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1 CONTROL 0.00 mg/kg/dose IP QDx5, Day 13 20 0 0 7.6(42) 0 9.0

2 686288 120.00 mg/kg/dose IP QDx5, Day 13 6 0 0 16.7(21) 1 15(42) 29.8 231 1.60

3 686288 80.00 mg/kg/dose IP QDx5, Day 13 6 0 0 14.4(49) 0 47(32) 14.5 61 0.10

4 686288 53.00 mg/kg/dose IP QDx5, Day 13 6 0 0 14.4(26) 0 44(32) 13.5 50 0.00

5 686288 90.00 mg/kg/dose IV QDx5, Day 13 6 0 1 19.5(21) 0 23(28) 22.0 144 0.90

6 686288 60.00 mg/kg/dose IV QDx5, Day 13 6 0 0 18.9(21) 0 27(21) 20.9 132 0.80

7 686288 40.00 mg/kg/dose IV QDx5, Day 13 6 0 0 21.3(21) 0 30(26) 15.3 70 0.20

VEHICLES

Grp 1 -> CONTROL : Saline + Tween 80 (0.05%) Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 686288 / 10 (Dose = 120.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 686288 / 10 (Dose = 80.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 686288 / 10 (Dose = 53.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 686288 / 10 (Dose = 90.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 6 -> NSC # 686288 / 10 (Dose = 60.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 7 -> NSC # 686288 / 10 (Dose = 40.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for KCR2-5/0/9G

This experiment is within acceptable quality control parameters and is considered valid. The initial median doubling time of control tumors was 3.1 days. Median tumor weights for control and treated groups on the
first treatment day ranged from 126 to 147 mg.

The aminoflavone, NSC 686288, and the aminoflavone prodrug, NSC 710464, were compared for antitumor efficacy when administered IP or IV daily X 5 to mice with SC implanted MCF7 human breast tumor
xenografts.

IP treatment with the two agents gave comparable results. Both met established criteria for antitumor activity, and the weight loss of the mice indicates that a maximally tolerated dose was achieved with both materials.
IP NSC 710464 (Groups 8-10) appeared to result in quantitatively better activity than IP NSC 686288 (Groups 2-4) in that the prodrug showed activity over a wide range of daily dosage levels in contrast to

Response of Early Stage SC MCF7Breast Tumor Xenografts to 686288
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1 CONTROL 0.00 mg/kg/dose IP QDx5, Day 13 20 0 4.0(37) 0 0 0 126.0 5.7

2 686288 120.00 mg/kg/dose IP QDx5, Day 13 6 0 9.3(23) 0 0 6 -100(34) 155.0 UE

3 686288 80.00 mg/kg/dose IP QDx5, Day 13 6 0 10.4(30) 0 0 6 -100(23) 113.0 UE

4 686288 53.00 mg/kg/dose IP QDx5, Day 13 6 0 2.7(20) 0 2 2 -63(34) 119.5 37.3 554 3.30

5 686288 90.00 mg/kg/dose IV QDx5, Day 13 6 0 2.1(27) 0 3 2 -75(23) 153.0 37.3 554 3.30

6 686288 60.00 mg/kg/dose IV QDx5, Day 13 6 1 4.1(16) 0 2 0 -12(23) 100.0 30.7 439 2.50

7 686288 40.00 mg/kg/dose IV QDx5, Day 13 6 0 2.5(16) 0 2 0 0(23) 144.0 26.0 356 2.00

VEHICLES

Grp 1 -> CONTROL : Saline + Tween 80 (0.05%) Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 686288 / 10 (Dose = 120.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 686288 / 10 (Dose = 80.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 686288 / 10 (Dose = 53.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 686288 / 10 (Dose = 90.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 6 -> NSC # 686288 / 10 (Dose = 60.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 7 -> NSC # 686288 / 10 (Dose = 40.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for YER2-2/0/9G

This experiment is within acceptable quality control parameters and is considered valid. The initial median doubling time of control tumors was 2.5 days.

This experiment was designed to compare the efficacy of NSC 686288 and NSC 710464 against SC implanted CAKI-1 human renal tumor xenografts. Each of the test agents was given IP and IV, daily for five days.
Both were prepared for injection in saline and Tween 80. NSC 686288 in suspension, and NSC 710464 was in solution. Both test agents showed exceptional antitumor efficacy. Each was more effective via the IP
route than the IV route. Over the range of doses used, IP NSC 686288 treatment resulted in 14 tumor free animals (day 61) out of 18 while IV 686288 treatment, while very effective in reducing tumor size, resulted in
only 2 tumor free mice out of 18. Similarly, with NSC 710464, IP treatment resulted in 11 tumor free mice out of 18 while none of the mice receiving IV treatment were tumor free on the final experimental day. With
IV treatment NSC 686288 appeared to be slightly more effective than NSC 710464. With IP treatment, the apparent slight superiority of NSC 686288 may be a reflection of the increased toxicity of the soluble NSC

Response of Advanced Stage SC CAKI-1Renal Tumor Xenografts to 686288
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1 CONTROL 0.00 mg/kg/dose IP QDx5, Day 14 20 0 11.0(34) 0 0 0 100.0 6.0

2 686288 120.00 mg/kg/dose IP QDx5, Day 14 6 0 31.3(31) 0 0 0 88(20) 110.5 6.2 3 -0.40

3 686288 80.00 mg/kg/dose IP QDx5, Day 14 6 0 9.4(34) 0 0 0 68(20) 100.0 7.4 23 -0.30

4 686288 53.00 mg/kg/dose IP QDx5, Day 14 6 0 7.6(34) 0 0 0 107(20) 100.5 5.9 -2 -0.40

5 686288 90.00 mg/kg/dose IV QDx5, Day 14 6 0 5.6(34) 0 0 0 72(20) 100.0 6.2 3 -0.40

6 686288 60.00 mg/kg/dose IV QDx5, Day 14 6 0 13.4(34) 0 0 0 99(20) 100.5 6.5 8 -0.40

7 686288 40.00 mg/kg/dose IV QDx5, Day 14 6 0 8.6(34) 0 0 0 56(20) 110.5 7.1 18 -0.30

VEHICLES

Grp 1 -> CONTROL : Saline + Tween 80 (0.05%) Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 686288 / 10 (Dose = 120.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 686288 / 10 (Dose = 80.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 686288 / 10 (Dose = 53.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 686288 / 10 (Dose = 90.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 6 -> NSC # 686288 / 10 (Dose = 60.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 7 -> NSC # 686288 / 10 (Dose = 40.00) : in Saline + Tween 80 (0.05%) (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for YJR2-2/0/9G

This experiment is within acceptable quality control parameters and is considered valid. The initial median doubling time of control tumors was 2.9 days.

686288
The amino-substituted flavone, NSC 686288, was administered IP or IV, daily for five consecutive days, to mice with SC-implanted A-498 human renal tumor xenografts. In this experiment, antitumor activity was not
seen, regardless of the route of administration. Based on animal weight loss at the high dose compared with controls, it appears that a maximally tolerated dose was achieved with IP treatment but not with IV dosing.

NSC 686288 had demonstrated substantial activity against A-498 in two previous tests in 1997. In experiment YJR2-43-0-9F, the agent was given IP on an intermittent schedule, Q4DX3, beginning 13 days after SC

Response of Advanced Stage SC A498Renal Tumor Xenografts to 686288
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