yoL. 30 $-3

CHEMOTHERAPY 319

T-1982 o= ER (BB 5 #)
—35 , MR AETERER—

HHELAT - RNE= - NETEA
BA T - ®H W
B ETE KR SR ATRN

€77 IAVURIVEMETHS T-1982 %K T dh AV IBIRNICEE L, 5 v b COEMEE

AW TORERY B,
1) ERETS & CEIRAEIIR SR

Mgk & b I SHRREUKEOE MY S i, £ S I « liFicks JIFTEEIIED

6 nigh -1,
2) WEERIIREESH

BERIZH U TR B EOHOBEROR D & L O EEK X Y D 7 B4 3 CIEKEDOHMAED
bhiz, BIFOHRKE, LXK, A, BRI ONREIC T-1982® 51X 2B BE@» LIS, B
EFORE, WER, £HFR, £HD OB, T8, B, 28X oERENIC L BEIER

vohish -1,
3) BEfis oA SRR

REOEKBICEE 2 MRS bt s, ERER, HERS JOMERIZIEBRIED N
Bhotz, HEFOREICEEDIEINED Shtn, 6 BRITUIZOEIEDbhh o1, &
o, HEFOTE), Eot, 8L oEMENGIRERIRED S hd -1,

2%, LEEI3RBL b IR EIERORE,RY SN,

T-1982 DRMEHDY, 5. }D, L— A AD LY
A2IAFAD 2RV COBARERRBRIC OV TIET
TRBE LS, SH, FE535 » F QBRI 5
BOMET, BERRY, ERAN»SHAMECOSE
MHCT-1982 %851, Rk, MERLIOCHEF~O
FErBNLroCcHhE T 5,

I. EBHHBLUFE

D SRBs T cEERSE
Sprague-Dawley %5 o 1 (B& & L7 BE) %\
TRBEfTE 512, B2 EEE23+2°C, BAES5+5
%, 6:00~18: 00 1 H 1285 A TR Fic B L,
BYEK (B2 v 7, CE-2 1713 CA-1) 45 & Okl
KEBHICRIm S e, 21, AR 2 ~5BHOBRE
BIOFHEBTDOD LERBICH LT,

2 #54m
W) EiRas & ORI R 5 28
%mmﬁﬁﬁﬁib%E%,MMovqu&mﬁ
ﬁ;mw@%%%&%un®51ﬁlﬁﬁméﬁ,i
ﬁﬁiﬂi?@ﬁlﬁ%&@&%&ﬁwto 31, EiRMC
PO, IR T B E 3 TR S A 6 1.
ﬂ)%é%&%&%ﬁ&

ERIBBEMICEU L RLBOMESRTEL, EIROR
MURHIEIE7TEE» 517 B TOIIHBHEBEY
EEUT,

(3) BEENI® L O RILIIR SRR

HERI2BEICE U I ELEOH#E S TR L, BIRORK
SLU T HEITIEIRITE B> 5 310218 3 TEHE R X
Buiz,

3) BE5HEBIVCHRSE

AEIHIRNEROEY TH 5 », EIREIB L 0E
IR ERER T 5 O BB X ORI ERE T
BRETHREY, BERRBRSHERTEIBIRRT S
AU, BTHRERBRICOWTIZ T-19825 v 31 B
R TREESEEERRB? OREEALBEITL T 2,000,
1, 00033 X 10500 mg/kg/day # A U1z, BEERIH
BHBICOWTIE, FHiERE U T2,000mg/kg 33Xt
1,000 mg/kg #IEIR S v MITEIRT BEE» H1THE R
TOIEMEE®RIRKRBELIZ LS, TREE b IKEER)
WoOBREEOMFILINCBMEKE, BIFERE, JBFOH
¥, BRSIORBOEEICHBR EOEXYBD 2>
1zDT, 2,000mg/kg HAEE L, LT 1,000mg/kg
BX0'500mg/kg ZRELUIL, EMIEERERCE



320 CHEMOTHERAPY

DEC. 1982

Fig. 1 Body weight changes of male rats administered T-1982 subcutaneously on fertility study
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Fig. 2 Food intake of male rats administered T-1982 subcutaneously on fertility study
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Fig. 4 Body weight changes of female rats administered T-1982 subcutaneously on fertility study
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Table 2 Effect of subcutaneous administration of T-1982 on skeleton in rat fetuses on fertility study

D )

control 500 1, 000 2,000
No. of fetuses examined in skeleton 127 107 104 116
Abnormality (%) 0 10.9) 1(1.0) 0
Absence of skull 0 1 0 0
Absence of ulna 0 0 1 0
Variation (%) 7(5.5) 3(2.8) 6(5.8) 5(4.3)
Fusion of sternebrae 0 0 1 0
Splitting of sternebrae 0 0 0 1
14 th rib 3 0 0 0
Variations of number of presacral vertebrae 4 1 5 3
Splitting of vertebral bodies 0 2 0 1
Degree of ossification
Retarded ossification of sternebrae (%) 99(78.0) 73(68. 2) 64(61.5) 75(64.7)
Omenn S5ified sacral and caudal vertebrae | g 01008 | 781012 | 7.940.00 | 8 0+0.10
phalanges b porosimal and middle | 0.4+0.15 | 0.3+0.13 | 0.5:0.25 | 0.840.14
No. of ossified proximal and middle 0 0 0 0

phalanges in hind limbs (mean+S. E.)

Table 3 Effect of subcutaneous administration of T-1982 on viscera in rat fetuses on fertility study

control 500 1, 000 2, 000
No. of fetuses examined in viscera 117 97 100 106
Malformed fetuses (%) 7(6.0) 10(10.3) 11(11.0) 11(10.4)
Thymic remnant in the neck 1 5 1 2
Ventricular septal defect 0 1 1 3
Thymic remnant in the neck and ventricular 0 0 0 1
septal defect
Omphalocele and dilatation of ureter 0 0 0 1
Omphalocele 1 0 0 0
Dilatation of ureter 4 3 7 4
Inguinal hernia 0 1 0 0
Left umbilical artery 1 0 2 0
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Fig. 7 Body weight changes of rats administered T-1982 intravenously on teratological study
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Fig. 9 Water intake of rats administered T-1982 intravenously on teratological study
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Table 4 Effect of intravenous administration of T-1982 in rat fetuses and pregnant rat on teratological study

control

500

1,000

2,000

No. of litters

No. of corpora lutea(mean=+S. E.)
No. of implants (mean+S. E.)
No. of dead fetuses (%)

No. of alive fetuses(mean=+S. E.)

No. and mean body weight of
fetuses (g=+S. E.)

20
345(17.3+0. 60)
257(12.9+1.06)
21(8.2)
236(11.8+1.13)

20
326(16.3%0.53)
251(12.6+1.12)

15(6. 0)
236(11.8+1.11)

20
342(17.10.75)
269(13.5+1.09)
16(6.0)
253(12.7+1.13)

20
335(16.8+0.71)
265(13. 3+1.06)

33(12.5)
232(11.6£1.27)

Male 130(5.15+0.122) | 118(4.94=0. 084) | 132(5.20+0.107) | 112(5.01+0.115)
Female 106(4. 82+0. 080) | 118(4.77+0.105) | 121(4.930.073) | 120(4. 640.092)
No. of malformed fetuses 0 0 0 0
Mean organ weight of pregnant
rats (g+S. E.)
Heart 1.10+0. 049 0.96+0. 035* 0.910, 029** 0. 890, 030**
Lung 1.37+0. 040 1.27+0. 028* 1.24+0. 028* 1. 200, 030**
Liver 16.04+0. 411 14.62+0. 417* 13.79+0. 361** 13, 690, 365*
Kidney Left 1.13+0.028 1.09£0. 029 1.04:£0. 016** 1.060, 031
Right 1.16+0. 031 1.14+0. 031 1. 090, 023* 1.10+0,031
Spleen 0.71+0. 022 0.67+0. 031 0.67£0. 021 0. 660,024
Adrenals 0.07=+0. 003 0.07+0. 003 0.07£0. 004 0. 07£0. 004
Ovary 0.14+0. 007 0.14+0. 007 0.15%0. 009 0.130. 007
Thymus 0.23+0.015 0.18+0. 012* 0.20+0. 010 0.19+0,014
Submaxillary gland 0.49+0.013 0.48+0.013 0.46+0.013 0. 460,015
Significantly different from control *P<0,05, **P<0.01
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Table 5 Effect of intravenous administration of T-1982 on skeleton in rat fetuses on teratological study

Dose (mg/kg) control 500 1,000 2, 000

No. of fetuses examined in skeleton 127 123 133 121

Abnormality (%) 1€0.8 0 2(1.5) 0
Absence of 13th rib (unilateral) 0 0 2 0
Nodulated ribs 1 0 0 0

Variations (%) 3(2.4) 4(3.3) 2(1.5) 2(1.7)
14 th rib 0 2 0 0
Variations of number of presacral vertebrae 1 1 2 2
Splitting of vertebral bodies 2 1 0 0

Degree of ossification

Retarded ossification of sternebrae (%) 16(12. 6) 34(27.6) 34(25.6) 23(19 0)
No. of ossified sacral and caudal vertebrae
(mean+S. E.) 10.5+0.31 10.1+0.21 10.4+0.26 10.0£0. 20

No. of ossified proximal and middle

phalanges in fore limbs (mean+S. E.) 6.9+0. 22 6.71+0.32 7.2+0.21 6.5+0.43

No. of ossified proximal and middle

Dhalanges i hind Timbs CmeantS. E) 2.3£0.62 | 1.6:20.53 | 2.9:+0.67 | 1.8+0.42

Table 6 Effect of intravenous administration of T-1982 on viscera in rat fetuses on teratological study

Dose (mg/kg) control 500 1, 000 2, 000

No. of fetuses examined in viscera 109 113 120 111
Malformed fetuses (%) 11(10. 1 17(15. 0 13(10.8) 20(18.0)

Thymic remnant in the neck 4 4 5 3

Ventricular septal defect 1 1 1 4

Supernumerary of coronary artery orifice 0 1 1 1

Thymic remnant in the neck and 0 0 0 1

supernumerary of coronary artery orifice

Dilatation of ureter 6 8 6 g

Dilatation of ureter and supernumerary 0 1 0 0

of coronary artery orifice

Left umbilical artery 0 1 0 2

Dilatation of ureter and left umbilical 2

artery 0 0 0

Omphalocele 0 1 0 0
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s X o4 DEBIO R T30 3 pulichis - Ly Fad=A BETh-12o U ULCHIZERHEOMETH 5, HE
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Table 8 Effect of intravenous administration of T-1982 on skeleton in rat neonate
(at 4th day after birth) on teratological study
Dose (mg/kg) control 500 1,000 2,000
No. of neonates examined 66 47 69 54
0 0 0 0
7(10.6) 0 1(1.5) 0
Splitting of sternebrae 1 0 0 0
14 th rib 1 0 1 0
Variations of number of presacral vertebrae 4 0 0 0
Splitting of vertebral bodies 1 0 0 0
Degree of ossification
Retarded ossification of sternebrae (%) 1( 1.5) 0 0 0
?ﬁ;ﬁf@s’%‘i sacral and caudal vertebrae | 6 10 45 | 255+0.28 | 24.8:0.39% | 25.4+0.44
No. of ossified proximal and middle ;
phalanges in fore limbs (mean+S. E.) 16.0+0 16.0+0 16.0+0 16.0+0
No. of ossified proximal and middle
phalanges in hind limbs (mean+S. E.) 18.0+0. 05 17.9+0. 07 17.7+0.18 17.9+0.07

Significantly different from control

*P<0.05

Table 9 Organ weight and visceral malformation of offsprings at 6 weeks administered T-1982
intravenously on teratological study

W control 500 1,000 2,000
No. of offsprings examined
Male 40 32 35 21
Female 34 30 41 22
Body weight (g+S. E.)
Male 218+3.5 208+5.8 222+3.7 219+5.4
Female 168+4.3 165+4.1 170£2.6 169+2.5
Organ weight (g=+S. E.)
Male Heart 0.92+0. 027 0.81+0. 046 0.88+0.019 0.89+0. 021
Lung 1.20+0. 023 1.10+0. 025* 1.25+0. 035 1.23£0.025
Liver 12.74+0. 417 11.77+0. 474 12.640, 374 12.38+0. 392
Kidney Left 1.14+0. 035 1.0940. 041 1.14+0. 022 1.17£0.037
Right 1.18+0.033 1.10+0. 037 1.17+0.021 1.19+0. 043
Spleen 0.67+0. 022 0.60+0. 023 0.71+0. 030 0.69+0. 024
Adrenals 0.04+0.003 0.03+0. 002 0.04=+0. 002 0.04=+0. 002
Thymus 0.61+0.023 0.58+0. 023 0.6240.014 0.58+0.014
Submaxillary gland 0.45+0. 014 0.42+0. 010 0.47+0.012 0.47+0. 009
Testis Left 1.06=+0. 029 1.04+0.023 1.09+0. 024 1.07£0. 025
Right 1.06+0. 027 1.03+0.023 1.08+0.024 1. 06+0. 022
Female Heart 0.73+0. 025 0.66+0. 021* 0.69£0. 009 0.68+0.018
Lung 1.03%0. 031 0.98+0. 032 1.02+0. 020 1.03£0. 020
Liver 10. 32+0. 400 9.88+0. 330 10. 00+0. 277 9.88+0.325
Kidney Left 0.91+0. 046 0.89+0. 028 0.90+0. 015 0.91+0.023
Right 0.89+0. 035 0.88+0. 028 0.92+0.014 0.93-+0. 030
Spleen 0.47+0.013 0.45+0. 014 0.49+0. 020 0.48+0.012
Adrenals 0.05+0. 003 0.04+0. 003 0.05+0. 002 0.05+0.001
Thymus 0.53+0. 022 0.50=0. 020 0.510. 021 0.49+0. 016
Submaxillary gland 0.38+0. 012 0.35+0. 010 0.39+0. 008 0.39+0.012
Ovary 0.07£0. 004 0.06+0. 004 0.07+0. 004 0.07+0.003
Visceral malformation
Dilatation of renal pelvis (%) 1(1.4) 0 2(2.6) 2(4.7)

Significantly different from control

*P<0.05
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Table 10 General behavior of offsprings at 6 weeks administered T-1982 intravenously

on teratological study

Dose (mg/kg)

control

500

1,000

No. of observed offsprings

114

102

116

2,000

83

Item

No. of abnormalities

Alertness
Visual placing

1. Awareness Stereotypy

W o=

Passivity

o o o=

S ©o o =

Grooming
Vocalization
Irritability
Restlessness

2. Mood

9w

Fearfulness

N O O O o

g - o o O o © o o

= o = O o

Reactivity
.. Spontaneous movement
3. Motor activity Touch response

Pain response (tail clip)

W

S © © O w N = o o S O O W

(== = I ]

o O O O

Startle response
Straub’s reaction
Tremors
Twitches
Convulsions

4. CNS excitation

9w

S O © o ©

S © © © © o © © o

o O © © O

o O ©O O O

5. Body posture

o

(=)

o

Staggering gait
Abnormal gait
Righting reflex

6. Motor incoordination

W N

oS O O

o o

Limb tone
Grip strength

7. Muscle t
uscle tone Body tone

oW

Abdominal tone

o O o O o O© O

o ©O o o

Pinna reflex

Reflex Corneal reflex

woN =

Ipsilateral flexor reflex

o o © o O O O

o O o

PalpebralTopening
Exophthalmus
Urination
Autonomic profile Salivation
Piloerection

Skin color

NS s

Respiratory rate

O O O O O o o S O ©

o O O o o o o oS O O S © © o (=R ]

O O O O © © O

o O O O O o o
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Table 13 Effect of intravenous administration of T-1982 on fertility in Fi rats of teratological study

No.
No.

Dose (mg/kg) control 500 1,000 2,000
of mated rats 20 20 19 20
of copulated rats (%) 19( 95.0) 19(95.0) 18( 94.7) 19(95.0)
of pregnant rats (%) 19(100) 17(89.5) 18(100) 18(94.7)

No.

326(17. 2+0. 85)

293(17. 2%0. 59)
256(15.1+0.72)

275(15.3+0.43)
250(13.9+0. 48)

310(17. 2%0. 60)
277(15.4£0.51)

No. of corpora lutea (mean+S. E.)

No. of implants (mean=+S. E.) 270(14. 2+0. 61)
No. of pre implantation egg loss (%) 56(17.2)
No. of dead fetuses (%) 13( 4.8)

of alive fetuses (mean=+S. E.)

and mean body weight of fetuses
(g+S. E)

No.
No.

Male
Female
of malformed fetuses (%)

No. 1€0.4)

257(13.5+0. 56)

117(3. 68=+0. 068)
140(3. 44+0. 070)

Omphalocele

25(9.1)
9(3.6)
241(13.4+0.47)

37(12.6)
18( 7.0)
238(14.0+0.73)

33(10.7)
17 6.1)
260(14. 4+0. 53)

125(3. 70=+0. 051)
116(3. 520, 041)
0

123(3. 63+0. 047)
137(3.42%0. 048)
0

103(3. 550. 048)
135(3. 350, 052)
0

Fig. 10 Body weight changes of rats administered T-1982 subcutaneously on perinatal and

postnatal study
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Fig. 11 Food intake of rats administered T-1982 subcutaneously on perinatal and postnatal study
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Fig. 12 Water intake of rats administered T-1982 subcutaneously on perinatal and postnatal study
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Table 15 Effect of subcutaneous administration of T-1982 on skeleton in rat neonate
(at 4th day after birth) on perinatal and postnatal study

Dose (mg/kg) control 500 1, 000 2,000

No. of neonates examined 91 109 110 195
Abnormality 0 0 0 0
Variations (%) 11(12.1) 8(7.3) 8(7.3) 7(5.6)

Asymmetry of sternebrae 0 0 2 0

Excess of sternebrae 0 1 2 1

14 th rib 4 2 1 0

Variations of number of presacral vertebrae 7 5 3 5

Splitting of vertebral bodies 0 0 0 1
Degree of ossification

No. of ossified sacral and caudal vertebrae

(mean+S. E.) 24,7+0.33 24.2+0.23 24.4+0.25 23.9%0.35

No. of ossified proximal and middle

phalanges in fore limbs (mean+S. E.) 15.9+0. 06 16.0+0 16.0+0 16,010

No. of ossified proximal and middle

phalanges in hind limbs (mean+S. E.) 17.8+0.11 18.0+0 18.0£0 17.5+0.27

Table 16 Organ weight and visceral malformation of offsprings at 6 weeks administered T-1982
subcutaneously on perinatal and postnatal study

W control 500 1,000 2,000
No. of offsprings examined Male 54 63 67 63
Female 57 62 62 63
Body weight (g+S. E.) Male 243+6.5 246+5.7 252+5.2 246+6.0
Female 185+3.6 187+3.3 192+3.5 195+4.8
Organ weight (g+S. E.)
Male Heart 0.97+0. 022 0.97+0. 025 0.99+0. 027 0.95+0. 023
Lung 1.20+£0. 029 1.14+0.017 1.19+0. 018 1.15+0,018
Liver 13.82+0. 391 13. 66+ 0. 359 14.26+0. 441 13.53+0, 537
Kidney Left 1.21+£0. 031 1.18+0.033 1.22+0. 033 1.19x0. 034
Right 1.24+0. 033 1.21+0. 033 1.24+0.034 1.22+0.033
Spleen 0.72+0. 021 0.70+0. 025 0.68+0. 019 0.67£0.020
Adrenals 0.04+0. 001 0.04+0. 002 0.04+0. 001 0. 0410, 001
Thymus 0.69+0. 024 0.66+0, 020 0.67+0.017 0. 6510, 012
Submaxillary gland 0.47+0. 009 0.47+0.011 0.48+0. 009 0. 480, 007
Testis Left 1.15+0. 032 1.15+0. 029 1.19+0. 029 1.2210.036
Right 1.15+0. 032 1.14+0.031 1.19+£0. 029 1,220,036
Female Heart 0.75+0. 014 0.75+0. 018 0.76%0.015 0. 75+0.024
Lgng 0.99+0. 015 1.00+0, 016 1.04+0. 025 1. 020, 023
Liver 9.80+0.175 9.93+0, 236 10.11£0.295 10. 070.469
Kidney Left 0.90£0.018 0.88+0.017 0.89+0.019 0. 90 0. 026
Right 0.93+0. 019 0.92+0, 020 0.93%0. 021 0.9310.028
Spleen 0.49+0. 014 0.51+0.017 0.5210. 015 0.51%0.016
Adrenals 0.05=+0. 002 0.04+0.002%% 0, 0510. 002 0. 050,002
Thymus 0.54+0.019 0.54+0.014 0.5310.017 0. 530,016
Submaxillary gland 0.38=+0. 008 0. 39+0. 006 0. 40+0. 006 0. 400, 007
Qvary 0. 080. 003 0.09+0, 015 0.08=0. 002 0. 080. 003
Visceral malformation (%) 2(1.8) 2(1.6) 5(3.9) 4(3.2)
Dilatation of renal pelvis 1 1 5 4
Thymic remnant in the neck 1 0 0 0
Diaphragmatic hernia 0 1 0 0

Significantly different from control

**P<0. 01
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Table 17 General behavior of offsprings at 6 weeks administered T-1982 subcutaneously

on perinatal and postnatal study

Dose (mg/kg)

control

500

1,000

2,000

No. of observed offsprings

149

168

173

168

Item

No. of abnormalities

1. Awareness

L .

Alertness
Visual placing
Stereotypy
Passivity

S ©O © ©

S ©O © ©

2. Mood

AN

Grooming
Vocalization
Irritability
Restlessness
Fearfullness

o O O O o O O O

oS o N o O

= o N O O

3. Motor activity

[

Reactivity

Spontaneous movement
Touch response

Pain response (tail clip)

o O © O

oS O © o S O W o o S O ©o ©

o O O ©

O O O O

4, CNS excitation

O W

Startle response
Straub’s reaction
Tremors
Twitches
Convulsions

o O © © ©

S O O O O

o O O © O

S O O © C

5. Body posture

o

6, Motor incoordination

w N

Staggering gait
Abnormal gait
Righting reflex

oS © o

NN O o

= o o

S O ©

7. Muscle tone

LS e

Limb tone
Grip strength
Body tone
Abdominal tone

oS © o C©

S O O O

8. Reflex

w N

Pinna reflex
Corneal reflex
Ipsilateral flexor reflex

oS O O o o o o

o O o

9. Autonomic profile

NS w N

Palpebral opening
Exophthalmus
Urination
Salivation
Piloerection

Skin color
Respiratoryrate

S O O O O O O o o o

SO © O O ©O O O

o O O © O o O

o ©C © O © o o o o © S © O O
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Table 20 Effect of subcutaneous administration of T-1982 on fertility in Fi1 rats of perinatal ang

postnatal study

Dose (mg/ke) control 500 1,000 C 2,000
;
No. of mated rats 19 21 22 © 2B
No. of copulated rats (%) 19100) 21(100) 21(95.5) | 18(10)
No. of pregnant rats (%) 19(100) 20(95. 2) 20095.2) . 7 18(100)

No. of corpora lutea (mean=+S. E.)
No. of implants (mean=+S. E.)

No. of pre implantation egg loss (%) 24(7.6)
No. of dead fetuses (%) 12(4.1)

No. of alive fetuses(mean=+S. E.)
No. and mean body weight of fetuses

(g+£S. E)
Male
Female
No. of malformed fetuses (%) 200.7)
Kinky tail 1
Vestigial tail 1

281(14. 8+0.79)

317(16.7+0.49) [207(14,9+0.82) (328(16.4+0,79) [289(16. 10, 66)
203(15. 4+0. 82) [281(14.1:+0.86) [295(14. 80, 97) [261(14. 5+0,55)

16(5.4) 33(10.1) - 28(10,0)
16(5.7) 15( 5.1) 6( 2.3)
265(13. 3+0.90) [280(14. 00, 95) 255(14. 2:+0.56)

145(3. 63:+0. 066){150(3. 650, 052)|138(3. 670, 052)|119(3, 74=:0,061)
136(3. 48:+0. 081)[115(3. 44+0. 046)(142(3. 480, 049)[136(3, 58::0.052)

0 0 0

DHRBICHRB L EPREREOZEIBD 5 iah >
12, Fa OMNERE L UTITRE AL = 7211 B
DOENIIDATHoT, 723, 12004 DO Y F
WAFETH -1 £31,000mg/kg B Tl 1 BIDEAE
EHRBDSNTIOTIWC & 72 5 12,

3) RFAERIURABKRSHR

(1) BKICHIIZTRE

RHAKE DB % Fig. 10 ic, BHEE Y Fig. 11z,
FKkEW Fig. 1210RT, EMEERITIIDM 5 B kb
5 DREWEM, HEMPOREROMFL L 0S4 E
#b 5 O, BEEES H OBKEORINE L 0KE
2@ED b, ERBEICZEZEBD b -1, B
HEDHRDOERENDISHIQVITBBOLA & NEY
DFHHBY bhits,

(2) HEFIiBLITTRE

1 B#19~230CD BitkD> 5 BRI U T F OV ER s
S OREFIRE% Table 14 |1T7RY, 2,000 mg/kg Bz
EFBoBmE zhittk > EEFRO BN AED 5 h
tr. REEHFECIFE, HEX, HEFEB L6 BT O
EFERIGIZIBD bz -1z, HEFOKEL L
ZOROEF IR ELBIBEODHILNBD 5 h
1253, 6 BITIIZDERBY bz -1, HIER
HEUTI3500me/kg BHic~ L = 7 A%, 1,000 mg/kg
BILEEORENE 1AIBD s h1, TEREBL X otEs
EDBFIGIREIIBD Shigh 51,

E#% 4B TRARURFIROVWTOBRBED R %

Table 151C7R T, BREZIBD SN TEELI L
BOETEIC b AR & DEIZED Shizd o1,

5% 6 BTHRLUILFORBE RS X CRRONEE
EOFERY Table 16 1T/RY, B EIE R 1Y 500 mg/kg
BOMICEIBOER D 3D 5hiz Ui BERE
HoNT, WEREIC b NREE & DZITD b b
Zo BIRRITHN - TR BT O W T—RERDREYTL
> RASHIBEE & DERBY b h/zh -1, KREY Table
17123,

HEEM: s L CFEEEE I OBEED 129D 1cfT/s - 12 Open
field Bk S O7KKBEABR DFE R % Table 183 X U
Table 19 IZ7R ¥, 1§ Bhtkds X OSBRI
Bz -1, o

HEH 1B TFT72 - 12 Fr O4FEEES T3 X O Faltisd
ETEEITOWT Table 20 10RY, XBK, ERE,
B, BRK, BAFFETRs X cERIRFOREIS
BELOZEIAEDON LD T, T, HHERLUT
B ORBRR S & R 23 1 AED b

m. % =

SD %5 w» bRAWT T-1982 AR LIZTHE
OWTRH U, TRb5, EiRETH b IERIHELT
BERRY, BES S BT ToMMT T-19%
RT3 BIRAICRS U TRk & OIERR
TIIHERICOWCBE LT, 20ORE BElil
REEM SRR\ IR SHLE % BEORE
BOETABD b i, Chick skERPLORD
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Photo. 1 Ompalocele on fertility study Photo. 2 Acrania on fertility study
control 500 mg/kg

Photo. 3 Reduction deformity of the forelimb Photo. 4 Lumbar hernia on teratological study
with heterotopic digits on fertility
study 1,000m g/kg control
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Photo. 5 Absence of skull (the same rat of Photo. 6 Nodulated ribs on teratological study
acrania) on fertility study
500mg/kg control

Photo. 7 Supernumerary of coronary artery orifice Photo. 8 Ventricular septal defect on terato-
on teratological study 500 mg/kg logical study 2,000 mg/kg
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pEIz A bNEh o1, SRR EHICEUKEOHE M
K@D N, CHIEDRERICEBD S NIIKELS
EETs b 0L Bbh b, MEIRETI X CUEIRIIER S
BRIt T2, 000 mg/keg BOEREAH12.9Th h, 1R
Bol. 4L WU TEBIRDHED b ioh, YuT
O SDREBVWTBEI T -1 EBRTIZ12.5~14.8T
Y, SAOBEXRPBESHBROIREDME$12.9T
boti, HoTHEBENBY bNIZLIIWA, EFHHEA
OETHH T-1982 8B 5iBET 5 DT/ LBb
h3, #ERT 7TERIC—EBREDOBLVTRIE zhict
VO BREORSABY SN, COBRRIEIHE
HRE® OEEEMICIZED ShTREIIRETH %,
HEIREIS & CIEIREIEBI SRR b I RERRIIRE
BRIV TIERK OO, i, FOBBSERICHE
PERNRA NN, AU EARBESEEERRY T
IHLhTWwb, LU, HBFEMNICIETEIC b EHIT
PEERED LTIV, 312, HEHHKTROR
ROHBRER TIRBE B S Ngb oo & X HEH
MRRRTHS LBbN B, BERL X CBRIAPRER
RICB W TR SBICHAEFO KRB IIFEI 2 A 50
i, MEICIIENBD SNt 3VWARKRERDEIR
HAERTO0.58, 3B%T2.58 LD THH EEHHED
HTh-1,

DEDKRL H T-1982135 v FDERICIIHEY 5
I3V DEEbNh 3,

EHRORBFTC S Y KRB R BV Y HEFRD
FARRF, REPATRCBHBLET,

X ik
) EAEZ, RRES, FARHKREC, x#EkX, ER
BT, BART, MAETF, XAEE, HH B
T-19820FHRAR (F1H) =7 RA-F 9 bRX
CARCoaEMRE, Chemotherapy 30(S-

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

3) :232~241, 1982

BWE—, EAYX, kE B, PIEL, kB
BmE, &F B:T-19820FHRR F2) 5
v } 3V AMETRSGE & % 4 R B, Chemo-
therapy 30(S-3) : 242~261, 1982
KEEMR, MRS, EETE, B B, xHF
#ER, PIIEL, BF BF: T-1982 OoFEHAR
(FE3ME—/AR3 HARMBRAIXSEAKE
3R B, Chemothcrapy 30(S-3) : 262~292, 1982
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TOXICITY TEST OF T-1982 (V)
Reproduction study in rats

Hiroko NAKADA, SHOzZO NAKAMURA, NORIHISA KOMAE
Yoko TakiMOTO and AKIRA TAKAI
Research Laboratory Toyama Chemical Co., Ltd.

This report is concerned with the reproduction of rats given T-1982.

1) Fertility study

T-1982, given subcutaneously at dose levels of 0 (control), 500, 1000 and 2000 mg/kg/day to m
rats for 63 days and to female rats for 14 days prior to and during mating, and to pregnant female up
day 7 of gestation, had no effect on fertility and fetal development. There was no evidence of mater;
toxicity in T-1982 treated groups, except for increase in maternal water intake and soft stools.

The number of corpora lutea, implantations, live fetuses and body weight were comparable to cont
in 500 and 1000 mg/kg groups. In 2000 mg/kg group, the number of implantations and live fetuses w
slightly decreased and fetal body weight was significantly increased to those of the control.

External malformations were found in each group; an omphalocele presented in control group,
acrania (absence of skull) presented in 500 mg/kg group, a reduction deformity of the forelimb with (
heterotopic digits (absence of ulna) presented in 1000 mg/kg and a kinky tail presented in 2000 mg/}

Each one case of skeletal malformation was observed in 500 mg/kg and in 1000 mg/kg groups. T
incidence of the skeletal variations and internal malformations in the treated groups were not significan
different from the control.

2) Teratological study

Pregnant rats were administered T-1982 intravenously at dose levels of 0, 500, 1000 a
2000 mg/kg/day from day 7 to day 17 of gestation.

No toxic signs were observed in treated groups, except for decrease in food intake during initial sta
of drug administration, increase in water intake from day 7 post partum and soft stools during the
ministration period.

No external malformations were observed in fetuses. Skeletal malformations were confined to t
cases; a nodulated ribs presented in control group and absence of unilateral 13th rib presented
1000 mg/kg. The incidence of internal malformations and skeletal variations were comparable to contr

3) Perinatal and postnatal study

Pregnant rats were administered T-1982 subcutancously at dose levels of 0, 500, 1000 a
2000 mg/kg/day from day 17 of gestation to day 21 of lactation.

On maternal toxicity in T-1982 treated groups, decrease in food intake during initial stage of dn
administration, increase in food intake from day 4 post partum throughout the lactation period, increa
in water intake and soft stools during administration period were observed.

In 2000 mg/kg group, the number of live f-tuses increased and in all treated groups inhibition
body weight of pups were observed, but 6 weeks after birth, no significant difference from the control
observed. The duration of gestation, perinatal mortality, the delivering rates, the weaning rates and t
survival rates of all treated groups had no significant difference from those of the control.

There was no adverse effect on behavior, open field test, water maze test and fertility of offspring





