearing 1st 6.8+6.43 6.5+6.19 8.0+2.58 10.61+4.62
2nd 3.9+4.28 3.7+4.72 4.5+3.72 5.2+4.37
3rd 2.91+4.09 4.0+4.45 1.9+2.51 2.3£2.71
Grooming 1st 1.6+1.17 1.6+£0.97 2.5+1.51 1.2+0.92
2nd 1.7+1.42 1.8+1.32 1.5+1.72 1.4+1.07
3rd 1.7+£1.70 1.5+1.35 2.4+2.67 1.2+£1.03
Ambulation 1st 25.8+24.90 30.2+25.71 28.3+13.61 32.9+13.63
2nd 14.24+19.32 24.7+26.99 25.8+22.18 25.5+25.50
3rd 12.5+15.57 24.8+28.26 14.4+15.33 6.5+7.03
No. of female rats observed 10 10 10 10
Latency (sec.) 1st 19.4+15.20(1) 10.5+7.82 10.0£6.90 6.7+5.60*
2nd 4.7+3.43 (1) 2.8+1.40 3.0+1.33 3.9+6.59
3rd 2.3+£1.87 (1) 2.0£1.49 2.2+1.40 2.4+4.09
Defecation 1st 0.8+1.32 1.1+1.60 0.3£0.95 0.3£0.95
2nd 1.1+£2.02 0.1£0.32 0.6+1.35 1.1£2.13
3rd 0.6+£0.97 0.1£0.32 0.6+1.07 1.1£2.33
Urination Ist 1.7+1.64 2.1£2.08 1.8+£1.93 1.4+1.78
2nd 0.7£1.06 1.4+1.26 1.4+1.43 1.3£1.16
3rd 1.4+1.65 0.9£0.99 0.7+1.57 0.7£1.16
Rearing Ist 7.2+3.43 12.8+5.01** 12.4+5.38* 14.8+7.21**
2nd 7.4+6.57 7.1+4.79 10.6+7.50 9.9+7.37
3rd 8.6+9.32 6.3+£3.62 8.7+7.38 11.1+7.37
Grooming Ist 1.2+£0.79 1.1+£0.57 1.4+1.35 0.8+£0.63
2nd 1.5+£0.85 2.6+1.78 1.5+1.90 1.2+1.48
3rd 1.24+1.32 2.1+1.97 1.8+1.81 1.0+0.67
Ambulation 1st 36.4+21.11 37.9+11.87 45.2+18.58 67.2+35.16*
2nd 38.2+£34.92 33.5+29.28 61.9+42.97 65.7+46.68
3rd 49.7+40.93 30.9+£20.12 39.6+33.39 64.7+41.74
¥ ! Trials
Y : Mean+SD

)

of latency.
Significantly different from control

* P<0.05, ** P<0.01

. The animals did not move out of the center area, whose data was excluded in calculation of mean and SD value
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Fig. 20. Deformity of tibia in F; neonate Fig. 21. Deformity of humerus in F,;
of the T-3262 3,000 mg/kg group neonate of the control group
in the perinatal and postnatal study. in the perinatal- and postnatal
study.
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Fig. 22. Water multiple T-maze test of F; obtained from dams administered
T-3262 orally in perinatal and postnatal study (no. of errors).
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Fig. 23. Water multiple T-maze test of F; obtained from dams administered

T-3262 orally in perinatal and postnatal study (swmming time).

Table 18. Reproductive performance of Fi1 obtained from dams administered T-3262 orally

in perinatal and postnatal study (dissected on day 20 of gestation)

Dose (mg/kg) Control 80 500 3,000

Mating and fertility data
No. of pairs 20 20 19 20

No. of copulations (%) 20 (100) 20 (100) 19 (100) 20 (100)

No. of pregnancies (%) 19 (95.0) 19 (95.0) 17 (89.5) 20 (100)

Mating period (days) 2.7+1.349 2.7+1.26 2.94+2.94 2.8+3.08
Cesarean section data

No. of dams examined 19 18" 17 20

No. of corpora lutea
No. of implantations

356 (18.7+3.45)
303 (15.9+2.25)

317 (16.7+2.98)
292 (15.4+1.89)

286 (16.8+3.49)
269 (15.8+3.64)

346 (17.3%3.45)
310 (15.5+3.46)

No. of dead fetuses (%)
Early 18 (5.9)
Late 0

285 (15.0+2.26)

0.91 (136/149)

No. of live fetuses
Sex ratio (male/female)
Body weight of live fetuses (g)

1 (6.5) 16 (5.9) 23 (7.4)
0 0 0
257 (14.3+1.53) 253 (14.9%3°85) 287 (14.4+3.47)
1.14 (137/120) 1.39 (147/106)* 1.39 (167/120)*

Male‘ 3.49+0.292 3.60+£0.336 3.59+0.321 3.68+0.249*
Female 3.31+£0.241 3.36+£0.299 3.39%+0.279 3.49+0.238*
External abnormality (%) 0 1 (0.4)? 2 (0.8)¥° 0

¥ . Mean+SD

Y : One dam died of urinary calculus

© : Data includes dead dam

4 Vertebral agenesis, vestigial tail and anal atresia

) ! General edema

Significantly different from control * P<0.05

o III. # =
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IEIRAT S X OHERRFIIIE 538k T3 T-3262 55D
Fo B oMl L & BB oMM, BBIEOIRRKES X
VEkESBRZE I Wi, EKERN, KES LOEBE
DIFERIMEER R OWEE 7 » PICRE LIBAI
LI LIERD R IBAMEEOERIC L 55 D &H#
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Hbhiz, WEEOMAIFARM REEKOT » & H
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REPRODUCTION STUDIES OF T-3262 IN RATS

Hiroko Nakapa, Svozo Nakamura, Norixisa Kowmak,
TakaHIRO SANZEN, Yasuyuki Nojma, MiHoko AKASAKA,
Yumiko Nisuio and Tovoakr YoNEDA

Research Laboratory, Toyama Chemical Co., Ltd.
2-4-1 Shimookui, Toyama-shi 930, Japan

We carried out reproduction studies (i.e. fertility, teratological, and peri- and postnatal studies)
on T-3262, a new antibacterial agent, in Jcl : SD rats.

T-3262 was orally administered once daily at dose levels of 80, 500 and 3,000 mg/kg as a suspension
in a 5% acacia solution.

1) Fertility study

T-3262 was administered to male rats for 63 days and to female rats for 15 days prior to and during
mating, and to pregnant females up to day 7 of gestation. All pregnant females were killed on
day 20 of gestation and their fetuses were examined for external, skeletal and visceral abnormalities.

There were no significant differences between the T-3262 groups and the control group in mating
performance and fertility.

In the fetuses examined, there was no abnormality in the number of live and dead fetuses, and
in the body weight of live fetuses. No external, skeletal and visceral abnormalities caused by
T-3262 were observed.

From these results, the maximum no-effect dose of T-3262 was estimated to be 3,000 mg/kg for
F, rats and fetuses.

2) Teratological study

T-3262 was administered to pregnant rats for 11 days from day 7 to day 17 of gestation. About
2/3 of each group were killed on day 21 of gestation and their fetuses were examined for external,
skeletal and visceral abnormalities. The remaining dams in each group were allowed to deliver
and their offspring examined for growth and functional development.

The gestation period, delivery and nursing behavior were normal. Visceral examination of fetuses
in the 500mg/kg and 3,000mg/kg groups showed an increae in supernumerary coronary orifices. Skele-
tal examination of fetuses and 4-day-old pups in the 3,000 mg/kg group showed increased shortening
of the 13 th rib.

In the postnatal examination, there were no significant differences in the number and body weight
of newborn pups, physical development, sensory function, reflexes, emotionality, learning ability and
reproductive performance between the T-3262 and the control groups.

From these results, the maximum no-effect dose of T-3262 was estimated to be 3,000 mg/kg for
dams, 80 mg/kg for fetuses and 500 mg/kg for offspring.

3) Perinatal and postnatal study

T-3262 was administered to dams from day 17 of gestation to day 21 of lactation. All pregnant
rats were allowed to deliver and their offspring examined for growth and functional development.

The gestation period, delivery and nursing behavior were normal. )

In the postnatal examination, there were no significant differences in number and body weight of
newborn pups, physical development, sensory function, reflexes, emotionality, learning ability and
reproductive performance between the T-3262 and the control groups. In the skeletal examination
of 4-day-old pups in the T-3262 groups, deformity of the tibia was observed, though not in 17-18-
week-old F, rats.

From these results, the maximum no-effect dose of T-3262 was estimated to be 3,000 mg/kg for
dams and under 80 mg/kg for offspring.



