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Phosphoramidon_1st set

				DOD PROJECT

				Project		Proteases Inhibitors in combinations with CIPRO and DOXY as a Treatment against Anthrax Infection

				IP		S.Popov

				Date		April-May, 2004

				Mice		DBA 2 (Taconic)

				Groups		17 groups (10 mice per group)

				Type of injection		Intraperitoneal

				Volume		200ml

				# mice per cage		5

						SS

						0		1		2		3		4		5		6		7		8		9		10		11		12		13		14

				Group		26-Apr		27-Apr		28-Apr		29-Apr		30-Apr		1-May		2-May		3-May		4-May		5-May		6-May		7-May		8-May		9-May		10-May

				Sterne Strain		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

												Cipro or Doxy

				Day 0				Phospohramidon

		A0		SS+Cipro (50mg/kg)		10		10		10		10		9		8		8		8		7		7		7		7		7		7		7

		B0		SS+Cipro+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		9		9		9		9		9		9		9		9

		C0		SS+Doxy (10mg/kg)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

		D0		SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

														Cipro or Doxy

				Day +1						Phospohramidon

		A1		SS+Cipro (50mg/kg)		10		10		8		8		5		5		5		3		2		2		2		2		2		2		2

		B1		SS+Cipro+Phosphoramidon (200mg/mouse)		10		10		9		9		7		6		6		6		5		4		4		4		4		4		4

		C1		SS+Doxy (10mg/kg)		10		10		10		9		9		9		9		9		9		9		9		9		9		9		9

		D1		SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		9		9		9		9		9		9		9		9		9		9		9		9		9

																Cipro or Doxy

				Day +2								Phospohramidon

		A2		SS+Cipro (50mg/kg)		10		10		7		5		3		3		3		2		1		1		1		1		1		1		1

		B2		SS+Cipro+Phosphoramidon (200mg/mouse)		10		10		8		6		5		5		5		3		3		3		3		3		3		3		3

		C2		SS+Doxy (10mg/kg)		10		10		9		7		5		5		5		5		5		5		5		5		5		5		5

		D2		SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		8		7		6		6		6		6		6		6		6		6		6		6		6

				B. anthacis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Cipro (50mg/kg)		10		10		10		10		9		8		8		8		7		7		7		7		7		7		7

				Cipro, 24h delay		10		10		8		8		5		5		5		3		2		2		2		2		2		2		2

				Cipro , 48 h delay		10		10		7		5		3		3		3		2		1		1		1		1		1		1		1

				B. anthracis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Cipro+Phosphoramidon (10 mg/kg)		10		10		10		10		10		10		10		9		9		9		9		9		9		9		9

				Cipro+Phosphoramidon, 24 h delay		10		10		9		9		7		6		6		6		5		4		4		4		4		4		4

				Cipro+Phosphoramidon, 48 h delay		10		10		8		6		5		5		5		3		3		3		3		3		3		3		3

				B. anthracis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Doxy (10mg/kg)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

				Doxy, 24 h delay		10		10		10		9		9		9		9		9		9		9		9		9		9		9		9

				Doxy, 48 h delay		10		10		9		7		5		5		5		5		5		5		5		5		5		5		5

				B. anthracis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

				SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		9		9		9		9		9		9		9		9		9		9		9		9		9

				SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		8		7		6		6		6		6		6		6		6		6		6		6		6
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				Sterne Strain		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Cipro (50mg/kg)		10		10		10		10		9		8		8		8		7		7		7		7		7		7		7

				Cipro, 24h delay		10		10		8		8		5		5		5		3		2		2		2		2		2		2		2

				Cipro , 48 h delay		10		10		7		5		3		3		3		2		1		1		1		1		1		1		1

				Cipro+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		9		9		9		9		9		9		9		9

				Cipro+Phosphoramidon, 24 h delay		10		10		9		9		7		6		6		6		5		4		4		4		4		4		4

				Cipro+Phosphoramidon, 48 h delay		10		10		8		6		5		5		5		3		3		3		3		3		3		3		3
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		0		0		0		0		0		0		0

		0		0		0		0		0		0		0

		0		0		0		0		0		0		0

		0		0		0		0		0		0		0

		0		0		0		0		0		0		0

		0		0		0		0		0		0		0
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				DOD PROJECT

				Project		Proteases Inhibitors in combination with DOXY as a Treatment against Anthrax Infection

				IP		S.Popov

				Date		May, 2004

				Mice		DBA 2 (Taconic)

				Groups		13 groups (10 mice per group)

				Type of injection		Intraperitoneal

				Volume		200ml

				# mice per cage		5										Cipro

						SS						Protease Inhibitors

						0		1		2		3		4		5		6		7		8		9		10		11		12		13		14

				Group		12-May		13-May		14-May		15-May		16-May		17-May		18-May		19-May		20-May		21-May		22-May		23-May		24-May		25-May		26-May

				Sterne Strain (1x107 spores per mouse)		10		10		7		4		2		0		0		0		0		0		0		0		0		0		0

		A1		SS+Phosphoramidon (10mg/kg)		10		10		9		7		6		5		2		1		0		0		0		0		0		0		0

		A2		SS+Cipro+Phosphoramidon (10mg/kg)		10		10		10		9		7		2		0		0		0		0		0		0		0		0		0

		B1		SS+Aprotinin (10mg/kg)		10		10		10		8		4		2		2		2		2		2		2		2		2		2		2

		B2		SS+Cipro+Aprotinin (10mg/kg)		10		10		10		9		8		6		5		4		4		4		4		4		4		4		4

		C1		SS+Disulfiram (100mg/kg)		10		10		10		7		2		1		0		0		0		0		0		0		0		0		0

		C2		SS+Cipro+Disulfiram (100mg/kg)		10		10		10		10		10		6		3		2		2		1		1		0		0		0		0

		D1		SS+Galardin (25mg/kg)		10		10		9		8		3		2		2		2		1		1		1		1		1		1		1

		D2		SS+Cipro+Galardin (25mg/kg)		10		10		10		10		10		9		9		7		7		7		7		7		7		7		7

		E1		SS+Phenanthroline (30mg/kg)		10		10		10		7		2		1		1		0		0		0		0		0		0		0		0

		E2		SS+Cipro+Phenanthroline (30mg/kg)		10		10		10		10		10		8		8		8		8		8		7		7		7		7		7

		F1		SS+Ebelacton B (5mg/kg)		10		10		10		5		4		3		3		3		3		3		3		3		3		3		3

		F2		SS+Cipro+Ebelacton B (5mg/kg)		10		10		5		5		1		0		0		0		0		0		0		0		0		0		0

				Cipro (50mg/kg)		10		10		9		9		7		6		6		6		4		3		3		2		2		2		2

				Phenanthroline (30mg/kg)		10		10		10		7		2		1		1		0		0		0		0		0		0		0		0

				Cipro+Phenanthroline (30mg/kg)		10		10		10		10		10		8		8		8		8		8		7		7		7		7		7

				Cipro (50mg/kg)		10		10		9		9		7		6		6		6		4		3		3		2		2		2		2

				No treatment		10		10		7		4		2		0		0		0		0		0		0		0		0		0		0
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		DARPA/DOD PROJECT

		Project		Proteases Inhibitors in combination with DOXY or Cipro as a Treatment against Anthrax Infection

		IP		S.Popov

		Date		July-August, 2004

		Mice		DBA 2 (Taconic)

		Groups		20 groups (10 or 20 mice per group)

		Type of injection		Intraperitoneal

		Volume		200ml

		Sterne Strain source		LB4

																		Doxy or Cipro

						SS								Protease Inhibitors

						0		1		2		3		4		5		6		7		8		9		10		11		12		13		14

				Group		12-Jul		13-Jul		14-Jul		15-Jul		16-Jul		17-Jul		18-Jul		19-Jul		20-Jul		21-Jul		22-Jul		23-Jul		24-Jul		25-Jul		26-Jul

				Sterne Strain (1x107 sp./mouse)		10		10		7		4		1		0		0		0		0		0		0		0		0		0		0

		A1		SS+Doxy+Phosphoramidon (10mg/kg)		10		10		8		6		4		3		3		3		3		3		2		2		2		2		2

		A2		SS+Cipro+Phosphoramidon (10mg/kg)		10		10		8		5		2		2		2		2		1		1		1		1		1		1		1

		A3		SS+Phosphoramidon (10mg/kg)		10		10		7		3		1		1		1		1		1		1		1		1		1		1		1

		B1		SS+Doxy+Aprotinin (10mg/kg)		10		10		8		5		5		4		4		4		4		4		4		4		4		4		4

		B2		SS+Cipro+Aprotinin (10mg/kg)		10		10		7		5		5		5		5		5		5		5		5		5		5		5		5

		B3		SS+Aprotinin (10mg/kg)		10		10		7		4		4		2		2		2		2		2		2		2		2		2		2

		C1		SS+Doxy+Disulfiram (100mg/kg)		10		10		7		7		6		6		6		6		6		6		6		6		6		6		6

		C2		SS+Cipro+Disulfiram (100mg/kg)		10		10		7		6		4		2		2		0		0		0		0		0		0		0		0

		C3		SS+Disulfiram (100mg/kg)		10		10		7		3		2		0		0		0		0		0		0		0		0		0		0

		D1		SS+Doxy+Galardin (25mg/kg)		10		10		8		8		7		6		6		6		6		6		6		6		6		6		6

		D2		SS+Cipro+Galardin (25mg/kg)		10		10		7		7		7		4		4		4		4		4		4		4		4		4		4

		D3		SS+Galardin (25mg/kg)		10		10		6		3		1		0		0		0		0		0		0		0		0		0		0

		E1		SS+Doxy+Phenanthroline (30mg/kg)		10		10		6		4		4		4		3		3		3		3		3		3		3		3		3

		E2		SS+Cipro+Phenanthroline (30mg/kg)		10		10		7		6		4		4		3		3		3		3		3		3		3		3		3

		E3		SS+Phenanthroline (30mg/kg)		10		10		8		2		0		0		0		0		0		0		0		0		0		0		0

		F1		SS+Doxy (3 mg/kg)+Ebelacton B (5mg/kg)		10		10		7		4		3		2		2		2		2		2		2		2		2		2		2

		F2		SS+Cipro (3 mg/kg)+Ebelacton B (5mg/kg)		10		10		8		6		5		3		2		2		2		2		2		2		2		2		2

		F3		SS+Ebelacton B (5mg/kg)		10		10		7		3		0		0		0		0		0		0		0		0		0		0		0

		G1		SS+Doxy (10 mg/kg)		10		10		7		5		4		4		4		4		3		3		3		3		3		3		3

		G2		SS+Cipro (50 mg/kg)		10		10		7		6		3		3		2		1		1		1		1		1		1		1		1





		0		0



1 mg per mouse

0.2 mg per mouse

days

Number of mice

Supernatant Titration (DBA/2)

0

0



		0		0



1 mg per mouse

0.2 mg per mouse

days

Number of mice

Supernatant Titration (DBA/2)

0

0



		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0



Sterne Strain (1x107 sp./mouse)

SS+Doxy+Phosphoramidon (10mg/kg)

SS+Cipro+Phosphoramidon (10mg/kg)
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Number of mice

Phosphoramidon

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0



		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0



Sterne Strain (1x107 sp./mouse)

SS+Doxy+Aprotinin (10mg/kg)

SS+Cipro+Aprotinin (10mg/kg)
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Disulfiram (100mg/kg)

SS+Cipro+Disulfiram (100mg/kg)
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SS+Cipro (50 mg/kg)
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Galardin (25mg/kg)

SS+Cipro+Galardin (25mg/kg)

SS+Galardin (25mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)
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Sterne Strain (1x107 sp./mouse)

SS+Doxy (3 mg/kg)+Ebelacton B (5mg/kg)

SS+Cipro (3 mg/kg)+Ebelacton B (5mg/kg)

SS+Aprotinin (10mg/kg)
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SS+Cipro (50 mg/kg)
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Phenanthroline (30mg/kg)

SS+Cipro+Phenanthroline (30mg/kg)

SS+Phenanthroline (30mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)
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SS+Doxy+Disulfiram (100mg/kg)

Sterne Strain (1x107 sp./mouse)

SS+Doxy (10 mg/kg)
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B. anthracis

Cipro (50mg/kg)

Cipro, 24h delay

Cipro , 48 h delay
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				DOD PROJECT

				Project		Proteases Inhibitors in combinations with CIPRO and DOXY as a Treatment against Anthrax Infection

				IP		S.Popov

				Date		April-May, 2004

				Mice		DBA 2 (Taconic)

				Groups		17 groups (10 mice per group)

				Type of injection		Intraperitoneal

				Volume		200ml

				# mice per cage		5

						SS

						0		1		2		3		4		5		6		7		8		9		10		11		12		13		14

				Group		26-Apr		27-Apr		28-Apr		29-Apr		30-Apr		1-May		2-May		3-May		4-May		5-May		6-May		7-May		8-May		9-May		10-May

				Sterne Strain		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

												Cipro or Doxy

				Day 0				Phospohramidon

		A0		SS+Cipro (50mg/kg)		10		10		10		10		9		8		8		8		7		7		7		7		7		7		7

		B0		SS+Cipro+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		9		9		9		9		9		9		9		9

		C0		SS+Doxy (10mg/kg)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

		D0		SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

														Cipro or Doxy

				Day +1						Phospohramidon

		A1		SS+Cipro (50mg/kg)		10		10		8		8		5		5		5		3		2		2		2		2		2		2		2

		B1		SS+Cipro+Phosphoramidon (200mg/mouse)		10		10		9		9		7		6		6		6		5		4		4		4		4		4		4

		C1		SS+Doxy (10mg/kg)		10		10		10		9		9		9		9		9		9		9		9		9		9		9		9

		D1		SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		9		9		9		9		9		9		9		9		9		9		9		9		9

																Cipro or Doxy

				Day +2								Phospohramidon

		A2		SS+Cipro (50mg/kg)		10		10		7		5		3		3		3		2		1		1		1		1		1		1		1

		B2		SS+Cipro+Phosphoramidon (200mg/mouse)		10		10		8		6		5		5		5		3		3		3		3		3		3		3		3

		C2		SS+Doxy (10mg/kg)		10		10		9		7		5		5		5		5		5		5		5		5		5		5		5

		D2		SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		8		7		6		6		6		6		6		6		6		6		6		6		6

				B. anthracis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Cipro (50mg/kg)		10		10		10		10		9		8		8		8		7		7		7		7		7		7		7

				Cipro, 24h delay		10		10		8		8		5		5		5		3		2		2		2		2		2		2		2

				Cipro , 48 h delay		10		10		7		5		3		3		3		2		1		1		1		1		1		1		1

				B. anthracis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Cipro+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		9		9		9		9		9		9		9		9

				Cipro+Phosphoramidon, 24 h delay		10		10		9		9		7		6		6		6		5		4		4		4		4		4		4

				Cipro+Phosphoramidon, 48 h delay		10		10		8		6		5		5		5		3		3		3		3		3		3		3		3

				B. anthracis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Doxy (10mg/kg)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

				Doxy, 24 h delay		10		10		10		9		9		9		9		9		9		9		9		9		9		9		9

				Doxy, 48 h delay		10		10		9		7		5		5		5		5		5		5		5		5		5		5		5

				B. anthracis		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

				SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		9		9		9		9		9		9		9		9		9		9		9		9		9

				SS+Doxy+Phosphoramidon (200mg/mouse)		10		10		8		7		6		6		6		6		6		6		6		6		6		6		6





Phosphoramidon_1st set

		0		0



1 mg per mouse

0.2 mg per mouse

days

Number of mice

Supernatant Titration (DBA/2)

0

0



My graphs phospho

		0		0		0		0		0

		1		1		1		1		1

		2		2		2		2		2

		3		3		3		3		3

		4		4		4		4		4

		5		5		5		5		5

		6		6		6		6		6

		7		7		7		7		7

		8		8		8		8		8

		9		9		9		9		9

		10		10		10		10		10

		11		11		11		11		11

		12		12		12		12		12

		13		13		13		13		13

		14		14		14		14		14



SS+Cipro (50mg/kg)

SS+Cipro+Phosphoramidon (200mg/mouse)

SS+Doxy (10mg/kg)

SS+Doxy+Phosphoramidon (200mg/mouse)

Sterne Strain

Days

Number of mice

Day 0 Treatment

10

10

10

10

10

10

10

10

10

10

10

10

10

10

7

10

10

10

10

4

9

10

10

10

2

8

10

10

10

1

8

10

10

10

0

8

9

10

10

0

7

9

10

10

0

7

9

10

10

0

7

9

10

10

0

7

9

10

10

0

7

9

10

10

0

7

9

10

10

0

7

9

10

10

0



Inhibitors_Cipro

		0		0		0		0		0

		1		1		1		1		1

		2		2		2		2		2

		3		3		3		3		3

		4		4		4		4		4

		5		5		5		5		5

		6		6		6		6		6

		7		7		7		7		7

		8		8		8		8		8

		9		9		9		9		9

		10		10		10		10		10

		11		11		11		11		11

		12		12		12		12		12

		13		13		13		13		13

		14		14		14		14		14



SS+Cipro (50mg/kg)

SS+Cipro+Phosphoramidon (200mg/mouse)

SS+Doxy (10mg/kg)

SS+Doxy+Phosphoramidon (200mg/mouse)

Sterne Strain

Days

Number of mice

Day 1 Treatment

10

10

10

10

10

10

10

10

10

10

8

9

10

9

7

8

9

9

9

4

5

7

9

9

2

5

6

9

9

1

5

6

9

9

0

3

6

9

9

0

2

5

9

9

0

2

4

9

9

0

2

4

9

9

0

2

4

9

9

0

2

4

9

9

0

2

4

9

9

0

2

4

9

9

0



Sheet1

		0		0		0		0		0

		1		1		1		1		1

		2		2		2		2		2

		3		3		3		3		3

		4		4		4		4		4

		5		5		5		5		5

		6		6		6		6		6

		7		7		7		7		7

		8		8		8		8		8

		9		9		9		9		9

		10		10		10		10		10

		11		11		11		11		11

		12		12		12		12		12

		13		13		13		13		13

		14		14		14		14		14



SS+Cipro (50mg/kg)

SS+Cipro+Phosphoramidon (200mg/mouse)

SS+Doxy (10mg/kg)

SS+Doxy+Phosphoramidon (200mg/mouse)

Sterne Strain

Days

Number of mice

Day 2 Treatment

10

10

10

10

10

10

10

10

10

10

7

8

9

8

7

5

6

7

7

4

3

5

5

6

2

3

5

5

6

1

3

5

5

6

0

2

3

5

6

0

1

3

5

6

0

1

3

5

6

0

1

3

5

6

0

1

3

5

6

0

1

3

5

6

0

1

3

5

6

0

1

3

5

6

0
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Sterne Strain

Cipro+Phosphoramidon (200mg/mouse)

Cipro+Phosphoramidon, 24 h delay

Cipro+Phosphoramidon, 48 h delay

Time post challenge (days)

% survival

Cipro and phosphoramidon



		

				Sterne Strain		10		10		7		4		2		1		0		0		0		0		0		0		0		0		0

				Cipro (50mg/kg)		10		10		10		10		9		8		8		8		7		7		7		7		7		7		7

				Cipro, 24h delay		10		10		8		8		5		5		5		3		2		2		2		2		2		2		2

				Cipro , 48 h delay		10		10		7		5		3		3		3		2		1		1		1		1		1		1		1

				Cipro+Phosphoramidon (200mg/mouse)		10		10		10		10		10		10		10		9		9		9		9		9		9		9		9

				Cipro+Phosphoramidon, 24 h delay		10		10		9		9		7		6		6		6		5		4		4		4		4		4		4

				Cipro+Phosphoramidon, 48 h delay		10		10		8		6		5		5		5		3		3		3		3		3		3		3		3
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Sterne Strain

Cipro (50mg/kg)

Cipro, 24h delay

Cipro , 48 h delay

Cipro+Phosphoramidon (200mg/mouse)

Cipro+Phosphoramidon, 24 h delay

Cipro+Phosphoramidon, 48 h delay



				DOD PROJECT

				Project		Proteases Inhibitors in combination with DOXY as a Treatment against Anthrax Infection

				IP		S.Popov

				Date		May, 2004

				Mice		DBA 2 (Taconic)

				Groups		13 groups (10 mice per group)

				Type of injection		Intraperitoneal

				Volume		200ml

				# mice per cage		5										Cipro

						SS						Protease Inhibitors

						0		1		2		3		4		5		6		7		8		9		10		11		12		13		14

				Group		12-May		13-May		14-May		15-May		16-May		17-May		18-May		19-May		20-May		21-May		22-May		23-May		24-May		25-May		26-May

				Sterne Strain (1x107 spores per mouse)		10		10		7		4		2		0		0		0		0		0		0		0		0		0		0

		A1		SS+Phosphoramidon (10mg/kg)		10		10		9		7		6		5		2		1		0		0		0		0		0		0		0

		A2		SS+Cipro+Phosphoramidon (10mg/kg)		10		10		10		9		7		2		0		0		0		0		0		0		0		0		0

		B1		SS+Aprotinin (10mg/kg)		10		10		10		8		4		2		2		2		2		2		2		2		2		2		2

		B2		SS+Cipro+Aprotinin (10mg/kg)		10		10		10		9		8		6		5		4		4		4		4		4		4		4		4

		C1		SS+Disulfiram (100mg/kg)		10		10		10		7		2		1		0		0		0		0		0		0		0		0		0

		C2		SS+Cipro+Disulfiram (100mg/kg)		10		10		10		10		10		6		3		2		2		1		1		0		0		0		0

		D1		SS+Galardin (25mg/kg)		10		10		9		8		3		2		2		2		1		1		1		1		1		1		1

		D2		SS+Cipro+Galardin (25mg/kg)		10		10		10		10		10		9		9		7		7		7		7		7		7		7		7

		E1		SS+Phenanthroline (30mg/kg)		10		10		10		7		2		1		1		0		0		0		0		0		0		0		0

		E2		SS+Cipro+Phenanthroline (30mg/kg)		10		10		10		10		10		8		8		8		8		8		7		7		7		7		7

		F1		SS+Ebelacton B (5mg/kg)		10		10		10		5		4		3		3		3		3		3		3		3		3		3		3

		F2		SS+Cipro+Ebelacton B (5mg/kg)		10		10		5		5		1		0		0		0		0		0		0		0		0		0		0

				Cipro (50mg/kg)		10		10		9		9		7		6		6		6		4		3		3		2		2		2		2

				Phenanthroline (30mg/kg)		10		10		10		7		2		1		1		0		0		0		0		0		0		0		0

				Cipro+Phenanthroline (30mg/kg)		10		10		10		10		10		8		8		8		8		8		7		7		7		7		7

				Cipro (50mg/kg)		10		10		9		9		7		6		6		6		4		3		3		2		2		2		2

				No treatment		10		10		7		4		2		0		0		0		0		0		0		0		0		0		0
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SS+Cipro+Ebelacton B (5mg/kg)

Days after infection
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Phenanthroline (30mg/kg)

Cipro+Phenanthroline (30mg/kg)

Cipro (50mg/kg)

No treatment

time post challenge (days)

% survival
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		DARPA/DOD PROJECT

		Project		Proteases Inhibitors in combination with DOXY or Cipro as a Treatment against Anthrax Infection

		IP		S.Popov

		Date		July-August, 2004

		Mice		DBA 2 (Taconic)

		Groups		20 groups (10 or 20 mice per group)

		Type of injection		Intraperitoneal

		Volume		200ml

		Sterne Strain source		LB4

																		Doxy or Cipro

						SS								Protease Inhibitors

						0		1		2		3		4		5		6		7		8		9		10		11		12		13		14

				Group		12-Jul		13-Jul		14-Jul		15-Jul		16-Jul		17-Jul		18-Jul		19-Jul		20-Jul		21-Jul		22-Jul		23-Jul		24-Jul		25-Jul		26-Jul

				Sterne Strain (1x107 sp./mouse)		10		10		7		4		1		0		0		0		0		0		0		0		0		0		0

		A1		SS+Doxy+Phosphoramidon (10mg/kg)		10		10		8		6		4		3		3		3		3		3		2		2		2		2		2

		A2		SS+Cipro+Phosphoramidon (10mg/kg)		10		10		8		5		2		2		2		2		1		1		1		1		1		1		1

		A3		SS+Phosphoramidon (10mg/kg)		10		10		7		3		1		1		1		1		1		1		1		1		1		1		1

		B1		SS+Doxy+Aprotinin (10mg/kg)		10		10		8		5		5		4		4		4		4		4		4		4		4		4		4

		B2		SS+Cipro+Aprotinin (10mg/kg)		10		10		7		5		5		5		5		5		5		5		5		5		5		5		5

		B3		SS+Aprotinin (10mg/kg)		10		10		7		4		4		2		2		2		2		2		2		2		2		2		2

		C1		SS+Doxy+Disulfiram (100mg/kg)		10		10		7		7		6		6		6		6		6		6		6		6		6		6		6

		C2		SS+Cipro+Disulfiram (100mg/kg)		10		10		7		6		4		2		2		0		0		0		0		0		0		0		0

		C3		SS+Disulfiram (100mg/kg)		10		10		7		3		2		0		0		0		0		0		0		0		0		0		0

		D1		SS+Doxy+Galardin (25mg/kg)		10		10		8		8		7		6		6		6		6		6		6		6		6		6		6

		D2		SS+Cipro+Galardin (25mg/kg)		10		10		7		7		7		4		4		4		4		4		4		4		4		4		4

		D3		SS+Galardin (25mg/kg)		10		10		6		3		1		0		0		0		0		0		0		0		0		0		0

		E1		SS+Doxy+Phenanthroline (30mg/kg)		10		10		6		4		4		4		3		3		3		3		3		3		3		3		3

		E2		SS+Cipro+Phenanthroline (30mg/kg)		10		10		7		6		4		4		3		3		3		3		3		3		3		3		3

		E3		SS+Phenanthroline (30mg/kg)		10		10		8		2		0		0		0		0		0		0		0		0		0		0		0

		F1		SS+Doxy (3 mg/kg)+Ebelacton B (5mg/kg)		10		10		7		4		3		2		2		2		2		2		2		2		2		2		2

		F2		SS+Cipro (3 mg/kg)+Ebelacton B (5mg/kg)		10		10		8		6		5		3		2		2		2		2		2		2		2		2		2

		F3		SS+Ebelacton B (5mg/kg)		10		10		7		3		0		0		0		0		0		0		0		0		0		0		0

		G1		SS+Doxy (10 mg/kg)		10		10		7		5		4		4		4		4		3		3		3		3		3		3		3

		G2		SS+Cipro (50 mg/kg)		10		10		7		6		3		3		2		1		1		1		1		1		1		1		1





		0		0



1 mg per mouse

0.2 mg per mouse

days

Number of mice

Supernatant Titration (DBA/2)

0
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1 mg per mouse

0.2 mg per mouse
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Number of mice

Supernatant Titration (DBA/2)
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Phosphoramidon (10mg/kg)

SS+Cipro+Phosphoramidon (10mg/kg)

SS+Phosphoramidon (10mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)

Days after infection

Number of mice

Phosphoramidon
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Aprotinin (10mg/kg)

SS+Cipro+Aprotinin (10mg/kg)

SS+Aprotinin (10mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)

Days after infection

Number of mice

Aprotinin
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Disulfiram (100mg/kg)

SS+Cipro+Disulfiram (100mg/kg)

SS+Disulfiram (100mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)

Days after infection

Number of mice

Disulfiram
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Galardin (25mg/kg)

SS+Cipro+Galardin (25mg/kg)

SS+Galardin (25mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)

Days after infection

Number of mice

Galardin

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0



		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0

		0		0		0		0		0		0



Sterne Strain (1x107 sp./mouse)

SS+Doxy (3 mg/kg)+Ebelacton B (5mg/kg)

SS+Cipro (3 mg/kg)+Ebelacton B (5mg/kg)

SS+Aprotinin (10mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)

Days after infection

Number of mice

Ebelactone B
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Sterne Strain (1x107 sp./mouse)

SS+Doxy+Phenanthroline (30mg/kg)

SS+Cipro+Phenanthroline (30mg/kg)

SS+Phenanthroline (30mg/kg)

SS+Doxy (10 mg/kg)

SS+Cipro (50 mg/kg)

Days after infection

Number of mice
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SS+Doxy+Disulfiram (100mg/kg)

Sterne Strain (1x107 sp./mouse)

SS+Doxy (10 mg/kg)
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