
TREATMENT

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

No. of
Notakes/
Spon Reg

Drug
Deaths

Max % Rel
Mean Net Wt

Loss (day)

Tumor
Free on
Day (41)

Opt
%

T/C (day)

MEDIAN
days to

250 MGMS

Growth
Delay %
T-C/C

Net Log
Cell Kill

1 CONTROL 19 4 0 () 0 20.9

2 320846 600.00 mg/kg/dose PO Q6H X 2, Day 2 (9) 10 0 10 () 0 TOXIC

3 320846 360.00 mg/kg/dose PO Q6H X 2, Day 2 (9) 10 0 9 () 0 TOXIC 16.0 -23

4 320846 216.00 mg/kg/dose PO Q6H X 2, Day 2 (9) 10 0 1 () 0 UE 18.9 -10

5 320846 130.00 mg/kg/dose PO Q6H X 2, Day 2 (9) 10 1 0 () 0 UE 26.9 29

VEHICLES

Grp 1 -> CONTROL : Inj. Vol.:

Grp 2 -> NSC # 320846 / 13 (Dose = 600.00) : in Other (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 320846 / 13 (Dose = 360.00) : in Other (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 320846 / 13 (Dose = 216.00) : in Other (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Grp 5 -> NSC # 320846 / 13 (Dose = 130.00) : in Other (Smooth suspension - homogeneous) Inj. Vol.: 0.1 ml/10gm body wt

Response of Early Stage SC Colon 38Murine Colon Adenocarcinoma to 320846

Report printed on 07-Mar-2007
The following NSCs have not yet been approved by the Project Officer -- S320846

The data used to perform these calculations may be incomplete or inaccurate

EXPERIMENT: C872-2 / 0 / 9G TUMOR: Colon 38 HOST: B6C3F1 Mice IMPLANT DATE: 15-FEB-1989
MEMO NO: SOURCE/LINE: CO1/3/686 SOURCE: APA STAGING DATE: 17-FEB-1989
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 28-MAR-1989



TREATMENT

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

No. of
Notakes/
Spon Reg

Drug
Deaths

Max % Rel
Mean Net Wt

Loss (day)

Tumor
Free on
Day (22)

Opt
%

T/C (day)

MEDIAN
days to

1100 MGMS

Growth
Delay %
T-C/C

Net Log
Cell Kill

1 CONTROL 0.00 mg/kg/dose IP Q4D X 3days, Day 7 20 0 0 no wt loss 0 14.4

2 320846 400.00 mg/kg/dose IP Q4D X 3days, Day 7 10 0 0 11.0(19) 0 82(19) 15.1 5 -0.70

3 320846 200.00 mg/kg/dose IP Q4D X 3days, Day 7 10 0 0 12.7(19) 0 86(19) 15.0 4 -0.70

4 320846 100.00 mg/kg/dose IP Q4D X 3days, Day 7 10 0 0 no wt loss 0 73(19) 17.0 18 -0.50

VEHICLES

Grp 1 -> CONTROL : Other Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 320846 / 15 (Dose = 400.00) : in Other (Unknown) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 320846 / 15 (Dose = 200.00) : in Other (Unknown) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 320846 / 15 (Dose = 100.00) : in Other (Unknown) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for C8R2-1/0/8B

COMMENTS for C8R2-1

A fragment of the colon 38 mouse tumor was implanted sc into C57/BL6 female mice. Treatment commenced day 7 post tumor implant,when the tumor volume was approximately 200 mg. This was a valid
experiment.

NSC 320846

NSC 320846 was administered ip q4dx3 at doses of 400, 200, and 100 mg/kg/injection in 2% ethanol/1% tween 80/97% water for injection. The physical state of the injection, e.g. solution, suspension, etc., was not
reported. The dose of 400 mg/kg/injection was not the maximum tolerated dose, in this regimen, as indicated by either early lethality or animal body weight loss. None of the doses demonstrated efficacy in this tumor
model. There was no delay in tumor growth at any of the doses.

NSC 611001

NSC 611001 was administered ip q4dx3 at doses of 30, 20, 13.4 mg/kg/injection in 2% ethanol/1% tween 80/97% water for injection. The physical state of the injection, e.g. solution, suspension, etc., was not reported.
The dose of 30 mg/kg/injection was not the maximum tolerated dose, in this regimen, as indicated by either early lethality or animal body weight loss. None of the doses demonstrated efficacy in this tumor model.
There was no delay in tumor growth at any of the doses.

CONCLUSION

Response of Early Stage SC Colon 38Murine Colon Adenocarcinoma to 320846

Report printed on 07-Mar-2007

EXPERIMENT: C8R2-1 / 0 / 8B TUMOR: Colon 38 HOST: C57BL/6 Mice IMPLANT DATE: 11-MAY-2006
MEMO NO: SOURCE/LINE: 01/A/02 SOURCE: APA STAGING DATE: 18-MAY-2006
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 02-JUN-2006



TREATMENT

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

No. of
Notakes/
Spon Reg

Drug
Deaths

Max % Rel
Mean Net Wt

Loss (day)

Tumor
Free on

Day (128)

Opt
%

T/C (day)

MEDIAN
days to

250 MGMS

Growth
Delay %
T-C/C

Net Log
Cell Kill

1 CONTROL 0.00 mg/kg/dose IP Q4D X 6, Day 12 18 0 0 no wt loss 0 114.1

2 320846 400.00 mg/kg/dose IP Q4D X 6, Day 12 9 0 8 16.9(19) 0 TOXIC UE

3 320846 200.00 mg/kg/dose IP Q4D X 6, Day 12 9 0 5 14.2(34) 0 TOXIC 20.4 -82 -0.40

4 320846 100.00 mg/kg/dose IP Q4D X 6, Day 12 9 0 0 8.4(34) 0 126(34) 91.3 -20 -0.10

VEHICLES

Grp 1 -> CONTROL : Other Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 320846 / 15 (Dose = 400.00) : in Other (Barely acceptable suspension - settles rapidly) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 320846 / 15 (Dose = 200.00) : in Other (Barely acceptable suspension - settles rapidly) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 320846 / 15 (Dose = 100.00) : in Other (Barely acceptable suspension - settles rapidly) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for CJR2-4/0/8B

This experiment is within acceptable quality control parameters and is considered valid.

The initial median doubling time of control tumors was 88.8 days. The median tumor weights of control and treated groups on the first treatment day ranged from 75 to 109 mg.
This experiment was designed to assess the effectiveness of treatment against tumors, which have been transfected by introduction of the firefly luciferase gene into the tumor cells. Introduction of the luciferase gene
into the tumor cells provides a bioluminescent marker that can be measured when luciferin is administered to the host animal.

Two methods of quantifying tumor growth were used, tumor size, as expressed in this summary (CJR2-4-0-8B), and tumor cell proliferation based on concomitant measurements of bioluminescence during treatment
and after resection of the primary tumor. The bioluminescence results are described in a companion summary (CJR2-4-L-8B).

HT-29-luc-D6 luciferase transfected human colon tumor cells were implanted SC.

NSC 320846 or NSC 611001 were prepared in 2% ethanol/1% Tween 80 in sterile water and administered IP every fourth day beginning on day 12 for a total of six injections. Thus, the mice were treated on days 12,
16, 20., 24, 28, and 32. On day 37, the tumors were removed, and the mice were observed for tumor growth through day 112.

320846
The high dose and mid-dose were toxic (Groups 2 and 3). Caliper measurements indicated that the low dose did not inhibit growth of the initial tumor implant. Following tumor removal, there was little or no tumor
growth among control or treated mice. Tumors regrew in three of 18 controls (Group 1) and one of nine mice receiving 100 mg/kg/dose (Group 4). These results are consistent with imaging observations. The latter
are summarized in the companion summary, CJR2-4-L-8B.

Response of Early Stage SC HT-29-luc-D6Colon Tumor Xenografts to 320846

Report printed on 07-Mar-2007

EXPERIMENT: CJR2-4 / 0 / 8B TUMOR: HT-29-luc-D6 HOST: Athymic Nudes IMPLANT DATE: 26-OCT-2005
MEMO NO: SOURCE/LINE: 01/A/01 SOURCE: APA STAGING DATE: 08-NOV-2005
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 02-MAR-2006



TREATMENT

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

No. of
Notakes/
Spon Reg

Drug
Deaths

Max % Rel
Mean Net Wt

Loss (day)

Tumor
Free on

Day (128)

Opt
%

T/C (day)

MEDIAN
days to

1 DOUB

Growth
Delay %
T-C/C

Net Log
Cell Kill

1 CONTROL 0.00 mg/kg/dose IP Q4D X 6, Day 12 18 0 0 no wt loss 0 37.2

2 320846 400.00 mg/kg/dose IP Q4D X 6, Day 12 9 0 8 16.9(19) 0 TOXIC UE

3 320846 200.00 mg/kg/dose IP Q4D X 6, Day 12 9 0 5 14.2(34) 0 TOXIC 22.3 -40

4 320846 100.00 mg/kg/dose IP Q4D X 6, Day 12 9 0 0 7.9(34) 0 UE UE

VEHICLES

Grp 1 -> CONTROL : Other Inj. Vol.: 0.1 ml/10gm body wt

Grp 2 -> NSC # 320846 / 15 (Dose = 400.00) : in Other (Barely acceptable suspension - settles rapidly) Inj. Vol.: 0.1 ml/10gm body wt

Grp 3 -> NSC # 320846 / 15 (Dose = 200.00) : in Other (Barely acceptable suspension - settles rapidly) Inj. Vol.: 0.1 ml/10gm body wt

Grp 4 -> NSC # 320846 / 15 (Dose = 100.00) : in Other (Barely acceptable suspension - settles rapidly) Inj. Vol.: 0.1 ml/10gm body wt

COMMENTS for CJR2-4/L/8B

This experiment is within acceptable quality control parameters and is considered valid.

This experiment was designed to assess the effectiveness of treatment against tumors, which have been transfected by introduction of the firefly luciferase gene into the tumor cells. Introduction of the luciferase gene
into the tumor cells provides a bioluminescent marker that can be measured when luciferin is administered to the host animal.

Two methods of quantifying tumor growth were used, tumor cell proliferation based on measurements of bioluminescence during treatment and after resection of the primary tumor. These imaging results are shown in
the table below. Concomitantly, tumor growth was determined by caliper measurements of the local tumor before and after resection. The latter results are shown in a companion summary, CJR2-4-0-8B.

HT-29-luc-D6 luciferase transfected human colon tumor cells were implanted SC.

NSC 320846 or NSC 611001 were prepared in 2% ethanol/1% Tween 80 in sterile water and administered IP every fourth day beginning on day 12 for a total of six injections. Thus, the mice were treated on days 12,
16, 20., 24, 28, and 32. Bioluminescent imaging was performed on days 13, 19, 27 and 34 prior to tumor removal. On day 37, the tumors were removed, and imaging was continued periodically through day 112. In
the table below percent treated/control was actually calculated as a delta T/ delta C, i.e., the change in photons/second from the first to the last imaging day before tumor removal.

RESULTS OF IMAGING MEASUREMENTS

Photons/Second, Log (6)

Day 13 Day 34 Day 34 - Day13 T/C(%)

Response of Early Stage SC HT-29-luc-D6Colon Tumor Xenografts to 320846
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EXPERIMENT: CJR2-4 / L / 8B TUMOR: HT-29-luc-D6 HOST: Athymic Nudes IMPLANT DATE: 26-OCT-2005
MEMO NO: SOURCE/LINE: 01/A/01 SOURCE: APA STAGING DATE: 08-NOV-2005
BOOK NO: IMPLANT SITE: SC SEX: F EVALUATION DATE: 02-MAR-2006




