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Table 1 Clinical signs

B130236

Dose level Day 1 Day 2 Day 3 Day 4
Treatment (mg/kg) Animal
group Route number Before 0-1 h after
Frequency dosing  dosing

Negative 0 10101 - - - - -
control iv. 10102 - - ; ) ]
(Physiological Once 10103 - - - - -
saline) 10104 . ; } ) )
10105 - - - - -
Test substance 59 10201 - - . . .
(P092-maleate) iv. 10202 } . ) ) )
Once 10203 - - - - -
10204 - - - - -
10205 - - - - -
109 10301 - - ; ] ]
iv. 10302 - - - - -
Once 10303 - - - - -
10304 - - - - -
10305 - - - - -
207 10401 - ; . ] ]

iv. 10402 - - DRT DRT DRT
Once 10403 - RU - - -
10404 - - - - -

10405 - RU DRT DRT DRT
Positive 20 10501 - - - - -
control p.o. 10502 . } } ) )
(CP) Once 10503 - - . ; ]
10504 - - - - -
10505 - - - - .

CP: Cyclophosphamide monohydrate
-: No abnormalities, RU: Reddish urine, DRT: Dark reddish in tail

% As P092 free form
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Table 2 Body weight changes

B130236

Treatment D(?]?Z/l:g)el Animal Body weight (2)
group Route number
Frequency Day 1 Day 3 Day 4
Negative 0 10101 267.0 276.9 287.5
control iv. 10102 253.6 266.2 273.8
(Physiological Once 10103 252.0 2642 270.6
saline) 10104 276.1 291.5 298.7
10105 258.8 273.0 281.7
Mean+ SD 261.50 +10.04 27436 +10.86 28246 +11.24

Test substance 59 10201 247.3 264.0 269.2
(P092'maleate) iv. 10202 251.4 266.4 273.6
Once 10203 275.9 282.9 290.4
10204 258.9 272.7 282.3
10205 261.4 276.4 284.5

Mean+SD 25898 +11.02 27248 +7.63 280.00 £8.53
10? 10301 263.4 2782 280.9
iv. 10302 251.6 266.3 275.1
Once 10303 253.5 266.5 2734
10304 260.0 275.8 283.5
10305 270.6 282.9 2922

Mean+ SD 259.82 +7.69 273.94 +734 281.02 +749
207 10401 272.5 283.4 290.5
iv. 10402 248.2 248.3 255.5
Once 10403 259.2 269.9 276.8
10404 2614 273.0 279.6
10405 270.9 273.0 280.4

Mean+SD 262.44 +£984 269.52 4 12.92 276.56 +12.86

Positive 20 10501 255.8 264.5 268.6
control p.o. 10502 269.1 281.2 286.1
(CP) Once 10503 263.4 272.8 282.2
10504 249.0 267.0 274.0
10505 2722 281.0 287.8

Mean+SD 261.90 +9.54 273.30 %7.73 279.74 *£8.19

CP: Cyclophosphamide monohydrate
» As P092 free form
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Table 3-1 Results of the micronucleus test (48 h after dosing)

B130236

Dose level

MNIMEs

IMEs ratio among total

Treatment (mg/kg) Animal erythrocytes
group Route number Number Incidence Number of IMEs/
Frequency of IMEs Number %) erythrocytes Erythrocytes
scored scored (%)
Negative 0 10101 2000 3 0.15 1000 7.0
control L. 10102 2000 1 0.05 1000 8.2
(Physiological ~ Once 10103 2000 2 0.10 1000 7.5
saline) 10104 2000 2 0.10 1000 10.3
10105 2000 3 0.15 1000 8.7
Total /Mean+SD 10000 11 0.11 + 0.04 83+ 13
Test substance 59 10201 2000 4 0.20 1000 5.6
(P092'maleate) v, 10202 2000 1 0.05 1000 6.8
Once 10203 2000 1 0.05 1000 73
10204 2000 2 0.10 1000 7.7
10205 2000 2 0.10 1000 6.9
Total / Mean:SD 10000 10 0.10 £ 0.06 6.9 +£0.8
109 10301 2000 I 0.05 1000 72
L. 10302 2000 1 0.05 1000 9.9
Once 10303 2000 3 0.15 1000 8.2
10304 2000 5 0.25 1000 8.7
10305 2000 3 0.15 1000 8.0
Total / Mean+SD 10000 13 0.13 +0.08 8.4 + 1.0
209 10401 2000 2 0.10 1000 7.4
iv. 10402 2000 2 0.10 1000 6.5
Once 10403 2000 2 0.10 1000 8.3
10404 2000 1 0.05 1000 6.4
10405 2000 2 0.10 1000 7.0
Total / Mean+SD 10000 9 0.09 +0.02 7.1 0.8
Positive 20 10501 2000 47 2.35 1000 4.1
control p.o. 10502 2000 17 0.85 1000 42
(CP) Once 10503 2000 47 2.35 1000 52
10504 2000 38 1.90 1000 5.1
10505 2000 33 1.65 1000 3.9
Total / Mean+SD 10000 182 182 +0.62 45+£06 "

IMEs: Immature erythrocytes, MNIMEs: Micronucleated IMEs, CP: Cyclophosphamide monohydrate

Y As P09?2 free form

i p <0.01 (Kastenbaum and Bowman's method)

” p<0.01 (Student's  -test)
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B130236

Table 3-2 Results of the micronucleus test (72 h after dosing)

IMEs ratio among total

Dose level MNIMEs
Treatment (mg/kg) Animal erythrocytes
 group Route sumber Number Incidence Number of IMEs/
Frequency of IMEs Number %) erythrocytes Erythrocytes
scored scored (%)
Negative 0 10101 2000 2 0.10 1000 6.0
control iv. 10102 2000 4 0.20 1000 9.1
(Physiological ~ Once 10103 2000 1 0.05 1000 7.7
saline) 10104 2000 1 0.05 1000 7.9
10105 2000 2 0.10 1000 8.5
Total / Mean+SD 10000 10 0.10 £ 0.06 78 1.2
Test substance 5% 10201 2000 2 0.10 1000 7.1
(PO92'maleate) j.v. 10202 2000 4 0.20 1000 7.1
Once 10203 2000 0 0.00 1000 6.2
10204 2000 1 0.05 1000 6.8
10205 2000 2 0.10 1000 7.9
Total / Mean+SD 10000 9  0.09 +0.07 7.0 £06
109 10301 2000 1 0.05 1000 7.1
Lv. 10302 2000 3 0.15 1000 6.9
Once 10303 2000 2 0.10 1000 7.8
10304 2000 4 0.20 1000 8.4
10305 2000 4 0.20 1000 10.9
Total / Mean=SD 10000 14 0.14 £ 0.07 8216
207 10401 2000 3 0.15 1000 73
Lv. 10402 2000 1 0.05 1000 6.5
Once 10403 2000 2 0.10 1000 72
10404 2000 2 0.10 1000 6.7
10405 2000 4 0.20 1000 6.6
Total / MeantSD 10000 12 0.12 £ 0.06 6.9 £0.4
Positive 20 10501 2000 1 0.05 1000 5.7
control po. 10502 2000 8 0.40 1000 2.9
(CP) Once 10503 2000 11 0.55 1000 43
10504 2000 16 0.80 1000 3.4
10505 2000 8 0.40 1000 3.4
Total / Mean+SD 10000 44 ™ 044 +027 39+1.1 "

IMEs: Immature erythrocytes, MNIMEs: Micronucleated IMEs, CP: Cyclophosphamide monohydrate
® As P092 free form

## p <0.01 (Kastenbaum and Bowman's method)

” p <0.01 (Student's ¢ -test)

32

- 1604 -



B130236

Appendix 1 Historical control data of rat peripheral blood micronucleus tests in the test facility (Male)

Incidence of [MEs ratio among
MNIMEs (%) total erythrocytes (%)
Treatment No. of
(Mean£38D) ;- fividual values V130 %38D) o gividual values
Negative 35 0.07 £ 0.06 Max: 0.30 9.5 +39 Max: 15.6
control (0.07 +0.18) Min: 0.00 (9.5 = 11.7) Min: 2.6

IMEs: Immature erythrocytes, MNIMESs: Micronucleated IMEs
* Calculated from individual data
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