
TREATMENT
REGRESSION

Grp NSC Dose/Units Rt. Schedule
No. of
Mice

Drug
Deaths

Max % rel
Mean Net Wt
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Part
No.
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No.

Tumor
Free on
Day (52)
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%

T/C (day)

Median
Tumor Wt

Day 7

MEDIAN
days to

3 DOUB

Growth
Delay %
T-C/C

Net log
Cell Kill

1 CONTROL 0.00 mg/kg/dose IV Q4Dx3, Day 7 20 0 3.8(21) 0 0 0 126.0 9.6

2 707389 3.00 mg/kg/dose IV Q4Dx3, Day 7 5 0 25.7(14) 0 0 5 -100(17) 100.0 UE

3 707389 1.50 mg/kg/dose IV Q4Dx3, Day 7 5 0 3.7(14) 0 0 5 -100(17) 126.0 UE

4 707389 0.75 mg/kg/dose IV Q4Dx3, Day 7 5 0 no wt loss 0 1 4 -100(17) 88.0 26.5 176 0.90

5 707389 0.38 mg/kg/dose IV Q4Dx3, Day 7 5 0 1.1(14) 0 0 1 17(17) 125.0 14.5 51 -0.30

VEHICLES

Grp 1 -> CONTROL : 10% EtOH + distilled H2O Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 707389 / 0 (Dose = 3.00) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 707389 / 0 (Dose = 1.50) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 707389 / 0 (Dose = 0.75) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 707389 / 0 (Dose = 0.38) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for JCR2-7/0/9G

This experiment is within acceptable quality control parameters and is considered valid. Two of 20 control tumors failed to grow adequately. Tumor growth failures among controls should be considered when
evaluating treatment efficacy.

707389
This agent showed marked tumor inhibitory activity in this test. Fourteen of 15 mice treated with the three higher doses were tumor free on the last experimental day. Despite the 10% tumor "no-take" rate among
controls, the test agent is regarded as highly effective in this test. The weight loss of the mice at the high dose indicates that a maximally tolerated dose was achieved.

Response of Advanced Stage SC NCI-H522Non-Small Cell Lung Tumor Xenografts to 707389

Report printed on 08-Mar-2007

EXPERIMENT: JCR2-7 / 0 / 9G TUMOR: NCI-H522 HOST: Athymic Nudes IMPLANT DATE: 18-OCT-1999
MEMO NO: SOURCE/LINE: 03A03F31T6 SOURCE: TAC STAGING DATE: 25-OCT-1999
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 09-DEC-1999



TREATMENT

Grp NSC Dose/Units Rt. Schedule
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Net Log
Cell Kill

1 CONTROL 0.00 mg/kg/dose IV Q4D X 3, Day 7 13 0 0 no wt loss 0 15.1

2 707389 1.50 mg/kg/dose IV Q4D X 3, Day 7 7 0 0 no wt loss 0 7(18) 25.9 72 0.40

3 707389 0.75 mg/kg/dose IV Q4D X 3, Day 7 7 0 0 no wt loss 0 17(18) 22.1 46 -0.20

4 707389 0.38 mg/kg/dose IV Q4D X 3, Day 7 7 0 0 no wt loss 0 24(18) 21.2 40 -0.30

5 707389 0.19 mg/kg/dose IV Q4D X 3, Day 7 7 0 0 no wt loss 0 37(18) 18.6 23 -0.70

6 707389 0.09 mg/kg/dose IV Q4D X 3, Day 7 7 0 0 no wt loss 0 81(18) 15.7 4 -1.20

7 707389 0.05 mg/kg/dose IV Q4D X 3, Day 7 7 0 0 no wt loss 0 130(18) 13.9 -8 -1.50

8 707389 0.02 mg/kg/dose IV Q4D X 3, Day 7 7 0 0 no wt loss 0 104(18) 14.4 -5 -1.40

VEHICLES

Grp 1 -> CONTROL : 2% EtOH in saline Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 707389 / 7 (Dose = 1.50) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 707389 / 7 (Dose = 0.75) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 707389 / 7 (Dose = 0.38) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 707389 / 7 (Dose = 0.19) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 6 -> NSC # 707389 / 7 (Dose = 0.09) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 7 -> NSC # 707389 / 7 (Dose = 0.05) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 8 -> NSC # 707389 / 7 (Dose = 0.02) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for LOR2-17/0/8B

This experiment is within acceptable quality control parameters and is considered valid. The initial median doubling time of control tumors was 1.9 days. The median tumor weights of control and treated groups on the
first treatment day ranged from 113 to 138 mg.

Response of Early Stage SC LOX IMVIMelanoma Xenografts to 707389

Report printed on 08-Mar-2007

EXPERIMENT: LOR2-17 / 0 / 8B TUMOR: LOX IMVI HOST: Athymic Nudes IMPLANT DATE: 26-JAN-2006
MEMO NO: SOURCE/LINE: 01/A/02 SOURCE: APA STAGING DATE: 02-FEB-2006
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 25-FEB-2006



TREATMENT

Grp NSC Dose/Units Rt. Schedule
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1 CONTROL 0.00 mg/kg/dose IV Q4D X 3days, Day 20 13 0 0 () 0 35.7

2 707389 1.50 mg/kg/dose IV Q4D X 3days, Day 20 7 0 0 () 0 12(36) > 77.0 116 0.80

3 707389 0.75 mg/kg/dose IV Q4D X 3days, Day 20 7 0 0 () 0 11(40) 72.0 102 0.70

4 707389 0.38 mg/kg/dose IV Q4D X 3days, Day 20 7 0 0 () 0 22(36) 61.9 73 0.50

5 707389 0.19 mg/kg/dose IV Q4D X 3days, Day 20 7 0 0 () 0 65(56) 42.9 20 0.00

6 707389 0.09 mg/kg/dose IV Q4D X 3days, Day 20 7 0 0 () 0 64(31) 41.8 17 0.00

7 707389 0.05 mg/kg/dose IV Q4D X 3days, Day 20 7 0 0 () 0 85(77) 37.5 5 -0.20

8 707389 0.02 mg/kg/dose IV Q4D X 3days, Day 20 7 0 0 () 0 104(72) 32.8 -8 -0.30

VEHICLES

Grp 1 -> CONTROL : 2% EtOH in saline Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 707389 / 6 (Dose = 1.50) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 707389 / 6 (Dose = 0.75) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 707389 / 6 (Dose = 0.38) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 707389 / 6 (Dose = 0.19) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 6 -> NSC # 707389 / 6 (Dose = 0.09) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 7 -> NSC # 707389 / 6 (Dose = 0.05) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 8 -> NSC # 707389 / 6 (Dose = 0.02) : in 2% EtOH in saline (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for MKR2-25/0/8B

This experiment is within acceptable quality control parameters and is considered valid. The initial median doubling time of control tumors was 12.1 days. The median tumor weights of control and treated groups on
the first treatment day ranged from 102 to 122 mg.

Response of Early Stage SC MDA-MB-435Breast Tumor Xenografts to 707389

Report printed on 08-Mar-2007

EXPERIMENT: MKR2-25 / 0 / 8B TUMOR: MDA-MB-435 HOST: Athymic Nudes IMPLANT DATE: 26-JAN-2006
MEMO NO: SOURCE/LINE: 01/A/02 SOURCE: APA STAGING DATE: 16-FEB-2006
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 14-APR-2006



TREATMENT
REGRESSION
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1 CONTROL 0.00 mg/kg/dose IV Q4Dx3, Day 14 20 0 no wt loss 0 0 0 126.0 34.1

2 707389 3.00 mg/kg/dose IV Q4Dx3, Day 14 5 0 14.3(22) 0 5 0 -100(26) 113.0 75.7 122 0.70

3 707389 1.50 mg/kg/dose IV Q4Dx3, Day 14 5 0 1.5(19) 0 5 0 -100(26) 108.0 60.9 79 0.40

4 707389 0.75 mg/kg/dose IV Q4Dx3, Day 14 5 0 no wt loss 0 4 0 -100(26) 113.0 59.0 73 0.40

5 707389 0.38 mg/kg/dose IV Q4Dx3, Day 14 5 0 no wt loss 0 0 0 0(26) 126.0 49.9 46 0.20

VEHICLES

Grp 1 -> CONTROL : 10% EtOH + distilled H2O Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 707389 / 0 (Dose = 3.00) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 707389 / 0 (Dose = 1.50) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 707389 / 0 (Dose = 0.75) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 707389 / 0 (Dose = 0.38) : in 10% EtOH + distilled H2O (Soluble - no visible particles) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for MKR2-4/0/9G

This experiment is within acceptable quality control parameters and is considered valid. The initial median doubling time of control tumors was 14 days.

707389
As tested in this experiment, NSC 707389 was markedly effective in causing regressions of advanced MDA-MB-435 human breast tumor xenografts. The material was given IV every fourth day for a total of 3
injections beginning 14 days after SC tumor implantation. All mice had small but measurable local tumors on the day of treatment initiation and the tumors completely regressed in all mice receiving doses of 3.00
(Group 2) or 1.50 (Group 3) mg/kg/injection by day 22. All of these mice remained tumor free through day 50 (Group 2) and day 43 (Group 3). The lower dose of 0.75 mg/kg/injection (Group 4) produced 4 complete
regressions among 5 mice. The lowest dose (Group 5) did not result in complete regressions but did inhibit tumor growth (optimal T/C = 0). Over the entire range of dosages used, NSC 707389 treatment resulted in a
net log tumor cell kill and a dose related delay in tumor regrowth. The weight loss of the mice at the high dose indicates that a maximally tolerated dose for this treatment regimen was achieved.

Response of Advanced Stage SC MDA-MB-435Breast Tumor Xenografts to 707389

Report printed on 08-Mar-2007

EXPERIMENT: MKR2-4 / 0 / 9G TUMOR: MDA-MB-435 HOST: Athymic Nudes IMPLANT DATE: 21-JUL-1999
MEMO NO: SOURCE/LINE: CELL CULT SOURCE: CRR STAGING DATE: 04-AUG-1999
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 26-OCT-1999




