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Fig. 1 Food consumption of pregnant rats adminis-
tered T-1220 subcutaneously on teratologi-

cal study
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Fig. 2 Body weight gain of pregnant rats adminis-
tered T-1220 subcutaneously on teratologi-
cal study
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Table 1 Effect of T-1220 in rat fetuses and pregnant rats
Dose (mg/kg) control 250 500 1, 000
No. of litters 20 20 20 20
Mean body weight gain of pregnant rat
Day 0-7 of pregnancy (g+S.E) 19.610. 88 20.5+1.15 20.1+1.29 21.9+1.28
Day 0-17 of pregnancy 72.8+1.56 70.2+1.59 67.6+1. 82 66.0+2. 60
Day 0-21 of pregnancy 128.6+5.53 126.3+2.36 112.6+3.57 117.1£4.70
No. of implants (mean=S. E.) 260(13. 00. 75)| 307(15.40.39)| 262(13. 140. 90)| 268(13. 4+0. 89)
Alive fetuses (mean+S. E.) 252(12.6+0. 85)| 293(14. 710. 40)| 256(12. 8+0.91)| 262(13.1=%0. 86)
Dead fetuses (%) 8 (3.1) 14 (4.6) 6 (2.3) 6 (2.2)
Mean body weight of fetuses (g+S.E.) 5.04+0. 081 4.90+£0. 058 5.01%0. 061 5.00+0. 081
Sex Male 119 158 138 129
Female 133 135 118 133
Malformed fetuses (%) 1 (0.4) — 1 (0.4) 1 (0.4)
Agnathia 1 — — —
Micrognathia — — — 1
Umbilical hernia — — 1 —
Mean organ weight of pregnant rats
Heart @ESE) | 09740021 | 0.95+0.020 | 0.97+0.029 | 0.97+0.031
Lung 1.34+0.022 1.35+0. 031 1.3340.048 1.30£0. 051
Liver 14.97+0. 372 14.31+0. 243 13.060. 400 13.60+0. 305
Kidney left 1.04+0. 026 1.€6+0. 019 1.06+0. 031 1.03+0. 027
right 1.10£0. 025 1.09+0. 025 1.1040. 049 1.04+0.028
Spleen 0.63+0.018 0.58+0. 045 0.56+0.017 0.59+0. 016

D3 B A BEMERELSPT 350 % VT 1 BRI X A B RE
B L1zo 58D OfFi% 6 38 THIBE LRI Pl % 8
ELOLTEBEEBORERLXWE L,

m £ 8 K #&

1. MR+ 5%

MR O R OHER % Fig. 1, Fig. 2 1R 7
BRSO BMAAE L, EYRSckRT 5 L8
B IRAEERD bR > too FHER RS O WIRAEIZE 3
T UM AR E R b BEIEERS B - o,

2. MHxd 5 s

HiPE AR AL D & Table 1wy, B, T
B, FETAFRL MERS X ORI EBGEO WThIC
KIPBRE & B G RE E ORNCEILRD bviehs -t S
TR & LT IBBICETAIED 1 41, 500 mg/kg B
B~ =7 A 1B, 1,000 mg/kg BE/INFAED 1 BiIER
Dbt

AhE I LU DR R % Table 2 1R4, HigD
A IRE S LOEDRSHOLThIc L BH bh
T, ARELTUME OB EEFIC 1§, 250 mg/
kg ffic 2 6, 1,000mg/kg #fic 36, 2SS 05

HEAY 500 mg/kg B 16, FE13[E D4/ 1, 000 mg
/kg BRI 1 BIERD Hhiess, ThbOFRASAE IR
RE L BB ERE L ORNICENRD b, i, LB
1THEE UTA LMASELEE, BHEBLEES 0K
BROLEER R, Wb SRR L KSR
L ORI LD BRI h > Too P D BF I HRE,
B GREL L &L RBD BRI > T,

3. WA E

ZBELOVE T D D EHMED B E AR U 7= B A F O E B
Bk LOREREL Table 3 1Rrd, HEFH H4E
R, WER, £HFRR IOFHEECICTR S XBEE
LB GREE OMCERRD I > oo HAEFOIY
R, {TERRRE, HABREE, WFATHE, B4, RO
Ztr & DEBMEDIEIICOWT 2L ZiXAD Shis
VAR e

A% 6 ETEIBR L. Fi OBERAELE O HK
DORIRMBIZZ DfES % Table 4 1R, BMBERICIIN
TERE & P 5B L ORNCEIRD bhich - e P
DEFE LT, BEREOILKAMEERC 441, 250mg/
kg Bz 2 ], 500 mg/kg Bz 4 F, 1,000 mg/kg Fic



930

CHEMOTHERAPY

JULY 1977

Table 2 Effect of T-1220 on skeletal development and visceral malformation in rat fetuses

1, 000

Dose (mg/kg) control 250 500 ‘
No. cgeiiﬁgzieeriamined in skeletal 130 153 | 134 138
No. ‘}fofjﬁ‘rﬁgd proximal phalanges of right | 3 7. 19 3.440. 14 3.740.09 3.740.08
No. of ossified caudal vertebrac, 5.6+0. 11 5.440.12 | 5.7+0.12 5.50. 10
Retarded ossification of sternebrae (%) 3 (2.3) 12 (7.8) ' 8 (6.0) 7 (5.1
14 th rib (%) 1 (0.8) 2 (1.3) — 3 @D
Split of the body of thoracic vertebrae (%) — — l 1.7 —
Shortness of 13 th rib (%) - — . — 100.7D
No. (iflafleftot;sxgzg};ignmed in visceral 121 140 ‘ 121 123
Malformed fetuses 0 0 \ 0 0
Table 3 Effect of T-1220 on delivery and postnatal development of rat offsprings
Dose (mg/kg) control 250 500 1, 000
No. of litters 10 10 10 10
No. of implants 140 133 150 145
No. of new born young 124 124 143 135
Delivering rate (%) 88.6 93.2 95.3 93.1
Weaning rate (%) 95.2 96.0 98.6 88.2
Survival rate (%)® 95.2 96. 0 98.6 88.2
No. and mean body weight of offsprings !
at birth Male (g£S.E) 60 5.69+0.149(60 5.83+0.132/67 6.01%0.132(68 5.68*0.161
Female 64 5.34+0.123|64 5.49%0.126|76 5.58%0.108|67 5.24%0.165
I st week Male 57 14.42+0.446 |58 14.62+0.506|66 14.05+0.432|{65 13.35+0.632
Female 63 13.73+0.365(62 14.05+0.492|75 13.21£0.413|59 12.65+0.563
2 nd week Male 57 26.32+1.017|58 26.66+1.078 |66 25.42-+0.701/63 25.39+1.240
Female 62 25.34+0.882|61 25.56+1.145|75 24.30+0.802 58 23.71%1.089
3rd week Male 57 41.16+1.867 |58 42.09+1.544 |66 38.97+1.831/63 40.51+2.087
Female 62 39.36+1.719(61 39.80+1.631|75 37.17+1.722|57 38.51+1.890
4 th week Male 57 76.40+3.028 |58 75.87+2.301|66 71.74+2 434162 73.82+3.150
Female 61 71.19+2.721|61 70.73+£2.322|75 67.43£1.987 !57 68.14+2. 906
5 th week Male 57 125.70+3.851 |58 124.43+3.501 |66 118.69+3.344 |62 122. 62+4. 857
Female 61 110.94+2.623 |61 109.38+2.915|75 105.54+2. 290 |57 105. 46=3. 344
6 th week Male 57 174.53+4.496 |58 172.9944. 032 |66 166. 49+4. 036 |62 169. 76+ 5. 859
Female 61 140.79+2.797 | 61 138.33+3.176 | 75 135.95+2. 431 |57 134.97+3. 691

a) No. of young at 4th week/No. of young at birth

b) No. of young at 6th week/No. of young at birth
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Photo. 1 Asymmetry of sternebrae Photo. 2 14th rib 1,000 mg/kg
control

Photo. 3 Shortness of 13 th rib Photo. 4 Agnathia control Photo. 5 Umbilical hernia
1,000 mg/kg 500 mg/kg
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Table 4 Organ-body weight ratio and visceral malformation of offsprings at 6 weeks

Dose (mg/kg) control 250 ‘ 500 l 1, 000
No. of fetuses examined 80 75 101 81
Heart 0.42+0. 009 0.43+0.010 0.43+0.014 0.42+0.011
Lung 0.67+0. 009 0.67+0.019 0.70£0. 011 0.68+0.016
Liver 6.22+0. 122 6.15+0.119 | 6.39+0.172 | 5.90+0.126
Kidney left 0. 53+0. 006 0.55+0.017 | 0.54+0.011 | 0.54+0.008
right 0.550. 009 0.57+0. 018 0.56+0. 012 0.57+0.013
Spleen 0.34£0. 004 0.34+0.010 0.33+0. 012 0.34+0. 007
Visceral malformation
Pyelectasia (%) 4 (5.0) 2 (2.7) 4 (4.0) 3 (3.7

Table 5 Effect of T-1220 in F, rats on fertility study

Dose (mg/kg) control 250 500 i 1. 000
No. of mated rats 15 15 15 ‘ 15
No. of rats with sperm (%) 15 (100) 13(86.7) 14(93.3) 15 (100)
No. of pregnant rats (%) 11(73.3) 11(84.6) 11(78.6) | 13(86.7)
Survival rate of fetuses (%) 98.6 97.1 | 92.0 97.0
Mean body weight of fetuses (g +S.E.) 4.95+0. 054 4.95+0. 097 3 5.02+0. 069 4.89+0. 068
Sex Male 79 62 56 ’ 87
Female 60 74 70 ‘ 74
Malformed fetuses (% 1 (0.7) 1(0.7) ‘ — ‘ 1 (0.6)
Club foot 1 1 — | —
Agnathia —_ — — ! 1
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TOXICITY TESTS OF T-1220 (VII):
TERATOLOGICAL STUDY IN RATS

AkIrA Takal, Tovoak: Yonepa, Hiroko NAKADA,
Suozo Nakamura and JuNko INaBa

Research Laboratory, Toyama Chemical Co., Ltd.

12-14 weeks old rats of Wistar strain were employed. T-1220 was administered sub-
cutaneously at the doses of 250, 500 and 1,000 mg/kg/day to pregnant rats from 7th to
17th day gestation. On the 21st day of gestation, 2/3 of the pregnant rats were examined
for the number of implants, fetal mortality external malformations, skeletal malforma-
tions, visceral malformations, body weight and sex of each fetus by cesarean section.
Growth and behavior of newborns delivered spontaneously from the remaining 1/3 of
the pregnant rats were observed.

As the result, in the observation of external malformations, skeletal and visceral malfor-
mations, there were no significant difference between administered animals and the control.
The delivering rates, the weaning rates and the survival rates of all treated groups had
no significant difference from those of the control, respectively. External malformation,
behavior, differentiation after birth and growth of newborns were also normal in all groups.
In addition, no abnormality of reproductive function of F: rats was observed.



