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Table 1. Mortality of BDF1 male mice after single administration of DMPD

by gavage,
Dose Number of mice Number of mice died Mortality
(mg/kg) administered Days after administration
0 1 2 3
750 5 0 0 0 0 0 /5
1000 5 0 0 0 0 0 /5
1500 5 0 0 0 0 0/5

2000 5 0 0 0 0 0/5




Table 2. Mortality of BDF1 female mice after single administration of DMPD

by gavage
Dose Number of mice Number of mice died Mortality
(mg/kg) administered Days after administration
0 I - 2 3
750 5 0 0 0 0 0 /5
1000 5 0 0 0 0 0 /5
1500 5 0 0 0 0 0/5

2000 5 0 0 0 0 0/5




Table 3. Results of preliminary micronucleus test in BDF1 male mice
after single administration of DMPD (2000 mg/kg) by gavage

Time after Animal Number of Number of
administration a b
No. RCT 7/ ERY MNPCE / PCE
1 615 / 1000 3/ 2000
2 578 / 1000 5 /7 2000
24 hrs 3 617 / 1000 1/ 2000
4 534 / 1000 3/ 2000
5 620 / 1000 8 / 2000
Total 2964 / 5000 20 / 10000
%(MeantS.D).) ( 593 = 3.7 ) (020 £ 013 )
6 551 / 1000 5 / 2000
7 482 / 1000 4 / 2000
48 hrs 8 631 / 1000 1/ 2000
9 642 / 1000 3/ 2000
10 508 / 1000 2 / 2000
Total 2814 / 5000 15 / 10000
%(Mean+S.D.) ( 563 £ 72 ) (0.15 £ 0,08 )
11 465 / 1000 6 / 2000
12 479 / 1000 2/ 2000
72 hrs 13 529 / 1000 0 / 2000
14 519 / 1000 8 / 2000
15 597 / 1000 4 / 2000
Total 2589 / 5000 20 / 10000
%(Mean*S.D.) ( 51.8 £ 52 ) (020 £ 0.16 )

a.

Number of reticulocytes / total number of erythrocytes observed
b: Number of micronucleated polychromatic erythrocytes / total number of polychromatic

erythrocytes observed



Table 4. Results of preliminary micronucleus test in BDFi female mice
after single administration of DMPD (2000 mg/kg) by gavage

Time after Animal Number of Number of
administration a b
No. RCT / ERY MNPCE / PCE
51 669 / 1000 3/ 2000
52 677 / 1000 3/ 2000
24 hrs 53 540 / 1000 1/ 2000
54 611 / 1000 4 / 2000
55 534 / 1000 4 / 2000
Total 3031 / 5000 15 / 10000
%(Mean*S.D.) ( 606 £ 6.8 ) (0.15 = 0.06 )
56 560 / 1000 3/ 2000
57 581 / 1000 1/ 2000
48 hrs 58 516 / 1000 2 / 2000
59 473 / 1000 1 /7 2000
60 646 / 1000 1 7 2000
Total 2776 / 5000 8 / 10000
%(Mean*S.D.) ( 555 = 6.6 ) {0.08 = 0.04 )
61 678 / 1000 0 / 2000
62 584 / 1000 2 / 2000
72 hrs 63 499 / 1000 2/ 2000
64 485 / 1000 2 / 2000
65 509 / 1000 4 / 2000
Total 2755 / 5000 10 / 10000
%(Mean*S.D.) (551 +81 ) (0.10 = 0.07 )

a: Number of reticulocytes / total number of erythrocytes observed
b: Number of micronucleated polychromatic erythrocytes / total number of polychromatic
erythrocytes observed



Table 5. Results of micronucleus test in BDF1 male mice after single
administration of DMPD by gavage

Group Animal a b
No, RCT / ERY MNPCE / PCE
1 628 /1000 3/ 2000
2 570 / 1000 4 / 2000
3 501 / 1000 3/ 2000
Solvent control 4 615 /1000 4 / 2000
0.5 % CMC Na 5 571 /1000 3/ 2000
Total 2885 / 5000 17 7/ 10000
%(MeantS.D.) ( 57.7£5.0 ) (0.17 £ 0.03 )
6 446 / 1000 2/ 2000
7 546 /1000 2/ 2000
8 642 / 1000 1/ 2000
DMPD 500 mg/kg 9 428 /1000 2/ 2000
10 530 /1000 4 / 2000
Total 2592 / 5000 11 /7 10000
%(MeantS.D.) (51.8+8.6 ) (0.11 £ 0.05 )
11 614 / 1000 3/ 2000
12 563 /1000 1/ 2000
13 713 /1000 2 / 2000
DMPD 1000 mg/kg 14 382 /1000 3/ 2000
15 386 / 1000 5 / 2000
Total 2658 / 5000 14 / 10000
%(MeantS.D.) ( 532145 ) (0.14 £ 0.07 )
16 615 / 1000 2/ 2000
17 585 /1000 3/ 2000
18 698 / 1000 4 / 2000
DMPD 2000 mg/kg 19 725 /1000 3/ 2000
20 639 / 1000 2/ 2000
Total 3262 / 5000 14 / 10000
%(MeantS.D.) ( 65258 ) (0.14 £ 0.04 )
21 439 7 1000 45 / 2000
22 536 / 1000 38 / 2000
Positive control 23 611 /1000 41 / 2000
CPA 50 mg/kg 24 505 / 1000 43 / 2000
: 25 280 / 1000 31 / 2000
Total 2371 / 5000 198 / 10000
%(Mean+S.D.) (474£125) (198 £ 027 )*

a: Number of reticulocytes / total number of erythrocytes observed
b: Number of micronucleated polychromatic erythrocytes / total number of polychromatic

erythrocytes observed
CPA: Cyclophosphamide

*: Data significantly different from the solvent control at 5 % level



Table 6. Results of micronucleus test in BDF1 female mice after single
administration of DMPD by gavage

Group Animal a b
‘ No. RCT / ERY MNPCE / PCE
51 654 / 1000 1/ 2000
52 543 /1000 1/ 2000
53 754 /1000 0 / 2000
Solvent control 54 645 / 1000 2/ 2000
0.5 % CMC Na 55 616 / 1000 2 / 2000
Total 3212 / 5000 6 / 10000

%(Mean+S.D.) ( 64276 ) (0.06 £ 0.04 )
56 618 / 1000 4 / 2000
57 641 / 1000 4 / 2000
58 498 / 1000 2/ 2000
DMPD 500 mg/kg 59 577 / 1060 2/ 2000
60 337 /1000 1/ 2000
Total 2671 / 5000 13 / 10000

%(Mean=S.D.) ( 53.4£12.3) (0.13 £ 0.07 )
61 686 / 1000 4 / 2000
62 787 / 1000 4 / 2000
63 719 / 1000 3/ 2000
DMPD 1000 mg/kg 64 502 /1000 0 / 2000
65 599 /1000 4 / 2000
Total 3293 / 5000 15 / 10000

% (Mean=S.D.) ( 659x11.1) (0.15 £ 0,09 )
66 640 / 1000 2/ 2000
67 729 / 1000 0/ 2000
68 789 /1000 3/ 2000
DMPD 2000 mg/kg 69 344 /1000 2/ 2000
' 70 567 / 1000 0 / 2000
Total 3069 / 5000 7 / 10000

%(MeantS.D.) ( 61.4+£17.3) (0.07 = 0.07 )
71 548 / 1000 19 / 2000
72 485 / 1000 27 / 2000
Positive control 73 664 / 1000 24 / 2000
CPA 50 mg/kg 74 449 /1000 12 / 2000
75 535 7 1000 37 / 2000
Total 2681 / 5000 119 7/ 10000

%(Mean£S.D.) ( 53.6£8.2 ) (1.19 £ 047 )=

a: Number of reticulocytes / total number of erythrocytes observed

b: Number of micronucleated polychromatic erythrocytes / total number of polychromatic

erythrocytes observed
CPA: Cyclophosphamide

*: Data significantly different from the solvent control at § % level



Stability of the test article in the preparation

Date éf preparation: Dec, 24, 1992
Date of determination
Test article : DMPD A + Dec. 24, 1992

Lot No. : ARS8 B : Dec, 24, 1892

Carrier : 0.5% CMC Na Condition for storage : .
ambient temp., shading
A (0hr) B (4hr)
Indicated
formulation Sample Found-1 2y | Sample Found-2 b)
(mg/m8) No. (mg/mf) Content (%) | No. (mg/mf) Content ()
25 1 26.74 107 4 25.38 96.3
# 2 26.26 105 5 25.39 96.4
” 3 26.07 104 6 25.48 96.7
zean 26.35 105 mean | |  96.5
100 1 111.8 112 10 108.8 101
# 8 106.0 106 11 109.9 101
’ 9 109.9 110 12 104.3 95.5
mean 109.2 109 mean 99.2

2> ¢ Found-1/Indicated Formulation X 100

Investigator

Director, Chemistry Dept.

b . Found-2/mean Found-1 X 100

"I Xipuaddy



Appendix 2.

Content and uniformity of the test article in the preparation

Test article : DMPD

Lot No. : AR8 Date of preparation : Nov. 24, 1992
Carrier :VO,S% CMC Na Date of determination : Nov. 24, 1992
Indicated
Sample | Formulation (A) Found (B) B/AX100 | Mean
No. (mg/ml) (ng/mf) A %
1 25 28.84 115
2 # 21.36 109 113
3 | 28.43 114
4 100 106.4 106
5 ” 104.7 106 105
6 ” _ 105.3 105

Investigator

Director, Chemistry Dept.
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