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Study No. SBL75-32
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Study No. SBL75-32
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6.25 mg/mL BN S DR :
RB A A Y — 5 —TRBLANS, 2mL ZIERICEY, DMF TEMKIZS0 mL &
L7, ZOW1mL ZIERICEYD, DMF CIEMIZS5mL & L7z (50 pug/mL).
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Study No. SBL75-32

FBA PO DBHCB BE (mg/mL)
= i BHAKT @ DBHCB B (ug/mL) x FRMEE <107
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(1) Analysis

(2) Experimental

Study No.: SBL75-31
Certificate No.: 7531-2

CERTIFICATE OF ANALYSIS

: Stability and Homogeneity of the Test Article in the Dosing Preparation

Test Article :DBHCB
Lot No. :050041X3
Vehicle :5 w/v% Gum arabic solution
Form :Suspension
Sampling Size  :1 mL
(3) Results
. Stability(%)*
Storage Conditions Homogeneity(9%)++
. Temperature and Conc. of Analyte (mg/mL)
Container Duration 0.25 25
100.0 100.0
Initial
Tight, light-resistant L5 04
container 100.6 100.5
After 7 days under refrigeration
2.1 1.0

* Remaining % (mean of 6 values). Acceptable range: 100 = 10%.
**Coefficient of variation (%, n=6). Acceptable range: 10% or less.
Date of analysis: June 22, 2004 to June 29, 2004

Analytical Supervisor:

25

Date:

&ZW 30, 2wy

(Shin Nippon Biomedical Laboratories, Ltd.
Drug Safety Research Laboratories)



CERTIFICATE OF ANALYSIS

Study No.: SBL75-31
Certificate No.: 7531-3

(1) Analysis : Stability and Homogeneity of the Test Article in the Dosing Preparation
(2) Experimental
Test Article :DBHCB
Lot No. :050041X3
Vehicle :5 w/v% Gum arabic solution
Form :Suspension
Sampling Size :1 mL
(3) Results
i, Stability(%)*
Storage Conditions Homogencity(%)++
. Temperature and Conc. of Analyte (mg/mL)
Container Duration 0.25 25
100.0 100.0
Initial
Tight, light-resistant 15 0.4
container 100.4 100.1
After 14 days under refrigeration
1.0 0.6

* Remaining % (mean of 6 values). Acceptable range: 100 + 10%.
-~ **Coefficient of variation (%, n=6). Acceptable range: 10% or less.

Date of analysis: June 22, 2004 to July 6, 2004

Analytical Supervisor:

Date: J{/// 7%[/;/

(Shin Nippon Biomedical Laboratories, Ltd.

Drug Safety Research Laboratories)



Study No.: SBL75-32
Certificate No.: 7532-1

CERTIFICATE OF ANALYSIS

(1) Analysis : Concentration of the Test Article in the Dosing Preparation

(2) Experimental

Test Article :DBHCB

Lot No. :050041X3

Vehicle 15 w/v% Gum arabic solution
Form :Suspension

Sampling Size :2mL

(3) Results
Date of Date of Target Conc. Found Conc. Found/Target*
Preparation Analysis (mg/mL) (mg/mL) (%)
6.25 6.4660 103.5
Junc 28, 2004 June 28, 2004 25 26.004 104.0
100 102.51 102.5

Data are the mean values of 2 determinations.
* Acceptable range: 100 + 10%.

Analytical Supervisor:

Date : jW J—ﬁ/ jﬁﬂé/

(Shin Nippon Biomedical Laboratories, Ltd.
27 Drug Safety Research Laboratories)



Study No.: SBL75-32
Certificate No.: 7532-2

CERTIFICATE OF ANALYSIS

(1) Analysis : Stability and Homogeneity of the Test Article in the Dosing Preparation
(2) Experimental

Test Article :DBHCB

Lot No. :050041X3

Vehicle :5 w/v% Gum arabic solution

Form :Suspension

Sampling Size  :1mL

(3) Results
.. Stability(%)*
Storage Conditions Tomogeneity (%)<
[ . 1
Container Temperau}re and Conc. of Analyte (mg/mL)
Duration 100
100.0
Initial
Tight, light-resistant 0.7
confainer 100.1
After 7 days under refrigeration
0.5

* Remaining % (mean of 6 values). Acceptable range: 100 *+ 10%.
**Coefficient of variation (%, n=6). Acceptable range: 10% or less.
Date of analysis: June 28, 2004 to July 5, 2004

Analytical Supervisor:

Date: j(/f/y J\/ /2&&}/

(Shin Nippon Biomedical Laboratories, Ltd.
28 Drug Safety Research Laboratories)



Study No.: SBL.75-32
Certificate No.: 7532-3

CERTIFICATE OF ANALYSIS

(1) Analysis : Stability and Homogeneity of the Test Article in the Dosing Preparation
(2) Experimental

Test Article :DBHCB

Lot No. :050041X3

Vehicle :5 w/v% Gum arabic solution

Form :Suspension

Sampling Size :1mL

(3) Results
. Stability(%)*
Storage Conditions Fiomogeneity (%)
. of Anal L
Container Temperatx%re and Conc. o alyte (mg/mL)
Duration 100
| 100.0
Initial
Tight, light-resistant 07
container 97.3
After 14 days under refrigeration
0.2

* Remaining % (mean of 6 values). Acceptable range: 100 = 10%.
**Coefficient of variation (%, n=6). Acceptable range: 10% or less.
Date of analysis: June 28, 2004 to July 12, 2004

Anmalytical Supervisor:

Date: J/C/V/Q/ -)/&0;/

(Shin Nippon Biomedical Laboratories, Ltd.
29 Drug Safety Research Laboratories)



Study No.: SBL75-32
Certificate No.: 7532-4

CERTIFICATE OF ANALYSIS
(1) Analysis : Concentration of the Test Article in the Dosing Preparation
(2) Experimental
Test Article :DBHCB
Lot No. :050041X3
Vehicle :5 w/v% Gum arabic solution
Form :Suspension
Sampling Size :2mL
(3) Results
Date of Date of Target Conc., Found Conc. Found/Target*
Preparation Analysis (mg/mL) (mg/mL) (%)
6.25 6.4701 103.5
July 20, 2004 July 20, 2004 25 25.231 100.9
100 102.72 102.7

Data are the mean values of 2 determinations.
* Acceptable range: 100 £ 10%.

Analytical Supervisor:

Date:(l’c/y%/ )ﬂﬂ%

(Shin Nippon Biomedical Laboratories, Ltd.
Drug Safety Research Laboratories)
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Table 1 <Clinical signs in dams Study No. : SBL75-32
Dose {mg/kg) Control 62. 250 1000

No. of dams 17 18 17 18

No. of death 0 0 0 0

Normal 17 18 17 18
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Table 2-1 Body weight of dams ( mean + S.D. , g ) Study No. SBL75-32
Dose (mg/kg) Control 62.5 250 1000
Days of pregnancy
0 285.6+10.6 (17) 280.3+12.4 (18) 284.5+17.9 (17) 288.1+11.2 (18)
5 315.4+412.8 (17) 313.2+13.0 (18) 315.4+16.5 (17) 318.0+12.4 (18)
8 326.1+413.0 (17) 322.7+13.2 (18) 328.4+21.0 (17) 330.1+15.5 (18)
11 343.3+413.7 (17) 339.4+15.5 (18) 345.6+17.1 (17) 346.8+15.6 (18)
14 361.5+14.6 (17) 356.9+417.7 (18) 364.8+417.6 (17) 361.3+415.7 (18)
17 393.9+415.4 (17) 386.6+21.9 (18) 394.9+420.8 (17) 390.9+18.3 {18)
19 432.5+17.7 (17) 422.2+425.1 (18) 431.4+23.6 (17) 424.4+20.0 (18)
20 448.5+417.7 (17) 439.4426.5 (18) 451.6+23.0 (17) 442.5+423.4 {18)

() : No. of dams

Not significantly different from the control

group by

Dunnet’'s type test

/ Dunnet'’'s test.



123

Table 2-2 Body weight gain of dams ( mean + S.D. , ¢ } Study No. SBL75~32
Dose {(mg/kg) Control 62.5 250 1000
Days of pregnancy
0- 5 29.8+8.2 (17) 32.9i4 9 (18) 30.9+6.4 {17} 29.9+46.3 {18)
5-14 46.5+6.6 (17)  43.7+7.4 (18)  49.445.3 (17)  43.3+9.3 (18)
14~19 70.6+8.6 (17} 65.3+49.7 (18) 66.6+10.0 (17) 63.1+12.0 (18}
5-19 117.1+11.6 (17) 109.1+14.8 (18) 116.0+9.5 (17) 106.4+416.7 (18)
19-20 16.4+5.5 (17) 17.2+3.6 (18) 20.245.0 (17) 18.1+4.6 (18)
0-20 163.2+416.9 {17) 159.2+18.9 {18) 167.1+13.6 (17) 154.4+20.4 (18)

{ ) : No. of dams

Not significantly different from the control group by Dunnet’s type test / Dunnet’s test.
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Table 3 Food consumption in dams ( mean + S.D. , g/day ) study No. : SBL75-32

Dose (mg,/kq) Control 62.5 250 1000

Days of pregnancy
0- 1 23.7+3.3 (17) 23.2+42.8 (18) 22.842.5 {17} 23.9+3.8 (18)
5- 6 27.1+2.5 (17) 26.913.1 {18) 27.242.7 (17) 26.8+3.0 (18)
8~ 9 28.1+3.6 (17) 27.8+2.8 (18) 28.0+2.8 (17} 28.2+2.4 (18)
11-12 29‘113.7 (17) 28.9+2.8 (18) 28.3+2.2 (17) 28.8+2.7 (18)
14~15 27.8+43.6  (17) 27.6+2.8  (18) 28.1+2.5  (17) 28.1+3.0  (18)
17-18 32.243.7 (17) 29.6+3.7 (18) 30.9+3.2 (17) 30.8+43.5 (18)
19~20 29.3+3.8 (17) 28.5+2.9 {18) 31.4+4.0 (17} 29.5+3.4 (18)

() ¢+ No. of dams
Not significantly different from the control group by Dunnet’s type test / Dunnet'’s test.
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Table 4 Gross pathological findings in dams Study No. SBL75-32
Dose {(mg/kg) control 62.5 250 1000
No. of dams 17 18 17 18

Normal 17 18 17 18
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Table 5 Organ weight of dams (mean % S.D.})

Study No.: SBL75-32

Dose {mg/kg) Control 62.5 250 1000
No. of animals 17 18 17 18
Absolute weight
Gravid uterus (g) 88.10 + 8,64 87.51+10.17 90.78 £10.38 82.09 £18.25
Ovary~Right 74.2+14.7 68.3 110.4 76.2 +15.6 72.8+12.4
Ovary-Left 74.9+17.3 68.7 +12.1 72.5+10.6 65.8 +14.2
Relative weight
B.W. {g) 448.9 £ 17.7 439.4 £ 26.5 451.6 +23.0 442.5 +23.4
Gravid uterus (g/100 g B.W.) 19.68 £2.13 19.88 +1.74 20.07 £1.83 18.48 £ 3.76
Ovary-Right (mg/100 g B.W.) 16.51 £3.01 15.65 + 2.89 16.85 £ 3.26 16.54 £3.13
Ovary-Left (mg/100 g B.W.) 16.69 £3.79 15.63 £ 2,49 16.05 £ 2.13 14.89 3,25

B.W.: Final body weight

Not significantly different from the control group by Dunnet's type test / Dunnet's test.



Table 6 Gross pathological findings in dams and fetal findings (mean : S.D. )} Study No. : SBL75-32

Dose (mg/kg) Control 62.5 250 1000
No. of dams 17 18 17 18
No. of corpora lutea (a) 16.9 2.0 16.3 £1.1 17,1 +1.7 16.6 +1.9
No. of implantations (B) 16.2 1.4 15.8 £1.1 16.6 £1.6 15.1 £3.4
Implantation rate (%) (B/A) 96.2 £6.,1 97.0 £3.7 97.7 £2.8 90.6 +15.8
Preimplantation loss % [(A-B)/A] 3.8%26.1 3.0 +£3.,7 2.3+2.8 9.4 +15.8

Embryo/Fetus death

No. of Embryo/Fetus death (D) 0.8+1.2 0.520.7 0.6 £0.9 0.9 1.7
Embryo/Fetus mortality (%) (D/B) 4,9 +7.0 3.3 +4.7 4.0 £5.9 6.3 £11.0
Implantation site (%) 0.0+£0.0 0.00.0 0.0 0,0 0.0+0.0
Placental remnant (%) 4.9 27.0 3.3 4.7 4,0 £5.9 6.3 +£11.0
Dead fetus (%) 0.02£0.0 0.0£0.0 0.0£0.0 0.0+£0.0
(V3]
*® Live fetus
No. of live fetuses (C) 15.4 £1.5 15.3 +1.3 16.0 +1.8 14.2 £3.6
Fetal viability (%) {C/B) 95.1 7.0 96.8 4.4 96.1 £5.8 93.7 x11.0
Sex ratio (Female/Total) 0.494 £0.141 0.532 £0.099 0.516 +0.117 0.522 £0.121
Body weight of fetus (g)
Male 3.884 £0.216 3.873 £0.298 3.917 +0.189 3.998 £0.255
Female 3.682 £0.187 3.687 £+0.312 3.696 £0.137 3.791 £0.285
Total 3.791 +£0.192 3.777 £0.300 3.801 £0.163 3.898 £0.253

Not significantly different from the control group by Dunnet's test / Dunnet's test.
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Table 7 External findings in

fetuses and placental findings

Study No. : SBL75-32

Dose (mg/kg) Control 62.5 250 1000
No. of dams 17 18 17 18
No. of fetuses 262 275 272 255
External findings in fetuses

Malformations (%) 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00 0.00 £ 0.00
No. of placentae 262 275 272 255
Placental findings

Abnormalities (%) 0.00 £ 0.00 0.00 £ 0.00 0.00 % 0.00 0.00 £ 0.00

(%) : Litter - basis analysis

Not significantly different from the control group by Dunnet's type test / Dunnet's test.
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Table 8  Visceral findings in fetuses

Study No. : SBL75-32

Dose (mg/kg)

Control 62.5 250 1000
No. of dams 17 18 17 18
No. of fetuses 126 134 131 123
Malformations
Mean frequencies (%) .00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00 0.00 = 0.00
Variations
Mean frequencies (%) .58 t 4.46 3.87 = 8.09 5.76 + 9.32 7.51 = 13.48
Type and frequency (%)
Thymic remnant in neck 0.74 1.59 1.58 2.11
Dilatation of renal pelvis 0.00 0.00 2.04 2.08
Dilatation of ureter 0.84 2,28 4.19 5.40
Convoluted ureter 0.00 0.00 0.00 0.62

Not significantly different from the control group by Dunnet's type test / Dunnet's test.
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Table 9 Skeletal findings in fetuses Study No. : SBL75-32

Dose {(mg/kg) Control 62.5 250 1000
No. of dams 17 18 17 18
No. of fetuses 136 141 141 132
Malformations

Mean frequencies (%) 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Variations

Mean frequencies (%) 13.13 = 20.34 8.52 + 9.13 7.97 ¢+ 10,12 13.25 £ 13.29

Type and frequency (%)

Asymmetry of sternebrae 0.74 0.62 0.00 0.00
Dumbbell-shaped thoracic centrum 0.84 2.18 1.47 1.23
Splitting of thoracic centrum 0.00 0.00 0.00 0.62
Shortening of 13th rib 0.00 0.00 0.00 1.11
Rudimentary 14th rib 1.58 2.03 4.46 5.66
Lumbar rib 9.98 3.69 4.08 5.24
No. of ossified
Sternebrae 5.35 = 0.49 5.51 = 0.55 5.69 £ 0.31 5.43 * 0.54
Sacral and caudal vertebrae 7.98 £ 0.38 7.99 = 0.48 8.22 £ 0,39 8.11 = 0.28

(%) : Litter - basis analysis
Not significantly different from the control group by Dunnet's test / Dunnet's test.
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Table 10-1

Histopathological findings in male rat fetus [(H.E. staining]

Dose(mg/kg) Control 1000
Findings Animal No. M10001-1 M10002-1 M10004-1 M10301-1 M10302-2 M10303-6
Liver
Grade: -: No abnormal changes

Study No.

: SBL75~32
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Table 10-2 Histopathological findings in female rat fetus [H.E. staining)
Dose{mg/kg) Control 1000
Findings Animal No. F10001-5 F10002-3 F10004-2 F10301-2 F10302-1 ¥10303-1
Liver
Grade: -: No abnormal changes

Study No.

: SBL75~32
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Appendix 1

Dose: Control

Animal
No.
10001
10002
10004
10005
10006
10007
10008
10009
10010
10011
10012
10014
10015
10016
10017
10019
10020

CS-Pre;
CsS~1:

Nos. 10003,10013,10018,10102,10119,10214,10218,10220,10306,10307: Non-pregnant animal

CS-Pre

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

cs-1

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Clinical signs in dams

Dose: 62.5 mg/kg

Animal
No.
10101
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112
10113
10114
10115
10116
10117
10118
10120

CS-Pre

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Clinical signs prior to administration
Clinical signs 1-2 hours after administration

Cs-1

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Dose: 250 mg/kg

Animal
No.
10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212
10213
10215
10216
10217
10219

CS-Pre

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Ccs~-1

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

Study No.

Dose: 1000 mg/kg

Animal
No.
10301
10302
10303
10304
10305
10308
10309
10310
10311
10312
10313
10314
10315
10316
10317
10318
10319
10320

CS~Pre

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal

SBL75-32

Cs-1

Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
Normal
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2-1

Dose : Control
Animal No.\Day 0

10001
10002
10004
10005
10006
10007
10008
10009
10010
10011
10012
10014
10015
10016
10017
10019
10020

Mean
5.D.
n

Nos. 10003,10013,10018

9

279
278
274
288
277
299
272
275
308
288
280
292
280
294
282
287
303

285.6
10.6
17

Body weight of dams (

5

320
303
307
312
314
328
306
312
350
328
313
313
302
323
302
302
327

315.4
12.8
17

8

328
316
313
326
329
334
320
326
363
339
327
319
310
335
313
312
333

326.1
13.0
17

11

350
334
338
345
350
349
337
345
380
358
342
335
322
353
329
325
344

343.3
13.7
17

g

Non-pregnant animal

)

14

372
352
364
364
358
371
349
368
399
377
364
358
335
368
346
345
361

361.9
14.6
17

17

415
379
389
403
395
401
384
400
427
412
386
394
367
399
381
374
390

393.9
15.4
17

19

457
417
423
446
437
441
418
439
465
456
419
435
400
443
416
422
419

432.5
17.7
17

20

461
429
447
464
463
461
437
455
475
477
437
452
415
460
431
430
437

448.9
17.9
17

Study No.

SBL75-32



Appendix

2-2

Dose : 62.5 mg/kg
Animal No.\Day 0

10101
10103
10104
10105
10106
10107
10168
10109
10110
10111
10112
10113
10114
10115
10116
10117
10118
1012¢

Mean
§.D.
n

Ly

280
290
283
250
266
284
265
298
279
278
281
289
283
290
266
301
279
283

2890.3
12.4
18

Body weight of dams (

5

311
332
313
290
296
316
289
332
315
308
323
324
313
322
298
327
314
314

313.2
13.0
18

8

322
344
322
301
308
329
302
343
325
317
338
331
318
331
305
335
318
319

322.7
13.2
18

11

338
365
338
315
324
345
315
366
347
331
357
346
335
348
321
354
332
332

339.4
15.5
18

Nes. 10102,10119 : Non-pregnant animal

g

)

14

349
389
358
337
335
366
331
391
361
351
376
364
349
367
335
370
347
348

356.9
17.7
18

17

380
428
382
364
371
393
353
437
388
382
401
400
383
398
363
397
373
365

386.6
21.9
18

i9

407
473
410
392
410
430
384
475
430
418
438
436
420
438
392
435
403
4089

422.2
25.1
18

20

421
493
429
408
431
445
399
488
450
433
461
459
438
457
401
451
419
427

439.4
26.5
18

Study No.

SBL75-32
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2-3

Dose : 250 mg/kg
Animal No.\Day 0

10201
10202
10203
10204
10205
10208
10207
10208
10209
10210
10211
10212
10213
10215
10216
10217
10219

Mean
5.0,
n

281
271
273
245
288
276
296
268
293
2892
280
277
310
268
314
293
311

284.5
17.9
17

Body weight of dams (

5

313
296
309
231
318
305
335
298
325
323
305
308
338
293
339
333
332

315.4
16.5
17

8

322
305
308
301
333
314
366
307
338
336
316
323
350
309
345
368
341

328.4
21.0
17

11

332
323
330
327
346
334
376
330
353
349
335
339
370
335
364
368
364

345.6
17.1
17

g

Nos. 10214,10218,10220 : Non-pregnant animal

314

)

14

355
344
355
344
369
349
390
349
377
364
356
371
392
338
385
383
381

364.8
17.6
17

17

385
368
387
373
403
381
432
375
403
356
384
377
421
365
417
417
419

394.9
20.8
17

19

432
403
420
408
438
417
469
407
443
423
425
411
462
398
463
452
463

431.4
23.6
17

20

448
421
442
435
464
444
484
429
466
437
446
430
482
415
472
477
485

451.6
23.0
17

Study No.

.

SBL75-32



Appendix

2~4

Dose : 1000 mg/kg
Animal No.\Day [

10301
10302
10303
10304
10305
10308
10309
10310
10311
10312
10313
10314
10315
10316
10317
10318
10318
10320

Mean
S.D.
n

14

271
273
238
286
272
296
278
289
308
277
296
291
282
287
294
308
285
294

288.1
11.2
18

Nos. 10306,10307 :

Body weight of dams (

5

305
297
337
318
302
327
314
315
321
304
325
321
310
314
326
347
322
318

318.0
12.4
18

8

315
304
353
331
308
341
326
327
358
328
332
327
317
322
336
360
333
324

330.1
15.5
18

11

330
324
369
346
326
361
340
344
373
335
348
348
338
335
350
378
356
341

346.8
15.6
18

Non-pregnant animal

9

)

14

349
339
385
356
342
369
350
363
391
361
372
356
355
346
359
393
365
352

361.3
15.7
18

17

379
372
421
376
376
397
390
388
415
395
420
384
384
367
377
428
382
385

390.9
18.3
18

13

415
405
460
401
417
420
425
424
446
438
452
419
422
401
400
465
410
419

424 .4
20.0
18

20

434
420
481
414
442
432
441
444
468
461
479
437
437
417
410
486
425
437

442.5
23.4
18

Study No.

SBL75-32
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Appendix 2-5 Body weight gain of dams ( g ) Study No. : SBL75~32

Dose : Control

Animal No.\Day 0- 5 5-14 14-~19 5-19 18-20 0-20
16001 41 52 85 137 4 182
10002 25 49 65 114 12 151
10004 33 57 59 116 24 173
10005 24 52 82 134 18 176
10006 37 45 78 123 26 186
10007 29 43 70 113 20 162
10008 34 43 69 112 19 165
10009 37 56 71 127 16 180
10010 42 49 66 115 10 167
10011 40 48 79 128 21 183
10012 33 51 55 106 18 157
10014 21 45 77 122 17 160
10015 22 33 65 98 15 135
10016 29 45 75 120 17 166
10017 20 44 70 114 15 148
10019 15 43 77 120 8 143
10020 24 34 58 92 18 134

Mean 29.8 46.5 70.6 117.1 16.4 163.2

5.D. 8.2 6.6 8.6 11.6 5.8 16.9

n 17 17 17 17 17 17

Nos. 10003,10013,10018 : Non~pregnant animal
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Appendix 2-6 Body weight gain of dams ( g ) Study No. : SBL75-32

Dose : 62.5 mg/kg

Animal No.\Day 0~ 5 5~14 14-19 5-19 19-20 0-20
10101 31 38 58 96 14 141
10103 42 57 84 141 20 203
10104 30 45 52 97 19 146
10105 40 47 55 102 16 158
10106 30 39 75 114 21 165
10107 32 50 64 114 15 161
10108 24 42 53 95 15 134
10108 34 59 84 143 13 19¢Q
1011¢0 36 46 69 115 2Q 171
10111 30 43 67 11¢ 15 155
10112 42 53 62 1158 23 180
10113 35 40 72 112 23 170
10114 30 36 71 107 18 155
10115 32 45 71 116 19 167
10116 32 37 57 94 ] 135
10117 26 43 65 108 16 150
10118 35 33 56 89 16 140
10120 31 34 61 95 18 144

Mean 32.9 43.7 65.3 109.1 17.2 159.2

S.D. 4.9 7.4 9.7 14.8 3.6 18.9

n 18 18 18 18 18 18

Nos. 10102,10119 : Non~pregnant animal



[43

Appendix 2-7 Body weight gain of dams ( g ) Study No. : SBL75-32

Dose : 250 mg/kg

Animal No.\Day 0- 5 5-~14 14-19 5-19 19-20 0-20
10201 32 42 77 119 16 167
10202 25 48 59 107 18 150
10203 36 46 65 111 22 169
10204 46 53 64 117 27 130
10205 30 51 69 120 26 176
10206 29 44 68 112 27 168
10207 39 55 79 134 15 188
10208 30 51 58 109 22 161
10209 32 52 66 118 23 173
10210 31 41 59 100 14 145
10211 25 51 69 120 21 166
10212 31 63 40 103 19 153
10213 29 53 70 123 20 . 172
10215 25 45 60 105 17 147
10216 25 46 78 124 9 158
10217 40 50 69 119 25 184
10219 21 49 82 131 22 174

Mean 30.9 49 .4 66.6 116.0 20.2 167.1

S.D. 6.4 5.3 10.0 9.5 5.0 13.6

n 17 17 17 17 17 17

Nos. 10214,10218,10220 : Non-pregnant animal



123

Appendix 3-1 Food consumption in dams  { g/day ) Study No. : SBL75-32

Dose : Control
Animal No.\Day 0~ 1 5« 6 8- 9 11-12 14-15 17-18 19-20

10001 24 28 26 33 30 33 24
10002 20 29 25 27 23 30 27
10004 23 26 32 32 28 34 34
10005 21 31 33 35 31 37 32
10006 22 30 32 30 33 37 33
10007 30 27 29 25 22 29 29
10008 26 29 29 26 32 35 33
10008 20 25 27 24 30 32 27
10010 31 32 37 38 32 38 34
10011 25 28 25 28 28 31 33
10012 23 27 24 28 27 30 33
10014 22 25 24 28 31 34 31
10015 20 25 26 25 24 27 24
10016 26 24 27 30 27 35 28
10017 22 26 26 30 22 239 24
10019 22 23 26 27 26 31 24
10020 26 26 26 29 26 25 28
Mean 23.7 27.1 28.1 28.1 27.8 32.2 29.3
s.D. 3.3 2.5 3.6 3.7 3.6 3.7 3.8
n 17 17 17 17 17 17 17

Nos. 10003,10013,10018 : Non~pregnant animal
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Appendix 3-2 Food consumption in dams ( g/day ) Study No. : SBL75-32

Dose : 62.5 mg/kg

Animal No.\Day 0- 1 5~ 6 8~ 9 11-12 14-15 17-18 19-20
10101 19 25 27 27 27 30 27
10103 25 28 28 30 30 33 28
10104 24 27 28 28 25 28 29
10105 21 23 24 30 26 30 31
10106 23 27 27 28 28 32 30
10107 24 27 32 26 28 32 289
10108 23 25 25 25 26 24 25
10109 25 35 35 36 33 33 27
10110 26 30 29 28 29 33 32
10111 22 24 26 29 28 29 28
10112 23 31 30 30 33 35 36
10113 22 29 30 28 30 31 31
10114 22 24 25 28 28 30 24
10115 22 26 26 29 28 28 27
10116 20 23 25 26 24 25 24
10117 32 29 30 35 25 32 28
10118 21 25 26 28 22 28 28
10120 23 27 27 29 27 20 27

Mean 23.2 26.9 27.8 28.9 27.6 29.6 28.5

5.D. 2.8 3.1 2.8 2.8 2.8 3.7 2.9

n 18 18 18 18 18 18 18

Nos. 10102,10119 : Non~-pregnant animal
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Appendix 3-3 Food consumption in dams ( g/day ) Study No. : SBL75-32

Dose : 230 mg/kg

Animal No.\Day 0- 1 5~ 6 8~ 9 11-12 14~15 17-18 18-20
10201 26 28 27 30 26 29 25
10202 23 26 23 28 25 28 29
10203 22 23 26 27 25 34 30
10204 20 23 30 27 27 31 32
10205 22 31 31 26 28 34 35
10206 20 26 26 27 29 31 42
10207 27 285 28 28 29 35 33
10208 25 25 31 27 26 30 31
10209 20 29 28 30 31 36 34
10210 25 28 29 30 30 30 33
10211 24 26 25 27 26 29 31
10212 19 25 25 27 26 30 31
10213 22 30 32 34 33 33 33
10215 22 26 25 25 27 26 27
10216 25 26 27 27 27 30 25
10217 26 32 32 30 33 35 34
10219 20 30 30 31 28 25 29

Mean 22.8 27.2 28.0 28.3 28.1 30.9 31.4

5.D. 2.5 2.7 2.8 2.2 2.5 3.2 4.0

n 17 17 17 17 17 17 17

Nos. 10214,10218,10220 : Non-pregnant animal



LS

Appendix 3-4 Food consumption in dams ( g/day ) Study No. : SBL75-32

Dose : 1000 mg/kg

Animal No.\bay 0- 1 5- 6 8- 9 11-12 14-15 17-18 19-20
10301 24 29 27 29 27 35 30
10302 20 25 24 26 24 26 25
10303 24 33 33 33 31 34 31
10304 23 31 29 28 24 33 27
10305 23 23 28 29 27 33 32
10308 27 27 31 28 31 34 31
10309 23 26 28 29 31 33 34
10310 22 29 28 29 28 32 28
10311 21 31 27 28 30 32 35
10312 21 29 27 26 27 31 34
10313 23 24 27 33 35 29 34
10314 23 27 29 29 27 29 25
10315 23 24 26 26 29 33 27
10316 22 26 26 26 25 27 26
10317 27 24 31 33 29 29 28
10318 26 24 29 33 30 32 31
10319 21 28 32 30 27 32 28
10320 37 23 25 24 23 21 25

Mean 23.9 26.8 28.2 28.8 28.1 30.8 29.5

S.D. 3.8 3.0 2.4 2.7 3.0 3.5 3.4

n 18 18 18 18 18 18 18

Nos. 10306,10307 : Non-pregnant animal
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Appendix 4  Gross pathological findings in dams Study No. : SBL75-32

Dose: Control Dose: 62.5 mg/kg Dose: 250 mg/kg Dose: 1000 mg/kg
Animal Findings Animal Findings Animal Findings Animal Findings
No. No. No. No.

10001 Normal 10101 Normal 10201 Normal 10301 Normal
10002 Normal 10103 Normal 10202 Normal 10302 Normal
10004 Normal 10104 Normal 10203 Normal 10303 Normal
10005 Normal 10105 Normal 10204 Normal 10304 Normal
10006 Normal 10106 Normal 10205 Normal 10305 Normal
10007 Normal 10107 Normal 10206 Normal 10308 Normal
10008 Normal 10108 Normal 10207 Normal 10309 Normal
10009 Normal 10109 Normal 10208 Normal 10310 Normal
10010 Normal 10110 Normal 10209 Normal 10311 Normal
10011 Normal 10111 Normal 10210 Normal 10312 Normal
10012 Normal 10112 Normal 10211 Normal 10313 Normal
10014 Normal 10113 Normal 10212 Normal 10314 Normal
10015 Normal 10114 Normal 10213 Normal 10315 Normal
10016 Normal 10115 Normal 10215 Normal 10316 Normal
10017 Normal 10116 Normal 10216 Normal 10317 Normal
10019 Normal 10117 Normal 10217 Normal 10318 Normal
10020 Normal 10118 Normal 10219 Normal 10319 Normal

10120 Normal 10320 Normal

Nos. 10003,10013,10018,10102,10119,10214,10218,10220,10306,10307: Non-pregnant animal
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Appendix 5-1  Absolute organ weight of dams Study No.: SBL75-32

Dose: Control ’ Dose: 62.5 mg/kg Dose: 250 mg/kg Dose: 1000 mg/kg
Animal Gravid Ovary Animal Gravid Ovary Animal Gravid Ovary Animal Gravid ovary
No. Uterus Right Left No. Uterus Right Left No. Uterus Right Left No. Uterus Right Left
(g} (mg) (mg) (g} (mg) (mg) (9) (mg) (mg) (g) (mg) (mg)
10001 77.3 107 100 10101 81.7 82 54 10201 101.2 80 67 10301 90.7 69 62
10002 96.7 80 63 10103 98.6 71 95 10202 86.7 69 76 10302 82.2 85 43
10004 89.3 84 102 10104 77.3 72 78 10203 84,1 105 66 10303 89.6 61 68
10005 89.6 82 71 10105 63.3 69 64 10204 86.4 66 77 10304 58.9 80 67
10006 84,1 72 68 10106 97.0 63 77 10205 92.1 72 87 10305 92.7 99 82
10007 89.7 72 74 10107 90.9 62 57 10206 86.8 101 69 10308 55.9 85 54
10008 86.6 73 51 10108 82.5 85 64 10207 97.2 81 55 10309 78.1 79 40
10009 88.5 67 80 10109 100.9 68 84 10208 85.2 51 64 10310 96.6 60 83
10010 69.2 66 93 10110 94.7 73 69 10209 91.8 74 67 10311 78.0 56 92
10011 95.4 103 55 10111 88.1 45 70 10210 64.8 61 66 10312 98.3 79 56
10012 81.6 52 89 10112 80.0 59 76 10211 98.3 82 78 10313 104.1 56 57
10014 102.9 58 83 10113 94.3 51 61 10212 81.8 51 65 10314 89.2 72 65
10015 79.5 60 72 10114 88.9 64 74 10213 96.3 78 93 10315 99.1 74 67
10016 93.3 78 67 10115 98.2 62 67 10215 83.5 74 64 10316 83.6 56 79
10017 100.8 69 53 10116 82.9 75 68 10216 110.0 68 80 10317 39.3 81 55
10019 91.1 79 53 10117 98.4 82 41 10217 93.0 82 91 10318 93.2 83 60
10020 82.1 60 99 10118 74.3 72 76 10219 104.0 100 67 10319 54.3 76 71
10120 83.2 75 61 10320 93.8 60 84
Mean 88.10 74.2 74.9 87.51 68.3 68.7 30.78 76.2 72.5 82.09 72.8 65.8
S.D. 8.64 14.7 17.3 10.17 10.4 12.1 10.38 15.6 10.6 18.25 12.4 14,2
n 17 17 17 18 18 18 17 17 17 18 18 18

Nos. 10003,10013,10018,10102,10119,10214,10218,10220,10306,10307: Non-pregnant animal



09

Appendix 5-2 Relative organ weight of dams Study No.: SBL75-32

Dose: Control Dose: 62.5 mg/kg
Animal Final Gravid Ovary Animal Final Gravid Ovary
No. B.W. Uterus Right Left No. B.W. Uterus Right Left
(g) (g/100g B.W.) (mg/100g B.W.) (mg/100g B.W.) (g) (g/1009 B.W.) (mg/100g B.W.) (mg/100g B.W.)
10001 461 16.8 23.2 21.7 10101 421 19.4 19.5 12.8
10002 429 22.5 18.6 14.7 10103 493 20.0 14.4 19.3
10004 447 20.0 18.8 22.8 10104 429 18.0 16.8 18.2
10005 464 19.3 17.7 15.3 10105 408 15.5 16.9 15.7
10006 463 18.2 15.6 14.7 10106 431 22,5 14.6 17.9
10007 461 19.5 15.6 16.1 10107 445 20.4 13.9 12.8
10008 437 19.8 16.7 11.7 10108 399 20.7 21.3 16.0
10009 455 19.5 14.7 17.6 10109 488 20.7 13.9 17.2
10010 475 14.6 13.9 19.6 10110 450 21.0 16.2 15.3
10011 477 20.0 21.6 11.5 10111 433 20.3 10.4 16.2
10012 437 18.7 11.9 20.4 10112 461 17.4 12.8 16.5
10014 452 22.8 12.8 18.4 10113 459 20.5 11.1 13.3
10015 415 19.2 14.5 17.3 10114 438 20.3 14.6 16.9
10016 460 20.3 17.0 14.6 10115 457 21.5 13.6 14.7
10017 431 23.4 16.0 12.3 10116 401 20.7 18.7 17.¢0
10019 430 21.2 18.4 12.3 10117 451 21.8 18.2 9.1
10020 437 18.8 13.7 22.7 10118 419 17.7 17.2 18.1
10120 427 19.5 17.6 14.3
Mean 448.9 19.68 16.51 16.69 439.4 19.88 15.65 15.63
S.D. 17.7 2.13 3.01 3.79 26.5 1.74 2.89 2.49
n 17 17 17 17 18 18 18 18

Nos. 10003,10013,10018,10102,10119: Non-pregnant animal
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Appendix 5-3 Relative organ weight of dams Study No.: SBL75-32

Dose: 250 mg/kg Dose: 1000 mg/kg
Animal Final Gravid Ovary Animal Final Gravid Ovary
No. B.W. Uterus Right Left No, B.W. Uterus Right Left
(g) (g/100g B.W.) (mg/100g B.W.) (mg/100g B.W.} (g) (g/100g B.W.) (mg/100g B.W.) (mg/100g B.W.)
10201 448 22.6 17.9 15.0 10301 434 20.9 15.9 14.3
10202 421 20.6 16.4 18.1 10302 420 19.6 20.2 10.2
10203 442 19.0 23.8 14.9 10303 481 18.6 12.7 14.1
10204 © 435 19.9 15.2 17.7 10304 414 14.2 19.3 ) 16.2
10205 464 19.8 15.5 18.8 10305 442 21.0 22.4 18.6
10206 444 19.5 22.7 15.5 10308 432 12.9 19.7 12.5
10207 484 20.1 16.7 11.4 10309 441 17.7 17.9 9.1
10208 429 19.9 11.9 14.9 10310 444 21.8 13.5 18.7
10209 466 19.7 15.9 14.4 10311 468 16.7 12.0 19.7
10210 437 14.8 14.0 15.1 10312 461 21.3 17.1 12.1
10211 446 22.0 18.4 17.5 10313 479 21.7 11.7 11.9
10212 430 19.0 11.9 15.1 10314 437 20.4 16.5 14.9
10213 482 20.0 16.2 19.3 10315 437 22.7 16.9 15.3
10215 415 20.1 17.8 15.4 10316 417 20.0 13.4 18.9
10216 472 23.3 14.4 16.9 10317 410 9.6 19.8 13.4
10217 477 19.5 17.2 19.1 10318 486 19.2 17.1 12.3
10219 485 21.4 20.6 13.8 10319 425 12.8 17.9 16.7
10320 437 21.5 13.7 19.2
Mean 451.6 20.07 16.85 16.05 442.5 18.48 16.54 14.89
S.D. 23.0 1.83 3.26 2.13 . 23.4 3.76 3.13 3.25
n 17 17 17 17 18 18 18 18

Nos. 10214,10218,10220,10306,10307: Non-pregnant animal
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Appendix 6-1

Dose: Control
Maternal Corpora Implantation Preimplantation
No. lutea loss
a) (B) (B/A) [(A-B)/A]
10001 14 13 ( 93%) ( 7%)
10002 17 17 (100%) { 0%)
10004 is 18 (100%) ( 0%)
10005 16 16 (100%) ( 0%)
10006 17 16 ( %94%) ( 6%)
10007 17 17 (100%) { o0%)
10008 15 15 (100%) ( 0%)
10009 17 16 { 94%) ( 6%)
10010 22 17 { 77%) ( 23%)
10011 19 17 { 89%) ( 11%)
10012 18 17 { 94%) ( 6%)
10014 17 17 (100%) ( 0%)
lo01s 14 14 (100%) ( 0%)
10016 16 16 (100%) { 0%)
10017 19 19 (100%) ( 0%)
10019 17 16 ( 94%) ( 6%)
10020 15 15 (100%) ( 0%)
Total 288 276
Mean 16.9 16.2 (96.2%) ( 3.8%)
S.D. 2.0 1.4 ( 6.1%) ( 6.1%)
n 17 17
Nos. 10013, 10018: Non-pregnant animal

(c)

13
16
15
16
15
1e
14
16
13
17
15
17
14
15
19
16
15

262

15.4

1.5
17

Gross pathological findings in dams and fetal findings

Live fetus
Total

(C/B)

(lo0%)
( 94%)
{ 83%)
(100%)
( 94%)
( 94%)
( 93%)
(100%)
( 76%)
(100%)
( 88%)
(100%)
(100%)
{ 94%)
(100%)
(100%)
(100%)

(95.1%)
( 7.0%)

Study No.
Embryo/Fetus death
Male Female Sex ratio Implantation Placental Dead fetus
{Female/C) site remnant

8 5 0.38 0 { 0%) 0 { 0%) 0 ( 0%)
7 9 0.56 0 ( 0%) 1( 6%) 0 ( 0%)
10 5 0.33 0 ( 0%) 3 ( 17%) 0( 0%)
10 6 0.38 0 ( 0%) 0 ( 0%) 0( 0%)
8 7 0.47 0 ( 0%) 1( 6%) 0 ( 0%)
7 9 0.56 0 ( 0%) 1( 6%) 0 ( 0%)
8 6 0.43 0 { 0%) 1( 7%) 0 ( 0%)
10 6 0.38 0{ 0%) 0 {( 0%) o ( 0%)
2 11 0.85 0 ( 0%) 4 ( 24%) 0( 0%)
11 6 0.35 0 ( 0%) 0 ( 0%) 0 ( 0%)
6 9 0.6 0 ( 0%) 2 ( 12%) 0 ( 0%)
10 7 0.41 0 ( 0%) 0 ( 0%) 0 ( 0%)
8 6 0.43 0{ 0%) 0 ( 0%) 0 ( 0%)
5 10 0.67 0{ 0%) 1( 6%) 0 ( 0%)
6 13 0.68 0{ 0%) 0 ( 0%) 0 ( 0%)
9 7 0.44 0 ( 0%) 0 ( o0%) 0 ( 0%)
8 7 0.47 0 ( 0%) 0 ( 0%) 0 ( 0%)
133 129 0 14 0

7.8 7.6 0.494 0.0 { 0.0%) 0.8 { 4.9%) 0.0 ( 0.0%)
2.2 2.2 0.141 0.0 { 0.0%) 1.2 ( 7.0%) 0.0 ( 0.0%)
17 17 17 17 17 17

: SBL75-32

Total

(D)

0O OO ONOOLBEOCMRIEOWRO

0.8
1.2

(D/B)

( 0%)
( 6%)
( 17%)
( o0%)
( 6%)
( 6%)
( 7%)
( 0%)
( 24%)
( 0%)
( 123)
( 0%)
( 0%)
( 6%)
( 0%)
{ 0%)
{ 0%)

( 4.9%)
( 7.0%)
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Appendix 6-2 Gross pathological findings in dams and fetal findings Study No. : SBL75-32

Dose: 62.5 mg/kyg

Maternal Corpora Implantation Preimplantation Live fetus Embryo/Fetus death
No. lutea loss Total Male Female Sex ratio Implantation Placental Dead fetus Total

(A) (B) (B/A) [(A-B)/A]} (C) (C/B) (Female/C) site remnant (D) (D/B)
10101 14 14 (100%) ( 0%) 13 ( 93%) 6 7 0.54 0 {( 0%) 1( 7%) 0 ( 0%) 1( 7%)
10103 18 17 ( 94%) ( 6%) 17 (100%) 9 8 0.47 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
10104 17 15 ( 88%) ( 12%) 14 ( 93%) 7 7 0.5 0 ( 0%) 1( 7%) 0 ( 0%) 1( 7%)
10105 16 15 ( 94%) ( 6%) 14 ( 93%) 6 8 0.57 0 ( 0%) 1( 7%) 0 ( 0%) 1( 7%)
10106 16 16 (100%) ( 0%) 16 (100%) 6 10 0.63 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
10107 16 16 (100%) ( 0%) 16 (100%) 6 10 0.63 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
10108 16 15 ( 94%) ( 6%) 15 (100%) 8 7 0.47 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
10109 18 17 ( 94%) ( 6%) 17 (100%) 10 7 0.41 0 ( 0%) 0{( 0%) 0 ( 0%) 0o ( 0%)
10110 16 16 (100%) ( 0%) 16 (100%) 7 9 0.56 0 ( 0%) 0 ( 0%) 0( 0%) 0 ( 0%)
10111 16 15 ( 94%) ( 6%) 15 (100%) 7 8 0.53 0 ( 0%) 0 ( 0%) 0( 0%) 0 ( 0%)
10112 14 14 (100%) ( 0%) 14 (1lo0%) 8 6 0.43 0 ( 0%) 0 ( 0%) 0 ( 0%) 0( 0%)
10113 16 16 (100%) ( 0%) 16 (100%) 9 7 0.44 0o ( 0%) 0 ( o0%) 0 ( 0%) 0 ( 0%)
10114 16 16 (100%) ( 0%) 16 (100%) 5 11 0.69 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
10115 17 17 (100%) ( 0%) 17 (100%) 7 10 0.59 0 ( 0%) 0 {( 0%) 0 ( 0%) 0 ( 0%)
10116 16 15 ( 94%) ( 6%) 14 ( 93%) 7 7 0.5 0 ( 0%) 1( 7%) 0 ( 0%) 1( 7%)
10117 18 18 (100%) ( 0%) 17 ( 94%) 4 13 0.76 0 ( 0%) 1( 6%) 0 {( 0%) 1( 6%)
10118 16 16 (100%) ( 0%) 14 ( 88%) 8 6 0.43 0 ( 0%) 2 ( 13%) 0 ( 0%) 2 ( 13%)
10120 17 16 ( 94%) ( 6%) 14 ( 88%) 8 6 0.43 0 ( 0%) 2 ( 13%) 0( 0%) 2 ( 13%)
Total 293 284 275 128 147 o 9 9
Mean 16.3 15.8 (97.0%) ( 3.0%) 15.3 (96.8%) 7.1 8.2 0.532 0.0 ( 0.0%) 0.5 ( 3.3%) 0.0 ( 0.0%) 0.5 ( 3.3%)
S.D. 1.1 1.1 ( 3.7%) ( 3.7%) 1.3 ( 4.4%) 1.5 1.9 0.099 0.0 ( 0.0%) 0.7 ( 4.7%) 0.0 ( 0.0%) 0.7 ( 4.7%)
n 18 18 18 18 18 18 18 18 18 18

Nos. 10102, 10119: Non-pregnant animal
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Appendix 6-3

Dose: 250 mg/kg

Maternal Corpora Implantation Preimplantation
loss

[(A-B)/A]

No. lutea
(A)
10201 18
10202 15
10203 16
10204 15
10205 19
10206 15
lo207 17
10208 16
10209 18
10210 16
10211 18
10212 16
10213 18
10215 15
10216 19
10217 19
10219 20
Total 290
Mean 17.1
S.D. 1.7
n 17
Nos. 10214,

10218,

(B)

18
15
15
15
18
15
17
15
17
15
18
16
18
15
19
18
19

283
16.6
1.6

17

(B/A)

(100%)
(100%)
( 94%)
(100%)
( 95%)
(100%)
(100%)
( 94%)
( 94%)
( 94%)
(100%)
(100%)
(100%)
(100%)
{100%)
( 95%)
( 95%)

(97.7%)
{ 2.8%)

o p—p—— o p— o~ p—p— o~~~

( 2.3%)
( 2.8%)

0%)
0%)
6%)
0%)
5%)
0%)
0%)
6%)
6%)
6%)
0%)
0%)
0%)
0%)
0%)
5%)
5%)

10220: Non-pregnant animal

Live fetus
Total

(C) (c/B)

18 (100%)
15 (100%)
15 (100%)
15 (100%)
17 ( 94%)
15 (100%)
17 (100%)
15 (100%)
17 (100%)
12 ( 80%)
18 (100%)
14 ( 88%)
16 ( 89%)
14 ( 93%)
19 (100%)
17 ( 94%)
18 ( 95%)

272

16.0 (96.1%)

1.8 ( 5.8%)
17

Gross pathological findings in dams and fetal findings

Male
7 11
8 7
9 6
8 7
8 9
6 9
7 10
10 5
4 13
6 6
12 6
8 6
8 8
5 9
10 9
9 8
6 12z
131 141
7.7 8.3
2.0 2.3
17 17

Female Sex ratio
(Female/C)

0.61

00 00,000,000

.47
.4
.47
.53
.6
.59
.33
.76
.S
.33
.43
.5
.64
.47
.47
.67

O CcC OO0 QOO0 OCOC OO OO

0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)
0%)

s o e

( 0.0%)
( 0.0%)

Embryo/Fetus death
Implantation Placental
site

remnant

== O R NDNDO WO OO0 OO o OO

0.6
0.9
17

0%)
0%)
0%)
0%)
6%)
0%)
0%)
0%)
0%)
20%)
0%)
13%)
11%)
7%)
0%)
6%)
5%)

o~ p— o~ o~ g~ o~~~ p— p— o~

Study No. SBL75§-32
Dead fetus Total
(D) (D/B)

0 ( 0%) 0 ( 0%)
0 ( 0%) 0 ( 0%)
0 ( 0%) 0o ( 0%)
0 ( 0%) o { 0%)
o ( 0%) 1( 6%)
G { 0%) 0 ( 0%)
0 { 0%) 0 ( 0%)
0 ( 0%) 0 ( 0%)
0 ( 0%) 0 ( 0%)
0 ( 0%) 3 ( 20%)
0 ( 0%) 0 ( 0%)
0 ( 0%) 2 ( 13%)
0 ( 0%) 2 ( 11%)
0 ( 0%) 1( 7%)
[V 0%) 0 { 0%)
0 ( o0%) 1( 6%)
0{( 0%) 1( 5%)
0 11

0.0 ( 0.0%) 0.6 ( 4.0%)

0.0 { 0.0%) 0.9 ( 5.9%)

17 17
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Appendix 6-4 Gross pathological findings in dams and fetal findings Study No. SBL75-32
Dose: 1000 mg/kg
Maternal Corpora Implantation Preimplantation Live fetus Embryo/Fetus death
No. lutea loss Total Male Female Sex ratio Implantation Placental Dead fetus Total

{A) (B) (B/A) [(A-B)/A] (C) (C/B) (Female/C) site remnant (D) (D/B)
10301 15 15 (100%) ( 0%) 15 (100%) 6 9 0.6 0( 0%) 0 ( 0%) o ( 0%) o ( 0%)
10302 16 14 ( 88%) { 13%) 14 (100%) 9 5 0.36 o { 0%) 0{ 0%) 0 ( 0%) o { 0%)
10303 16 15 ( 94%) ( 6%) 15 (100%) 4 11 0.73 0 ( o0%) 0( o0%) 0 ( 0%) 0 ( 0%)
10304 14 11 ( 79%) ( 21%) 9 ( 82%) 4 5 0.56 0{ 0%) 2 ( 18%) 0 { 0%) 2 { 18%)
10305 21 18 ( 86%) ( 14%) 18 (100%) 10 8 0.44 0 ( 0%) 0 ( 0%) 0 ( 0%) 0{( 0%)
10308 17 15 ( 88%) ( 12%) 9 ( 60%) 5 4 0.44 0( 0%) 6 ( 40%) 0 ( 0%) 6 ( 40%)
10309 15 15 (100%) ( 0%) 14 ( 93%) 6 8 0.57 0 ( 0%) 1( 7%) 0( 0%) 1{ 7%}
10310 17 17 (100%) { 0%) 17 (100%) 12 5 0.29 0 ( o0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
10311 17 17 (100%) { 0%) 13 ( 76%) 4 9 0.69 0 ( 0%) 4 ( 24%) o ( 0%) 4 { 24%)
10312 18 18 (100%) ( 0%) 18 (100%) 9 9 0.5 0 ( 0%) 0{ 0%) o ( 0%) 0 { 0%)
10313 18 18 {(100%) ( 0%) 18 (100%) 8 1o 0.56 0 ( 0%} 0( o0%) o ( 0%) 0 { o0%)
10314 16 16 (100%) ( 0%) 16 (100%) 8 8 0.5 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
10315 18 18 (100%) ( 0%) 17 ( 94%) 6 11 0.65 0 ( 0%) 1( &%) 0 ( 0%) 1( 6%)
10316 15 15 (100%) {( 0%) 14 ( 93%) 9 5 0.36 0( 0%) 1( 7%) 0 ( 0%) 1( 7%)
10317 13 6 ( 46%) ( 54%) 6 (100%) 2 4 0.67 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 { 0%)
10318 18 18 (100%) ( 0%) 16 ( 89%) 8 8 0.5 0{( 0%) 2 ( 11%) 0 ( 0%) 2 ( 11%)
10319 16 9 ( 56%) ( 44%) 9 (100%) 5 4 0.44 0{ O0%) 0( 0%) 0 ( 0%) 0 { 0%)
10320 18 17 { 94%) ( 6%) 17 (100%) 8 9 0.53 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 { 0%)
Total 298 272 255 123 132 0 17 [ 17
Mean 16.6 15.1 (90.6%) ( 9.4%) 14.2 (93.7%) 6.8 7.3 0.522 0.0 ( 0.0%) 0.9 ( 6.3%) 0.0 ( 0.0%) 0.9 ( 6.3%)
S.D. 1.9 3.4 (15.8%) (15.8%) 3.6 (11.0%) 2.6 2.4 0.121 0.0 { 0.0%) 1.7 (11.0%) 0.0 ( 0.0%) 1.7 (11.0%)
n 18 18 i8 18 18 18 18 18 18 18

Nos. 10306, 10307: Non-pregnant animal
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Appendix 6-5 Body weight of fetuses / Litter (mean, g) Study No. : SBL75-32

Dose: Control Dose: 62.5 mg/kg
Maternal Maternal
No. Male Female Total No. Male Female Total
Mean n Mean n Mean n Mean n Mean n Mean n
10001 4.01 8 3.86 5 3.95 13 10101 4.23 6 4.04 7 4.13 13
10002 3.96 7 3.80 9 3.87 16 10103 3.89 9 3.66 8 3.78 17
10004 3.94 10 3.86 5 3.91 15 10104 3.76 7 3.63 7 3.69 14
10005 3.87 10 3.67 6 3.79 16 10105 3.08 6 2.78 8 2.91 14
10006 3.98 8 3.73 7 3.86 15 10106 4.12 & 4.23 10 4,19 16
10007 3.71 7 3.64 9 3.68 16 10107 3.83 6 3.65 10 3.72 16
10008 4.23 8 3.88 6 4.08 14 10108 3.66 8 3.67 7 3.67 15
10009 3.64 10 3.60 6 3.63 16 10109 4.12 10 3.90 7 4.03 17
10010 3.30 2 3.38 11 3.37 13 10110 3.93 7 3.77 9 3.84 16
10011 3.91 11 3.52 6 3.77 17 10111 4,16 7 3.78 8 3.95 15
10012 3.75 6 3.27 9 3.46 15 10112 3.94 8 3.63 6 3.81 14
10014 4.15 10 3.76 7 3.99 17 10113 4.18 9 3.91 7 4.06 16
10015 3.81 8 3.53 6 3.69 14 10114 3.56 5 3.51 11 3.53 16
10016 4.14 5 4.02 10 4.06 15 10115 3.94 7 3.80 10 3.86 17
10017 3.87 6 3.65 13 3.72 19 10116 3.99 7 3.80 7 3.89 14
10019 3.90 9 3.73 7 3.83 16 10117 4.15 4 3.85 13 3.92 17
10020 3.86 8 3.69 7 3.78 15 10118 3.46 8 3.28 6 3.39 14
10120 3.71 8 3.48 6 3.61 14
Mean 3.884 3.682 3.791 3.873 3.687 3.777
S.D, 0.216 0.187 0.192 0.298 0.312 0.300
n 17 17 17 18 18 18

Nos. 10003,10013,10018,10102,10119: Non-pregnant animal



Appendix 6-6

Dose: 250 mg/kg

Maternal
No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212
10213
10215
10216
10217
10219

Mean
§.D.
n

Nos. 10214,10218,10220,10306,10307: Non-pregnant animal

Male
Mean
3.96
4.03
3.84
4,04
3.54
3.95
4.01
3.91
3.90
3.62
3.58
4.08
4,11
4,02
4.21
3.79
4,00

3.917
0.189

17

-

P

=
WO UV NO RN OIS

Female
Mean
3.77
3.73
3.60
3.86
3.43
3.71
3.74
3.66
3.54
3.47
3.53
3.78

3.83
3.87
3.69
3.83

3.696
0.137

17

f

3

[

[

N0 WYWOVLVOANNNANWOOYVYWIO =D

Total
Mean
3.84
3.89
.75
.95
.48
.81
.85
.83
.62
.54
.57
.95
.95
.90
.05
.74
.89

[

Wb Wwwwwwwwwww

3.801
0.163
17

18
15
15
15
17
15
17
15
17
12
18
14
16
14
19
17
18

Body weight of fetuses ;/ Litter (mean, g)

Dose: 1000 mg/kg
Maternal
No. Male
Mean
10301 4.15
10302 3.80
10303 3.90
10304 4.40
10305 3.39
10308 4.00
10309 3.77
10310 4.01
10311 4.38
10312 3.64
10313 4.10
10314 4,06
10315 3.93
10316 4,09
10317 4,25
10318 4.13
10319 4.16
10320 3.80
3.998
0.255
18

DO NYOHRDDODOENSOO S BREOND

Female

Mean
3.93
3.66
4.05
4.16
3.16
3.90
3.40
3.66
4,03
3.47
3.88
3.95
3.85
3.96
4.28
3.66
3.70
3.53

3.791
0.285
18

Study No.

n
9
5

[
[

[ [
O DU DO WYLk DN

.

SBL75-

Total
Mean
4,02
3.75
4.01
4.27
3.29
3.96
3.56
3.91
4.14
3.56
3.98
4,01
3.88
4.04
4.27
3.89
3.96
3.66

3.898
0.253
18

32

n
15
14
15

18

14
17
13
18
i8
16
17
14

16

17
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Appendix 7-1 External findings in fetuses and placental findings Study No. : SBL75-32

Dose: Control

External findings Placental findings
Maternal No. of Malformations No. of Abnormalities
No. fetuses No. of % Type and number (%) placentae No. of % Type and number (%)
fetuses placentae
10001 13 0 0.0 13 0 0.0
10002 16 0 0.0 16 0 0.0
10004 15 0 0.0 15 0 0.0
10005 16 0 0.0 16 0 0.0
10006 15 0 0.0 15 0 0.0
10007 16 0 0.0 16 0 0.0
10008 : 14 0 0.0 14 0 0.0
10009 16 0 0.0 16 0 0.0
10010 13 0 0.0 13 0 0.0
10011 17 0 0.0 17 0 0.0
10012 15 0 0.0 15 0 0.0
10014 17 0 0.0 17 0 0.0
10015 14 0 0.0 14 0 0.0
10016 15 0 0.0 15 0 0.0
10017 19 0 0.0 19 0 0.0
10019 16 0 0.0 16 0 0.0
10020 15 0 0.0 15 0 0.0
Total 262 0 262 0
Mean 0.0 0.00 0.0 0.00
S.D. 0.0 0.00 0.0 0.00
n 17 17 17 17

Nos. 10003,10013,10018: Non-pregnant animal
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Appendix 7-2

External findings in fetuses and placental findings

Dose: 62.5 mg/kg

Maternal No.
No. fetuses
10101 13
10103 17
10104 14
10105 14
10106 16
10107 16
10108 15
10109 17
10110 16
10111 15
10112 14
10113 16
10114 16
10115 17
10116 14
10117 17
10118 14
10120 14
Total 275
Mean

S.D.

n

External findings

Malformations

(= =]
e .

No.
fetuses

0

D00V OOOVDDODOOO OO0 O0COOQ

[+ B = = R ]

%

-

OO 00O O0ODO0ODO0OQOCOoCOODOODOLOO

OO O OO0 OCCOCOOO0OO0OOO O

0.00
0.00
18

Nos. 10102,10119: Non-pregnant animal

Type and number (%)

of
placentae

i3
17
14
14
16
16
15
17
16
15
14
16
16
17
14
17
14
14

275

Study No. : SBL75-32

Placental findings

Abnormalities
No. % Type and number (%)
placentae
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0
0.0 0.00
0.0 0.00
18 18
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Appendix 7-3 External findings in fetuses and placental findings Study No, : SBL75-32

Dose: 250 mg/kg

External findings Placental findings
Maternal No. of Malformations No. of Abnormalities
No. fetuses No. of % Type and number (%) placentae No. of % Type and number (%)
fetuses placentae
10201 18 0 0.0 18 0 0.0
10202 15 0 0.0 15 0 0.0
10203 15 0 0.0 15 0 0.0
10204 15 0 0.0 15 0 0.0
10205 17 0 0.0 17 0 0.0
10206 15 0 0.0 15 0 0.0
10207 17 0 0.0 17 0 0.0
10208 15 0 0.0 15 0 0.0
10209 17 0 0.0 17 0 0.0
10210 12 0 0.0 12 0 0.0
10211 18 0 0.0 18 0 0.0
10212 14 0 0.0 14 0 0.0
10213 16 0 0.0 16 0 0.0
10215 14 0 6.0 14 0 6.0
10216 19 0 0.0 19 0 0.0
10217 17 0 0.0 17 0 0.0
10219 18 0 0.0 18 ¢ 0.0
Total 272 0 272 0
Mean 0.0 0.00 0.0 0.00
S.D. 0.0 0.00 0.0 0.00
n 17 17 17 17

Nos. 10214,10218,10220: Non-pregnant animal
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Appendix 7-4

External findings in fetuses and placental findings

Dose: 1000 mg/kg

Maternal No. of
No. fetuses
10301 15
10302 14
10303 15
10304 9
10305 18
10308 9
10309 14
10310 17
10311 13
10312 18
10313 18
10314 16
10315 17
10316 14
10317 6
10318 16
10319 9
10320 17
Total 255
Mean

S.D.

n

External findings

Malformations No.

o o
[N

fetuses

0

O 00O 00O LOLOOCOOOOQCOOC

[ R = R ]

%

-

QOO0 OO0 OODOOoCOO0OLLOOUOQ

.

OO O0OO0ODODOoCOOOOOCOLOOO0OVOo OO

0.00
0.00
18

Nos. 10306,10307: Non-pregnant animal

Type and number (%)

placentae

15
14
15

9
18

9
14
17
13
18
18
16
17
14

6
16

9
17

255

Study No. : SBL75-32

Placental findings

of

Abnormalities
No. of % Type and number (%)
placentae
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0 0.0
0
0.0 0.00
0.0 0.00
18 18
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Appendix 8-1  Visceral findings in fetuses Study No. : SBL75-32

Dose : Control

Maternal No. of Malformations Variations

No. fetuses No. of % Type and number (%) No. of % Type and number (%)

fetuses fetuses
0 0

10001
10002
10004
10005
10006
10007
10008
10009
10010
10011
10012
10014
10015
10016
10017
10019
10020

.

OO OO0 OO0 OO0 0O00 oo
(=l =lelNe e NeNeo NN e Noe o)

ju
>
O VMO WOODOoODOOOoODOoOOLOLODOO OO

Dilatation of ureter : 1 ( 14.3%)

Thymic remnant in neck : 1 ( 12.5%)

D 2o IR Y- S N I I B - W e - B« IR (e R v Y
QOO 0O OCOCCO OO0 OO0
SO OO OO0 OOCOO00O0O O
OH OMHOOOOOOOOLOLOLOOO

[
O N O

Total 126
Mean

5.D.

n

0.00
0.00
17 1

1.58 Thymic remnant in neck : 1 ( 0.74%)
4.46 Dilatation of ureter : 1 { 0.84%)
17

o o

[SE R
N o oo
(= =]

~N W RN

Nos. 10003,10013,10018: Non-pregnant animal
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Appendix 8-2 Visceral findings in fetuses Study No. : SBL75-32

Dose : 62.5 mg/kg
Maternal No. of Malformations Variations
No. fetuses No. of % Type and number (%) No. of % Type and number (%)
fetuses fetuses
10101 6 0 0.0 0 0.0
10103 8 0 0.0 0 0.0
10104 7 0 0.0 0 0.0
10105 7 0 0.0 0 0.0
10106 8 0 0.0 0 0.0
10107 8 0 0.0 0 0.0
10108 7 0 0.0 0 0.0
10109 8 0 0.0 0 0.0
10110 8 0 0.0 0 0.0
10111 7 0 0.0 1 14.3 Thymic remnant in neck : 1 ( 14.3%)
10112 7 0 0.0 2 28.6 Dilatation of ureter 1 2 ( 28.6%)
10113 8 0 0.0 1 12,5 Dilatatlon of ureter : 1 ( 12.5%)
10114 8 0 0.0 0 0.0
10115 8 0 0.0 0 0.0
10116 7 0 0.0 1 14.3 Thymic remnant in neck : 1 ( 14.3%)
10117 8 0 0.0 0 0.0
10118 7 0 0.0 0 0.0
10120 7 0 0.0 0 0.0
Total 134 0 5
Mean 0.0 0.00 0.3 3.87 Thymic remnant in neck : 2 ( 1.59%)
S.D. 0.0 0.00 0.6 8.09 Dilatation of ureter : 3 ( 2.,28%)
n 18 18 18 18

Nos. 10102,10119: Non-pregnant animal
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Appendix 8-3 Visceral findings in fetuses Study No. : SBL75-32

Dose : 250 mg/kg

Maternal No. of Malformations Variations

No. fetuses No. of % Type and number (%) No. of % Type and number (%)

fetuses fetuses

10201 9 0 0.0 0 0.0

10202 7 0 0.0 0 0.0

10203 7 0 0.0 1 14.3 Thymic remnant in neck : 1 ( 14.3%)

10204 7 0 0.0 0 0.0

10205 8 0 0.0 0 0.0

10206 7 0 0.0 0 0.0

10207 8 0 0.0 0 0.0

10208 7 0 0.0 1 14.3 Dilatation of ureter : 1 ( 14.3%)

10209 8 0 0.0 1 12,5 Dilatation of renal pelvis 1 ( 12.5%)
Dilatation of ureter : 1 ( 12.5%)

10210 6 0 0.0 0 0.0

10211 9 0 0.0 0 0.0

10212 7 0 0.0 0 0.0

10213 8 0 0.0 0 0.0

10215 7 0 0.0 0 0.0

10216 9 0 0.0 1 11.1 Dilatation of ureter 1 ( 11.1%)

10217 8 0 0.0 1 12.5 Thymic remnant in neck 1 ( 12.5%)

10219 9 0 0.0 3 33.3 Dilatation of renal pelvis 2 ( 22.2%)
Dilatation of ureter 3 ( 33.3%)

Total 131 0 8

Mean 0.0 0.00 0.5 5.76 Thymic remnant in neck 2 ( 1.58%)

S.D. 0.0 0.00 0.8 9.32 Dilatation of renal pelvis 3 ( 2.04%)

n 17 17 17 17 Dilatation of ureter : 6 ( 4.19%)

Nos. 10214,10218,10220: Non-pregnant animal
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Appendix 8-4  Visceral findings in fetuses

Dose : 1000 mg/kg
Maternal No. of
No. fetuses

10301
10302
10303
10304
10305
10308
10309
10310
10311
10312
10313

(Ve JV- B W RS B =B S L )

10314

[=]

10315
10316
10317
10318

W w3

10319
10320 8

S

Total 123
Mean

S.D.

n

Nos. 10306,10307: Non-pregnant animal

Study No. SBL75-32
Malformations Variations
No. 3 Type and number (%) No. of % Type and number (%)
fetuses fetuses

0 0.0 0 0.0

0 0.0 0 0.0

0 0.0 1 14.3 Thymic remnant in neck 1 ( 14.3%)

[4] 0.0 0 0.0

0 0.0 0 0.0

0 0.0 1 25.0 Dilatation of ureter 1 ( 25.0%)

0 0.0 0 0.0

4] 0.0 0 0.0

[4] 0.0 0 0.0

(4] 0.0 1 11.1 Thymic remnant in neck 1 ( 11.1%)

0 0.0 2 22,2 Dilatation of ureter 1 2 (22.2%)
Convoluted ureter 1 ( 11.1%)

0 0.0 1 12,5 Dilatation of renal pelvis 1 ( 12.5%)
Dilatation of ureter 1 ( 12.5%)

0 0.0 0 0.0

0 0.0 0 0.0

0 0.0 0 0.0

0 0.0 4 50.0 Thymic remnant in neck 1 ( 12.5%)
Dilatation of renal pelvis 2 ( 25.0%)
Dilatation of ureter 3 ( 37.5%)

0 0.0 0 0.0

0] 0.0 0 0.0

0 10

0 0.00 0.6 7.51 Thymic remnant in neck 3 ( 2.11%)

.0 0.00 1.0 13.48 Dilatation of renal pelvis 3 ( 2.08%)

8 18 18 18 Dilatation of ureter 7 ( 5.40%)
Convoluted ureter 1 ( 0.62%)
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Appendix 9-1 Skeletal findings in fetuses

Study No. : SBL75-32

Dose : Control
Maternal No. of Malformations Variations No. of ossified
No. fetuses No. of % Type and number(%) No. of % Type and number(%) sternebrae sacral and
fetuses fetuses caudal vertebrae
10001 7 0 0.0 ] 0.0 5.6 8.1
10002 8 0 0.0 1 12.5 Asymmetry of sternebrae : 1 ( 12.5%) 5.3 8.1
10004 8 0 0.0 4] 0.0 5.6 8.1
10005 8 0 0.0 1 12.5 Lumbar rib : 1 ( 12.5%) 5.3 7.9
10006 8 0 0.0 0 0.0 5.8 8.5
10007 8 0 0.0 1 12.5 Rudimentary 14th rib : 1 ( 12.5%) 4.6 7.9
10008 7 0 0.0 4 57.1 Lumbar rib : 4 ( 57.1%) 5.6 8.4
10009 8 0 0.0 0 0.0 5.5 8.1
10010 7 0 0.0 2 28.6 DSTC : 1 ( 14.3%) 4.1 7.0
Rudimentary 14th rib : 1 ( 14.3%)
10011 9 0 0.0 0 0.0 4.8 8.0
10012 8 0 0.0 0 0.0 5.3 7.6
10014 9 o] 0.0 0 0.0 5.3 7.4
10015 7 0 0.0 [ 0.0 5.0 7.7
10016 8 0 0.0 4 50.0 Lumbar rib : 4 ( 50.0%) 5.9 8.3
10017 10 s} 0.0 5 50.0 Lumbar rib : 5 ( 50.0%) 5.7 8.3
10019 8 0 0.0 0 0.0 5.5 7.9
10020 8 0 0.0 0 0.0 6.0 8.3
Total 136 0 18
Mean 0.0 0.00 1.1 13.13 Asymmetry of sternebrae : 1 ( 0.74%) 5.35 7.98
S.D. 0.0 0.00 1.7 20.34 DSTC 1 ( 0.84%) 0.49 0.38
n 17 17 17 17 Rudimentary 1l4th rib 2 ( 1.58%) 17 17
Lumbar rib 114 ( 9.98%)

DSTC: Dumbbell-shaped thoracic centrum
Nos. 10003,10013,10018: Non-pregnant animal
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Appendix 9-2  Skeletal findings in fetuses

Study No. : SBL75-32

Dose : 62.5 mg/kg
Maternal No. of Malformations Variations No. of ossified
No. fetuses No. of % Type and number($) No. of % Type and number(%) sternebrae sacral and
fetuses fetuses caudal vertebras
10101 7 ¢} 0.0 0 0.0 5.6 8.0
i0lo03 9 [0} 0.0 0 6.0 5.4 7.4
10104 7 4] 0.0 1 14.3 Lumbar rib 1 ( 14.3%) 5.4 8.0
10105 7 o} c.0 1 14.3 Lumbar ribd : 1 ( 14.3%) 4.0 6.9
10106 8 0 0.0 1 12.5 DSTC : 1 ( 12.5%) 5.9 7.9
10107 8 0 6.0 1 12.5 Lumbar rib 1 ( 12.5%) 6.0 8.5
10108 8 ¢ 6.0 0 0.0 5.8 8.1
10109 9 [ 0.0 0 0.0 5.7 8.1
10110 8 4] 0.0 0 0.0 6.0 8.9
10111 8 [¢] 0.0 0 0.0 5.6 7.8
10112 7 0 0.0 1 14.3 Rudimentary 14th rib 1 ( 14.3%) 5.4 8.0
10113 8 0 0.0 0 0.0 5.8 8.4
10114 8 0 0.0 1 12.5 DSTC 1 ( 12.5%) 5.5 8.0
10115 9 0 0.0 3 33.3 Rudimentary 14th rib : 2 ( 22.2%) 5.6 8.1
Lumbar rib 1 ( 11.1%)
10116 7 0 0.0 1 14.3 DSTC : 1 ( 14.3%) 5.3 8.0
10117 9 0 0.0 1 11.1 Asymmetry of sternebrae : 1 ( 11.1%) 6.0 8.2
10118 7 o} 0.0 1 14.3 Lumbar rib : 1 { 14.3%) 4.3 7.1
10120 7 o} ¢.0 ¢ 0.0 5.9 8.4
Total 141 0 12
Mean 0.0 0.00 0.7 8.52 Asymmetry of sternebrae : 1 ( 0.62%) 5.51 7.99
S.D. G.0 0.00 0.8 9.13 DSTC 3 ( 2.18%) 0.55 0.48
n 18 18 18 18 Rudimentary 14th rib : 3 ( 2.03%) 18 18
Lumbar rib : 5 ( 3.69%)

DSTC: Dumbbell-shaped thoracic centrum
Nos. 10102,10119: Non-pregnant animal
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Appendix 9-3 Skeletal findings in fetuses

Study No. : SBL75-32

Dose 250 mg/kg
Maternal No. of Malformations Variations No. of ossified
No. fetuses No. of % Type and number (%) No. of % Type and numbexr(%) sternebrae sacral and
fetuses fetuses caudal vertebrae
10201 9 0 0.0 1 11.1 Rudimentary 14th rib 1 11.1%) 5.9 8.3
Lumbar rib 1 11.1%)
10202 8 0 0.0 0 0.0 6.0 8.6
10203 8 0 0.0 2 25.0 DSTC 2 25.0%) 5.3 7.9
10204 8 0 0.0 0 0.0 6.0 8.6
10205 9 [¢] c.0 1 11.1 Lumbar rib 1 11.1%) 5.0 8.3
10206 8 ] .0 1 12.5 Lumbar rib 1 12.5%) 5.9 8.4
10207 9 ] 0.0 1 11.1 Lumbar rib 1 11.1%) 5.8 8.3
10208 8 [¢] 0.0 0 0.0 5.8 8.0
10209 9 o] 0.0 1 11.1 Rudimentary 14th rib 1 11.1%) 5.8 8.3
Lumbar rib 1 11.1%)
10219 6 0 0.0 0 0.0 5.5 7.8
10211 9 0 0.0 0 0.0 5.7 8.6
10212 7 0 0.0 2 28.6 Rudimentary 14th rib 2 28.6%) 6.0 9.1
10213 8 o] 0.0 2 25.0 Rudimentary 1l4th rib 2 25.0%) 5.4 8.1
Lumbar rib 1 12.5%)
10215 7 0 0.0 0 c.0 5.9 7.4
10216 10 0 0.0 0 0.0 5.7 7.9
10217 9 0 0.0 0 0.0 5.2 8.0
10219 9 0 0.0 0 0.0 5.9 8.2
Total 141 0 11
Mean 0.0 0.00 0.6 7.97 DSTC 2 1.47%) 5.69 8.22
S.D. 0.0 0.00 0.8 10.12 Rudimentary 14th rib 6 4.46%) 0.31 0.39
n 17 17 17 17 Lumbar rib 6 4.08%) 17 17

DSTC: Dumbbell-shaped thoracic centrum
Nos. 10214,10218,10220: Non-pregnant animal
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Appendix 9-4  Skeletal findings in fetuses

Study No. : SBL75-32

Dose : 1000 mg/kg
Maternal No. of Malformations Varlations No. of ossified
No. fetuses No. of % Type and number(%) No. of % Type and number (%) sternebrae sacral and
fetuses fetuses caudal vertebrae
10301 8 0 0.0 o] 0.0 5.4 8.1
10302 7 [¢] 0.0 Q 0.0 4.4 7.9
10303 8 0 0.0 0 0.0 5.3 7.8
10304 5 0 0.0 2 40.0 Rudimentary l1l4th rib :+ 1 ( 20.0%) 6.0 8.2
Lumbar rib : 1 ( 20.0%)
10305 9 0 6.0 1 11.1 Lumbar rib : 1 ( 11.1%) 4.1 7.8
10308 5 0 0.0 1 20.0 Rudimentary 1l4th rib 11 ( 20.0%) 5.2 8.0
10309 7 0 0.0 2 28.6 Lumbar rib : 2 ( 28.6%) 5.1 8.0
10310 9 o} 0.0 0 0.0 5.0 8.0
10311 7 o} 0.0 0 0.0 5.9 8.3
10312 9 o} 0.0 1 11.1 DSTC : 1 ( 11.1%) 5.6 8.4
10313 9 ¢} 0.0 2 22.2 STC 1 ( 11.1%) 6.0 8.3
Lumbar rib s 2 22.2%)
10314 8 0 0.0 0 c.0C 5.6 8.1
10315 9 0 0.0 1 11.1 DSTC 1 ( 11.1%) 5.2 7.8
10316 7 0 0.0 2 28.6 Rudimentary 14th rib : 2 { 28.6%) 6.0 8.3
10317 3 0 0.0 s} c.0 6.0 8.3
10318 8 0 0.0 1 12.5 Lumbar rib 1 ( 12.5%) 5.5 8.9
10319 5 0 0.0 1 20.0 Shortening of 13th rib 1 ( 20.0%) 5.6 7.8
10320 9 0 6.0 3 33.3 Rudimentary 14th xib 3 ( 33.3%) 5.8 8.0
Total 132 0 17
Mean 0.0 0.00 0.9 13.25 DSTC : 2 ( 1.23%) 5.43 8.11
S.D. 0.0 0.00 0.9 13.29 STC 1 [ 0.62%) 0.54 0.28
n 18 18 18 18 Shortening of 13th rib : 1 ( 1.11%) 18 18
Rudimentary 14th rib : 7 ( 5.66%)
Lumbar rib 7 ( 5.24%)

DSTC: Dumbbell-shaped thoraclic centrum
STC: Splitting of thoracic centrum
Nos. 10306,10307: Non-pregnant animal
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