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Table 1 Experimental design for chronic toxicity test of T-1220 in beagle dogs

(i. v. 6 months)

Concentration and No. of beagle dogs
Exp. group
Volume Male Female

Control (saline) 5.0ml/kg 3 2
T-1220 500mg/kg | 20% sol. 2.5ml/kg 3 2
T-1220 1,000mg/kg | 20% sol. 5.0ml/kg 3 2
T-1220 2,000mg/kg | 40% sol. 5.0ml/kg 4 3
ABPC  2,000mg/kg | 40% sol. 5.0ml/kg 4 3
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Table 2 Scoring criteria of the injected site changes

Score 0 No discernible change
Score 1 Slight sclerosis and discoloration
Score 2 Moderate sclerosis and discoloration
Score 3 Distinct sclerosis and discoloration
Score 4 Distinct sclerosis and discoloration accompanied with localized inflammatory edema
Score 5 Widespread discoloration and inflammatory edema attained to the muscle
Fig.1 Body weight changes in_beagle dogs treated intravenously with T-1220 for 6 months
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Table 3 Examinations in beagle dogs died or sacrificed

Dog No. 12 Male
T-1220 1, 000 mg/kg
Sacrificed on day 94

Before mo}1th mo?xths months au;:(thsy
Urinalysis
Occult blood - - —
Bilirubin - - -
Hematological findings
R.B.C. (x10*/mm?) 749 732 807 356 289
W.B.C. (x10?>/mm?) 134 113 116 51 90
Hematocrit (%) 45 47 56 24 20
Hemoglobin (g/dl) 14.5 14.5 16. 4 8.4 5.5
Biochemical examinations
GOT (Karmen unit) 24 10 26 45 20
GPT (Karmen unit) 26 35 67 26 17
ALP (K-A unit) 4.5 4.9 7.4 5.5 9.0
LDH (Wroblewski unit) 220 50 250 1230 732
BUN (mg/dl) 10. 4 7.1 12.2 7.1 20.0
Total bilirubin (mg/dl) 0.2 0.2 0.3 0.3 —

4. Inspection on day 91: Hemafecia.
on day 92: Anemia in the auricular region and hemafecia.
on day 94: Hemafecia, muscle weakness and debility.
Autopsy Significant hypertrophy, congestion and brittleness of the

spleen.

Hemorrhage through the overall intestinal canal.

Organ weight

1 slight increase
1+ moderate increase
111 significant increase

Liver 1t
Spleen Tt

Histological observation and cause of death

Extramedullary hematopoiesis in the liver and spleen.

Debility because of hemorrhage in the intestinal canal.
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during the experimental period
Dog No. 23 Male Dog No. 25 Male
ABPC 2, 000 mg/kg ABPC 2,000 mg/kg
Died on day 68 Sacrificed on day 94
1 at
Before month months Before month months months autopsy
~ - - - +
- — — + +
718 688 653 773 767 732 438 249
141 105 77 149 56 144 424 310
46 46 50 55 47 46 19 22
15.0 12.5 14.5 16.0 13.2 14.0 8.5 5.0
24 19 44 16 12 11 83 212
31 41 197 26 27 40 24 53
4.5 7.1 8.4 4.3 3.5 4.6 2.2 11.0
180 110 320 120 90 450 670 2151
8.7 9.8 11.4 18.7 7.8 13.5 14.9 27.0
0.2 0.2 0.3 0.2 0.2 0.1 0.8 —
on day 41: Vomitus on day 86: A large amount of hematuria.
on day 46: Severe vomitus on day 91: A large amount of hematuria.
on day 68: Anemia, muscle weakness and later- on day 94: Debility, depression of spontaneous move-

oposition.
Died 40 min. after the administration.

ment, lateroposition and weak reaction on
stimuli.

Hypertrophy of the spleen.
Hypertrophy of the liver.

Significant hemorrhage of the mucous membrane
in the intestinal canal, especially in the duo-
denum and jejunum.

Hypertrophy and congestion of the spleen.
Hypertrophy of the liver.
Yellow—coloration of the subcutaneous fat.
Hematuria in the urinary bladder.

Yellow—jellied contents in the intestinal canal.

Liver Tt
‘Spleen Tt

Liver it
Spleen 1
Kidney T

Cause of death: Hemorrhage in the intestinal
canal.

Slightly extramedullary hematopoiesis in the liver and
spleen, which seemed to be based on severe hemo-
lysis.
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Table 4-2 Urinalysis in beagle dogs treated intravenously with T-1220 for 6 months
Urine volume (ml/20 hrs) pH
Exp. group Sex Dog Time in months Time in months
Nool v 2 3 4 5 6|1 2 3 4 5 6
Control 1 180 223 140 140 300 150 | 7 7 7 7 7 7
_ Male 2 142 212 95 60 170 100| 6 7 7 6 8 6
(saline) 3 | 192 184 145 175 260 250| 7 7 7 7 8 6
Mean| 171 206 127 125 243 167 7 7 7 7 8 6
4 252 285 195 280 450 220 7 7 7 7 7 7
Female| 5 | 186 990 250 125 290 250 6 7 6 6 7 6
Mean| 219 288 223 203 370 235| 7 7 7 7 7 7
T-1220 6 490 200 95 90 110 130| 7 6 7 8 8 8
) Male 7 280 210 140 350 250 325 | 7 6 6 6 7 8
500mg/kg 8 | 200 180 90 300 220 20| 6 6 7T T 1 7
Mean| 323 197 108 247 193 242 | 7 6 7 7 7 8
9 180 160 150 160 210 250 | 7 7 7 6 7 8
Female
10 160 100 80 170 130 100 7 6 8 7 8 9
Mean| 170 130 115 165 170 175 7 7 8 7 8 9
T-1220 11 | 166 500 560 510 320 30| 7 6 7 7 7 7
1,000 mg/kg Male 13 160 220 520 270 250 390 7 6 7 6 7 7
Mean| 163 360 540 390 285 360 7 6 7 7 7 7
14 | 190 100 100 30 150 180 | 6 6 6 6 6 7
Female| 15 161 130 210 250 260 120 7 6 8 6 6 8
Mean| 176 115 155 140 205 150 | 7 6 7 6 6 8
T-1220 16 | 181 160 100 180 130 380 | 6 6 7 6 7 7
2,000mg/ke | praie 17 | 210 190 100 100 170 210| 6 6 8 6 7 6
18 | 121 20 50 140 90 100 | 7 7 7 7 6 6
19 286 260 350 250 200 300 7 7 7 7 8 6
Mean| 200 158 150 168 148 248 | 7 7 7 7 7 6
20 172 100 100 170 100 440 7 6 7 7 7 7
Female| 21 | 120 120 60 160 420 130 7 6 7 7 8 9
22 | 130 170 60 130 150 90| 8 6 7 7 7 8
Mean| 141 130 73 153 223 220 7 6 7 7 7 8
ABPC 24 | 190 180 150 200 160 18| 7 7 8 8 8 7
2, 000 mg/kg | Male 26 | 350 180 380 160 130 175| 7 7 6 7 7 8
Mean| 270 180 265 180 145 178 7 7 7 8 8 8
27 130 150 100 90 140 160 7 7 6 7 7 8
28 230 140 190 280 165 150 7 7 7 7 6 6
Female | 29 170 105 40 40 100 130 7 7 7 6 7 7
Mean| 177 132 110 137 135 147| 7 7 7 7 7 7
T-1220 1,000mg/kg| Male | 12* | 160 220 320 7 6 8
ABPC 2,000mg/kg| Male | 23%¢| 72 200 7 7
ABPC 2,000mg/kg| Male | 25% 17 32 170 8 7 8

* gacrificed on day 94
** died on day 68
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Table 5-5 Hematological findings in beagle dogs treated intravenously with T-1220 for 6 months

Exp. group Sex ggtg 6 months ‘

Neutro. Lympho. Mono. Eosino. Baso.

Control (saline) 1 56 34 5 5 0

Male 2 60 32 6 2 0

3 59 27 9 5 0

Mean 58 31 7 4 0

4 58 26 7 9 0

Female 5 69 24 1 6 0

Mean 64 25 4 8 0

T-1220 500mg/kg 6 78 12 7 3 0

Male 7 75 18 4 3 0

8 55 35 4 6 0

Mean 69 22 5 4 0

9 48 34 4 14 0

Female 10 62 28 6 4 0

Mean 55 31 5 9 0

T-1220 1,000 mg/kg 11 63 32 2 3 0

Male 13 69 19 3 9 0

Mean 66 26 3 6 0

14 64 28 5 3 0

Female 15 1 23 3 3 0

Mean 68 26 4 3 0

T-1220 2,000 mg/kg 16 52 29 6 13 0

17 70 22 1 7 0

Male 18 46 48 2 4 0

19 75 10 2 13 0

Mean 61 27 3 9 0

20 68 18 7 7 0

Female 21 69 20 2 9 0

22 63 26 2 9 0

Mean 67 21 4 8 0

ABPC 2, 000mg/kg 24 63 26 0 11 0

Male 26 49 36 1 14 0

Mean 56 31 1 13 0

27 58 30 4 8 0

Female 28 67 28 2 3 0

29 50 40 1 9 0

Mean 58 33 2 7 0
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Table 5-6 Hematological findings in beagle dogs treated intravenously with T-1220 for 6 months

Do Partial Prothrombin time
Exp. group Sex Nog thromboplastin time
: 6 months (sec.) | 6 months (sec.)
Control (saline) 1 152 9
Male 2 160 12
3 116 11
Mean 142.7 10.7
Female 4 150 12
5 123 8
Mean 136.5 10.0
T-1220 500mg/kg 6 117 8
Male 7 114 9
8 131 8
Mean 120.7 8.3
Female 9 131 17
10 108 11
Mean 119.5 14.0
11 135 8
T-1220 1,000mg/kg
Male 13 120 9
Mean 127.5 8.5
Female 14 135 8
15 139 8
Mean 137.0 8.0
T-1220 2, 000mg/kg 16 163 13
Male 17 129 9
18 131 8
19 120 7
Mean 135.8 9.3
20 120 8
Female 21 153 15
22 142 8
Mean 138.3 10.3
ABPC 2, 000mg/kg 24 145 9
Male 26 118 8
Mean 131.5 8.5
27 131 11
Female 28 154 11
29 100 9
Mean 128.3 10.3
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Table 6-3 Biochemical examinations in beagle dogs treated intravenously with T-1220 for 6 months
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Table 6-4 Biochemical examinations in beagle dogs treated intravenously with T-1220 for 6 months
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Table 7 Evaluation of gross local reactions of injected site with 6 different scores in beagle dogs
treated intravenously with T-1220 for 6 months

T~ ~_ Dog Total score of four legs Average
Group \“\\ 1 2 ‘ 3 4 5 6 7 score/dog
Control (saline) 4 3 5 4 3 — — - 3.80
T-1220 500mg/kg 4 5 3 5 3 — — 4.00
T-1220 1, 000mg/kg 5 d. 3 5 4 — — 4.25
T-1220 2, 000mg/kg 4 3 5 4 6 5 5 4.57
ABPC  2,000mg/kg d. 14 d. 11 7 14 8 10. 80
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852 H ALUEOBA T, BEO LDH LR AR SRz,
¥72, No.16 (#f) 13446 » Ao DA LDH |-
H#aR Lz, ABPC 2, 000mg/kg #¥ 5T, 14 A%
OBET, MBI GPT ORI LR 2D 5kt
B, 2 JJLEOBRETIREBE LT, ¥4, 247
HOBRAE OMERES G LDH 0REs 52 38D b,
—MOBITIRZ DIEEA S 4 H A ¥ T Lic, fib
DEBREFHE L, FREHLIRERSCERETS &
Bhbh s RENRRD BRI S T,

6. g R

IR O AIRAY R T, T-1220 KB ERES R
DRD BRI o toe oI IR ORI IR R U o R
D5 o MLENEKRD, HNERE 2 G A EERCRIEMCR

DHNTc, M OEEIRAOIME R X O REBKOE
(Photo. 1,2, 3, 4) %, Table 2 DEAEIZHE > THIRMIC
B Ucks % Table 7 1wird, T-1220 - EREOH
LA ORI S BT L CETR L e AL D
BL00, 2,000mg/kg #5 TORERAT-1220 & ABPC
TH#T 2 &, T-1220 05 RFINCK T 5EEERIZ
ABPC X h $ AL ICEI - E W ORERAB ORI, oh
L, RS, BETCOMBTHEAMEE—KTS
HDTH - o

7. BEZSEL (Table 8) LKA EEMAEM (Table 9)
T-1220 #5361, 2. 000mg/kg #EH#E 1 6 (No,
18) Dfif s X O OBEREREMINE, 1 (No. 22) ©
PRoOBEERHMND - 1, REVLEDLRILr -
7co ABPC 2, 000mg/kg #5-Ti%, #E 16l (No. 26) iciE
EOFEREMA A bR,

8. ffkFHIRE

Table 10 iR 7 X 51z, T-1220 50813, BB
Ji L IRBE D 5 - a Beb it & BB R B R 8D
Hitidss, 2, 000mg/kg 5D 2 4 (No. 18, 19) iw &
BEROHE A B Y (Photo. 5), i C OB EMAER LTV
foo T EGEA OMBMEFHF R T, S5 opE
12X % EBbh s R ORMER I S REKIGDS, X
BHEL D EBREFCRD bhi, Mo,
B ECRRTS EBbRARENZ DR ) -
(Photo. 6,7, 8,9), ABPC #¥5#C1, MoBEKEREM
PG OEE L, FABRCHEbh T, BEIZO
A8 EF OBHER T, ABPC o F2% T-1220 X b 8k
Drotze F7o, ABPC #5016 (No. 29f) DEEAL
RME LBy, KEZEM: (Photo 10) 23385 b hrc,
9. M RIETHE

Fig. 2 1z T-1220, ABPC 2, 000mg/kg & D 3 Bl
A LB S &k b ki 5 g E 0 &b
iR Ui, 6 ARER S CORKESMFIBE L,
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Table 8 Organ weight in beagle dogs treated

Final Kidney
Exp. group Sex gg.g B.W. Brain Heart Lung left right Liver  Spleen
(kg) (g) (g) (g) (g) (g) (g) (g)
Control (saline) 1 |10.0 63 79 68 200 270 201  26.0
Male | 2 |10.5 80 85 70 285  26.0 313 30.0
3 |1L5 74 79 8 250  25.0 310 30.0
Mean | 10.7 72 81 74 215 26.0 305  28.7
4 |100 80 62 58 18.0 160 264  22.0
Female| 5 | g 9 77 70 240 240 207 310
Mean| 9.5 88 70 64 210 200 281 2.5
T 1920 6 | 9.5 4 72 69 205 215 203 27.0
Male | 7 |1L5 78 95 93 260 240 285  33.0
500 mg/kg 8 |10.5 73 102 69 260  25.0 333 220
Mean | 10.5 75 90 77 242 235 304 27.3
9 | 95 79 70 68 190 200 268 320
Female| 14 | 10,9 82 78 80  20.0 200 237 40.0
Mean| 9.8 81 74 74 195 200 253 36.0
T-1920 1 |13.5 85 100 92 3.0 310 350  35.0
Male | 13 |11.7 80 102 113 240 250 285 36.0
1,000 mg/kg Mean | 12.6 83 101 103 280 280 318 36.0
14 | 9.0 81 76 70 2.0 22,0 200  28.0
Female| 15 | g ¢ 74 69 61 19.0 20 212 240
Mean| 8.5 78 73 66 220 2.0 251  26.0
1220 16 | 10.5 76 100 8 240 300 248 290
17 | 10.5 o1 100 98 320 300 204 24.0
2,000mg/kg| Male | ;4 | 44 ¢ 87 100 9 280 310 304 67.0
19 | 10.5 75 92 100 200 210 350  25.0
Mean | 10. 4 82 08 93 26.0 280 322 36.3
20 | 9.5 70 67 55 230 190 257 210
Female| 21 | 9.5 75 74 60 210 220 284 240
22 | 10.0 85 78 77 240 220 28 780
Mean| 9.7 77 73 64 226 2.0 270 410
ABPC 24 | 105 67 80 79 310 3.0 350 280
2 |10.5 82 82 80 2.0  26.0 403 22,0
2,000mg/kg| Male | \rean| 195 75 81 80 285 285 3717 25.0
27 | 101 83 78 79 21,0 27.0 321 30.0
Female| 28 | 9.0 70 80 75 240 250 204  28.0
20 | 85 72 64 74 19.0 200 281  30.0
Mean| 9.2 75 74 76 23.3  24.0 209 29.3
T-1220 1,000mg/kg] Male | 12% | 9.8 82 90 88 240  24.0 327 202.0
ABPC  2,000mg/kg| Male | 23** | 11.2 62 103 95 200 300 532 67.0
ABPC  2,000mg/kg| Male | 25% | 9.5 90 80 9 320 320 409  77.0

* sacrificed on day 94
** died on day 68
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intravenously with T-1220 for 6 months
Testis
Submax.

Pancreas Adrenals Thymus Thyroids glands Ovaries left right
(g) (g) (g) (g) (g) (g) (g) (g)
23.0 0.96 4.51 0.68 14.00 6.97 6. 46
29.0 0.50 2.40 0. 60 12.79 4.10 3.81
23.0 1.28 — 0.76 15.57 9.70 9.93
25.0 0.91 3.46 0. 68 14.12 6.92 6.73

26.0 2.10 5.14 0.85 9.00 0.97
26.0 1.71 2.40 0.75 12.32 1.35
26.0 1.91 3.77 0.80 10. 66 1.16
22.0 1.09 2.69 0.41 14.01 6. 60 6.58
27.0 1.18 3.77 0.48 14.77 8.04 8.07
32.0 1.69 7.81 0.91 12.07 7.99 8.15
27.0 1.32 4.76 0. 60 13.62 7.54 7.60
23.0 1.27 5.43 0. 52 7.41 0. 67
25.0 1.75 7.00 0.94 4.99 0.76
24.0 1.51 6.22 0.73 6.20 0.72
28.0 1.42 8.30 0. 60 12. 97 7.65 7.29
30.0 1.57 6.71 1.00 12.00 8.18 8.11
29.0 1. 50 7.51 0.80 12. 49 7.92 7.70
24.0 1.31 7.67 0.45 8.02 0.52
25.0 1.07 4.27 0.89 8.92 0.50
24.5 1.19 5.97 0. 67 8.47 0.51
24.0 1.50 7.73 0.64 10. 68 9.10 8.01
26.0 1.60 11.11 0. 80 11.71 8.78 7.36
27.0 1. 96 5.32 1.22 14. 30 6. 95 7.49
33.0 1.19 2.51 0.9 15. 40 7.70 7.02
27.5 1.56 6.67 0.90 13.02 8.13 7.47
27.0 1.43 7.00 0.58 12.50 0.93
22.0 1.48 9.70 0.77 9.65 1. 85
26.0 1.49 11.35 1. 00 12,59 0.81
25.0 1.47 9.35 0.78 11.58 1.20
27.0 1.53 12.70 0.71 12. 65 6.93 6.16
34.0 1.29 14. 00 0.61 14. 32 11.01 10.94
30.5 1.41 13.35 0. 66 13.49 8.97 8.55
30.0 1.18 13. 66 1.12 12.85 0.74
27.0 1.41 7.16 0.76 11.74 0.95
22.0 0.85 8.00 0.70 11.14 0. 56
26.3 1.15 9.61 0. 86 11.91 0.75
24.0 1.10 3.34 0. 69 12.00 10. 00 10. 00
16.0 1.16 7.00 0. 86 18.05 7.40 7.16
22.0 1.57 2.10 0.71 9.00 10. 00 9.00
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Table 9 Relative organ weight per 100 g body weight in beagle dogs

Kidney
Exp. group Sex ?Igg ) S ——
: Brain Heart Lung left right Liver  Spleen
Control 1 0.63 0.79  0.68 0.29 027 291 026
. Male 2 0.76  0.81  0.67  0.27  0.25 298  0.29
(saline) 3 0.64  0.68 0.72  0.22 022 270  0.26
Mean | 0.68  0.76  0.69  0.26 025 2.8  0.27
Female| 4 0.80 0.62 058 0.18 016  2.64  0.22
5 1.07 0.8 078  0.27 027 330  0.34
Mean | 0.94 074  0.68  0.23 022 297 028
T 1920 6 0.78 0.76 073  0.22 023 308 028
Male 7 0.68 0.8 0.8 023 0.2l 248  0.29
500mg/kg 8 0.70  0.97  0.66 0.25 024 317  0.21
Mean | 0.72 0.8  0.73  0.23 023 291 026
Female| 9 0.83  0.74 072  0.20 0.2l 2.8 034
10 0.82  0.78 0.8  0.20  0.20 237  0.40
Mean | 0.83  0.76  0.76  0.20 0.2 260  0.37
1990 11 0.63 0.74 0.68 0.23 025 25 0.2
Male 13 0.68 0.87 097 021 021 244 031
1,000 mg/kg Mean | 0.66  0.81  0.83  0.22  0.22 252  0.29
14 0.90 0.84 078  0.28 024 322 031
Female| ;5 0.93 0.8 0.76 0.24 025 265  0.30
Mean | 0.92 0.8 077 026 025 294  0.31
1220 16 0.72 095 079  0.23 029 236 028
17 0.87  0.95 093  0.31 029 28 023
2,000mg/kg | Male 18 0.8 100 0.90 0.28 0.3  3.94  0.67
19 0.7 0.88  0.95 019 020 333  0.24
Mean | 0.79  0.95 0.8  0.25 027 311  0.36
20 0.74  0.71  0.58  0.24 020 271  0.22
Female| 21 0.79 078  0.63  0.22  0.23 299  0.25
22 0.85 0.78 0.7  0.24  0.22 268  0.78
Mean | 0.79  0.76  0.66  0.23 022  2.80  0.42
ABPC 24 0.64 076  0.75  0.30 030 333 027
Male 26 0.78 0.78  0.76  0.25 025 3.84 021
2,000 mg/kg Mean | 0.71  0.77  0.76  0.28  0.28  3.59  0.24
27 0.82 0.77 0.78  0.27  0.27 318  0.30
Female| 28 0.78 0.89 0.8 027 028 327  0.31
29 0.85  0.75  0.87  0.22 024 331  0.35
Mean | 0.82  0.80 0.8 025  0.26  3.25  0.32
T-1220 1,000mg/kg | Male | 12% 0.84  0.92 090 0.25 0.25 334 206
ABPC 2,000mg/kg | Male | 23% | 055 092 0.8  0.26 027 475 060
ABPC  2.000mg/kg | Male | 25* 0.95 0.84 095 0.3 034 43 08l

* sacrificed on day 94
** died on day 68
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treated intravenously with T-1220 for 6 months (8 %)
Submax.

Pancreas Adrenals Thymus Thyroids glands Ovaries left right
0.23 0.01 0.05 0.01 0.14 0.07 0.06
0.28 0.01 0.02 0.01 0.12 0.04 0.04
0.20 0.01 — 0.01 0.14 0.08 0.09
0.24 0.01 0.04 0.01 0.13 0. 06 0. 06
0.26 0.02 0.05 0.01 0.09 0.01
0.29 0.02 0.03 0.01 0.14 0.02
0.28 0.02 0.04 0.01 0.12 0.02
0.23 0.01 0.03 0.01 0.15 0.07 0.07
0.24 0.01 0.03 0.01 0.13 0.07 0.07
0.31 0.02 0.07 0.01 0.12 0.08 0. 08
0.26 0.01 0.04 0.01 0.13 0.07 0.07
0.24 0.01 0. 06 0.01 0.08 0.01
0.25 0.02 0.07 0.01 0.05 0.01
0.25 0.02 0.07 0.01 0.07 0.01
0.21 0.01 0. 06 0.01 0.10 0. 06 0.05
0.26 0.01 0. 06 0.01 0.10 0.07 0.07
0.24 0.01 0. 06 0.01 0.10 0.07 0. 06
0.27 0.02 0.09 0.01 0.09 0.01
0.31 0.01 0. 05 0.01 0.11 0.01
0.29 0.02 0.07 0.01 0.10 0.01
0.23 0.01 0.07 0.01 0.10 0.09 0.08
0.25 0.02 0.11 0.01 0.11 0.08 0.07
0.27 0. 02 0.05 0.01 0.14 0.07 0.08
0.31 0.01 0.02 0.01 0.15 0.07 0.07
0.27 0.02 0.06 0.01 0.13 0.08 0.08
0.28 0.02 0.07 0.01 0.13 0.01
0.23 0.02 0.10 0.01 0.10 0.02
0.26 0.02 0.11 0.01 0.13 0.01
0.26 0.02 0.09 0.01 0.12 0.01
0. 26 0.02 0.12 0.01 0.12 0.07 0. 06
0.32 0.01 0.13 0.01 0.14 0.11 0.10
0.29 0.02 0.13 0.01 0.13 0.09 0.08
0.30 0.01 0.14 0.01 0.13 0.01
0.30 0.02 0.08 0.01 0.13 0.01
0.26 0.01 0.09 0.01 0.13 0.01
0.29 0.01 0.10 0.01 0.13 0.01
0.25 0.01 0.03 0.01 0.12 0.10 0.10
0.14 0.01 0.06 0.01 0.16 0.07 0. 06
0.23 0.02 0.02 0.01 0.10 0.11 0.10
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Photo. 1 The injection site (V. mediana) from a beagle Photo. 2 The histological observation of the same site
dog given T-1220 at 2, 000mg/kg with intra- (Photo. 1).  Cross section of V. mediana.
venous injection for 6 months  (No. 20, fem- There is moderate change.
ale). This change was equivalent to score 2. x 8, H.E. staining.

. AB-PC 2000mgkg &

" w—

Photo. 3 The injection site (V. saphena) from a beagle Photo. 4 The histological observation of the same site
dog given ABPC at 2, 000 mg/kg with intra- (Photo. 3). Cross section of V. saphena.
venous injection for 6 months (No. 26, male), There observed remarkable fibrosis and infl-

This change was equivalent to score 4. ammation. x 8, H. E. staining.
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Photo. 5 The spleen from a beagle dog
given T-1220 at 2. 000 mg/kg with intra-
venous injection for 6 months. (No. 18
« male). There observed megakaryocyte
in red pulp. % 660, H. E. staining.

Photo. 6 The liver from a beagle dog
given T-1220 at 2 000 mg/kg with intra-
venous injection for 6 months  (No. 22,
3 female). No significant changes.

x 660, H. E. staining.

Photo. 7 The kidney from a beagle dog
given T-1220 at 2, 000 mg/kg with intra-
venous injection for 6 months (No. 17,
male). No significant changes.

%330, H. E. staining.
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Photo. 8 The submaxillary gland from
a beagle dog given T-1220 at 2, 000 mg/
kg with intravenous injection for 6 mon-
ths (No. 19, male). No significant chan-
ges. x330, H.E. staining.

Photo. 9 The heart from a beagle dog
given T-1220 at 2, 000 mg/kg with intra-
venous injection for 6 months (No. 19,
male). No significant changes.

x 660, H. E. staining.

Photo. 10 The kidney from a beagle dog
given ABPC at 2, 000 mg/kg with intra-
venous injection for 6 months (No. 29,
female). Hydropic degeneration of the
distral tubular epithelium is observed.

x 660, H. E. staining.
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Photo. 11 The liver from a beagle dog
given T-1220 at 1,000mg/kg with in-
travenous injection (No. 12, male: sacri-
ficed on day 94). Extramedullary hema-
topoiesis is observed. x 660, H.E.

-~ staining.

} Photo. 12 The bone marrow from a be-
agle dog given T-1220 at 1, 000mg/kg
with intravenous injection {No. 12, male:
sacrificed on day 94). Abundant cells are
seen. x 660, H. E. staining.
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Fig. 2 Serum concentration of T-1220 and ABPC at the initial and final
administration of chronic toxicity for 6 months (2, 000 mg/kg i.v.)

T-1220
o

o After the initial administration(n

© After the final administrationin- 3)
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4000t ¢

Serum concentration g’ ml)
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b ABPC

0 30 60 240

360
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30 60
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BIE e 5 1 P S DRI 21330 B hule s - 1,
oI ##F & £ 8

T-1220 O#IRFI S TOREMY E— /AR 6 5
Rl L clRE Lic, #5#, 2 000mg/kg $58C, 18
of, BKOE, WEE/c & DIERD A LRI DD, RKE X
THMENERD Shieh - fo,  T-1220 D5 AT ORE
iy, HEERGIC LD HIREMIEET b hfcwvwic LT
b, MER IOCmERBAMCY 2 2 BEEFERCMmZED
TR DFEEL, XBID ABPCHEER L v & B ohed
Tehro tz, T-1220 2.000mg/kg #5-0 7 FliL, 42616
7 A B0 e 5 it 2 7025, 1, 000mg/kg #4505 f
d11 6] (No.12 f#t) &, ABPC 2, 000mg/kg $¢5-D 7 4
fr 2B (No. 23 i, No.25 )ik, #5HPRKIFICIET E
LB LWEHOLDER L, 2hb 3l
iy, MmECEM, Mok, LDH o LR ks X OHFD
JEAkTHY, Fic, No.12 & No. 23 TILEEDIBEH
MAFRD bhte, B, BEFCisE 2 &
Bhteas (Photo, 11), HExEMiattcH v (Photo.
12), &L SORHEMHE M X 508, FosistEm &
Eibhb,

¥ 7o, B dsem e By a37e <, LDH o kR
B mcERT 2 E b EBbhi, ZhbRHIET
Blich bt Ry, 6 7 BEESOEFEFICRE LT
WERA LA, T-1220 2,000mg/kg 5 0 1 4] (No.
184f) =, BETIEHBHHS, FETHIEDOEBESZ LR
7oo TOBITIE, KM, ~€rmy, ~< 7)Y
v b O, LDH 0@ fE F5, WERE RE&OBREH
23 - too MMRFANCIE, PICBiE L2 B 51 b h
b LT, FHEMREETH Y, FREINZ

Lo, BWiCHRR i (EaBENBD) 1LXD
FlhEEZbh5,

Thboz Eanh, T-1220 D€ — 7 A RiGRAKE
L5 ToBmME, BESOREEED EELTH D,
g, PR, #ishEmp A LDH ER & LT
KHEhicdoeELBbhB, 0 T-1220 5 iR
THEEZ LR —HORFIX, 2, 000mg/kg 54
B0 5%, HidRo No. 18 (HE) sticd, #HlxiX No.
22 (M) DK ERE ML No.19 () ORoER
HREMOFRAD X 512, MoMCBE oL L% 500
BHHILH -1 1,000mg/kg 504 FH L, T-
1220 DREHEIC L B B a E - o S RBd e o ey, T-
12208502 X 5 L B b EEOZEL %R Lz 1 6l (No.
128) OBRPBEBINH - 1o, 500mg/kg 5 FITIZR
Hw R e - feo XTWEHK & LT{#M Lz ABPC 2, 000
mg/kg G- HETIE, THF 26 () OETEIIER
Bz, T-1220 L EEOE(L LRSI, Wk b, 3
THNETXTHETH D, EFOITH BT 5 BT
FRRE 2D - 72,

Dibo#ER2 S, ALkt s T-1220 Ok
BRI, RPIETHIS D VITERE IR, TRTOM
HHEHCET 2ROk AREE LTHEIT2 &, HET
VX 500mg/kg TH D, WETIX 1,000mg/kg TH -7

T-1220 2,000mg/kg, 1, 000mg/kg, 500 mg/kg % &
— 7RI 6 n AREIRINEES L, ToR4eM% ABPC
2,000mg/kg & K L, ROMEREE,

1) T-1220 1,000mg/kg #¥ & 56 d 16 (i) &
ABPC 2, 000mg/kg #5457 B 2 61 (i) 2338 Lic,
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2) 6MALEFHTE, BRECRELZ LRI -
o

3) T-1220 2,000mg/kg 5 7 Bl 1 6 () w2, 7k
MmEkE, ~=r/wty, ~=t29 o O, LDH ©
BEER, BIFOBERSEMMAAL ORI,

4) iRy, T-1220 2, 000mg/kg H5 RO
B BRI AR Bk,

5) T-1220 o5 RFTokEE X ABPC L h b BET
Bt

6) AFEBIC 1T B BIMESE B AL, M 1, 000mg/
kg, #E500mg/kg TH 7o
Bl 3
AEBROBITITHID, MBIEAROHLE, 28R

&[540 o IS IRKEEBR AR ER 2 fr BlAEH s, ﬁﬁﬂiﬁ‘%ﬁt
BB ERDEHOBERL £ T, EBRTWHN
AW YW, HHEATF, KRS, FHEE 1‘@_1:
A, PHE% PRE= BN, BESEFOLK

WG LE T

D

2)

3

4)

X ik

mFE OB, RHEE, hHILT, EREZ, EHE
x, EEELX, PRHEZ, WHBRC, EFE %
T-12200HEABEE1H) ~v A, T+, 1
R, YA RT B EEEERE, Chemotherapy
25(5) : 816~828, 1977

mH B, KHEE, hmEEATF, EAES, S|
I, AR, % T-122000 #vk R GF
28 7o MEBEARGCRT s EAN, Bk
#:2A5%, Chemotherapy 25(5) : 829~856, 1977
OB, RKHEBE, EAME, EmE X, WHE
=, g B, FHAF, fBBET : T-1220 ©
HERBR GE3#) 7 v P HIRNIBSCRST 5

MM B, Chemotherapy 25(5) : 857~868
1977
M B, kB, WNEC, fmEk Ee

Fiz, kg B T-12200% MR (G 44H) ©
— 7 VRIEC BT B M AR, Chemo-
therapy 25(5) : 869~883, 1977

TOXICITY TESTS OF T-1220 (V):
CHRONIC TOXICITY IN BEAGLE DOGS WITH
THE INTRAVENOUS ADMINISTRATION

Axira Takal, Tovoak: YoNeps, Yasunito KAwAMURA,
Hirovuki Masatani, TErsuo SHIBATA and SHIGERU SATO

Research Laboratory, Toyama Chemical Co., Ltd.

The chronic toxicity of T-1220 was tested in beagle dogs using the intravenous ad-

ministration, and compared with that of aminobenzylpenicillin (ABPC).

Dogs were ad-

ministered in daily intravenous doses of T-1220 for 6 months at 500, 1,000 and 2,000

mg/kg. ABPC was used at 2,000 mg/kg.
saline.
The results are as follows.

1) 1 (male) out of 5 dogs of T-1220 at 1,000 mg/kg and 2

Control dogs were treated with physiological

(male) out of 7 dogs of

ABPC died or were killed because of debility during the experlmental period.

2) The significant change of body weight was not seen in all dogs alive.

3) In 1 (male) out of 7 dogs of T-1220 at 2,000 mg/kg, decreases of RBC, hemoglo-
bin and hematocrit values, increase of LDH value and slight increases of lencv and liver

weights were observed.

4) The megakaryocyte of spleen increased, histologically, in dogs treated with T-1220

at 2,000 mg/kg.

5) The injury of injection site of T-1220 was milder than that of ABPC.
6) The maximum safety dose of intravenous administration of T-1220 to dogs
estimated to be 500 mg/kg in male and 1,000 mg/kg in female.



