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WHAT IS CLAIMED IS• 

1. A method of treating a solid tumor in a subject in need thereof, the 

m- 	od comprising administering to the subject a therapeutically effective amount of a 

non- ..licating adenovirus vector, wherein said vector comprises a polynucleotide 

which c., 	prises a fas-chimera transgene transcriptionally linked to a murine pre- 

proendothe 	promoter, wherein said therapeutically effective amount is at least 1X108  

virus particles. 

2. The in, hod of claim 1, wherein said therapeutically effective amount is 

at least about 1X109  to ail out 1X1016  virus particles. 

3. The method of c . m 1, wherein said therapeutically effective amount is 

at least about 1X1011  to about 1X 1
13   virus particles. 

4. The method of claim 1, wh. em said therapeutically effective amount is 

at least about 3X1012  virus particles. 

5. The method of claim 1, wherein said q erapeutically effective amount is 

at least about 1X1013  virus particles. 

6. The method of claim 1, wherein said fas-chimer. transgene comprises a 

polynucleotide having a nucleotide sequence as set faith in SEQ 	P 	0: 2. 

7. The method of claim 1, wherein said fas-chimera transgen,  comprises a 

polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 3. 
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8. The method of claim 1, wherein said fas-chimera transgene comprises a 

polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 4. 

9. The method of claim 1, wherein said murine pre-pro endothelin promoter 

compn 	s a polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 6. 

10. ' he method of claim 1, wherein said murine pre-pro endothelin promoter 

comprises a poly 	cleotide having a nucleotide sequence as set forth in SEQ ID NO: 8. 

11. The meth.. of claim 1, wherein said murine pre-pro endothelin promoter 

comprises a polynucleotide 	.ving a nucleotide sequence as set forth in SEQ ID NO: 7. 

12. The method of claim , wherein said murine pre-pro endothelin promoter 

comprises a polynucleotide having a 	cleotide sequence as set forth in SEQ ID NO: 

13.  

13. 	The method of claim 1, wherein s. d murine pre-proendothelin promoter 

comprises a polynucleotide having a nucleotide see ence as set forth in SEQ ID NO: 

12. 

14. The method of claim 1, wherein said murine pi.: • oendothelin promoter 

further comprises a polynucleotide having a nucleotide sequence . 	set forth in SEQ ID 

NO: 5. 

15. The method of claim 1, wherein said non-replicating adenovi 	s vector is 

an adenovirus 5 vector. 
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16. The method of claim 1, wherein said adenovirus vector comprises a 

nucleic acid sequence as set forth in SEQ ID NO: 9 or 10. 

17. The method of claim 1, wherein said solid tumor is a cancer. 

18. The method of claim 1, wherein said solid tumor is a primary tumor. 

19. The 4 ethod of claim 1, wherein said solid tumor is a metastatic tumor. 

20. The meth°. of claim 1, wherein said adenovirus vector is administered 

systemically. 

21. The 	method 	of 	cla II 	20, 	wherein 	said 	vector 	is 	administered 

systemically 	by 	a 	route 	selected 	nri 	the 	group 	consisting 	of 	intra-articular 

administration, intravenous administration, 'ntraperitoneal administration, subcutaneous 

administration, infusion, oral administration, 	- ctal administration, nasal administration 

and inhalation. 

22. The method of claim 1, comprising admi 	stering said adenovirus vector 

in at least two separate systemic doses. 

23. The method of claim 1, wherein said adenovirus is 4. - ected in the blood 

of said subject at least about 4 days post administration. 

24. The method of claim 1, wherein an amount of serum anti .4enovirus 

antibodies is increased following said administering, and said adenovirus is de 	ted in 

the blood of said subject at least about 21 days post administration. 
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25. A method of treating a solid tumor in a subject in need thereof, the 

method comprising administering to the subject a therapeutically effective amount of a 

non-replicating adenovirus vector which comprises a polynucleotide comprising a fas- 

c 	era transgene transcriptionally linked to a murine pre-proendothelin promoter, said 

adew virus vector comprising a nucleic acid sequence as set forth in SEQ ID NO: 9 or 

10. 

26. NI e method of claim 25, wherein said therapeutically effective amount is 

at least about 1X1 8  to about 1X1016  virus particles. 

27. The metho. of claim 25, wherein said therapeutically effective amount is 

at least about 1X1011  to abou 1X1011  virus particles. 

28. The method of claim ! , wherein said therapeutically effective amount is 

at least about 3X1012  virus particles. 

29. The method of claim 25, wherei . said therapeutically effective amount is 

at least about 1X1013  virus particles. 

30. The method of claim 25, wherein said soli. umor is a cancer. 

31. The method of claim 25, wherein said solid tumor 	a metastatic tumor. 

32. The method of claim 25, wherein said solid tumor is a pr 	.ry tumor. 

33. The method of claim 25, wherein said adenovirus vector is admin tered 

systemically. 
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34. The 	method 	of 	claim 	33, 	wherein 	said 	vector 	is 	administered 

systemically 	by 	a 	route 	selected 	from 	the 	group 	consisting 	of intra-articular 

administration, intravenous administration, intraperitoneal administration, subcutaneous 

a s . illustration, infusiOn, oral administration, rectal administration, nasal administration 

and 	'halation. 

35. The method of claim 25, comprising administering said adenovirus 

vector in a firs 	dose and at least a second additional dose, wherein said first dose is 

sufficient to indu• anti-Ad5 antibodies in said subject, and wherein the time between 

administration of sa I 	rst dose and said at least a second dose is sufficient for anti-Ad5 

antibody formation in s 	s subject. 

36. The method of c im 25, wherein said adenovirus is detected in the blood 

of said subject at least about 4 day 	. ost administration. 

37. The method of claim 36, 	erein an amount of serum anti-adenovirus 

antibodies is increased following said admi 	tering, and the adenovirus is detected in 

the blood of said subject at least about 21 days ps t administration. 

N34. 	A method of treating a solid tumor in . subject in need thereof, the 

method comprising administering to the subject, in at 	ast two separate doses, a 

therapeutically 	effective 	amount 	of 	a 	non-replicating 	a enovirus 	vector 	which 

comprises a polynucleotide comprising a fas-chimera transgene 	anscriptionally linked 

to a murine pre-proendothelin promoter wherein said administratio 	does not induce a 

dose-dependent increase in antibodies against said adenoviral vector in aid subject. 

39. 	The method of claim 38, wherein said therapeutically effective 	ount is 

at least about 1X108  to about 1X1018  virus particles. 
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40. The method of claim 38, wherein said therapeutically effective amount is 

at least about 1X1011  to about 1X1013  virus particles. 

41. The method of claim 38, wherein said therapeutically effective amount is 

at leas .bout 3X1012  virus particles. 

42. he method of claim 38, wherein said therapeutically effective amount is 

at least about IX 113  virus particles. 

43. The meth. • of claim 38, wherein said fas-chimera transgene comprises a 

polynucleotide having a nu 	otide sequence as set forth in SEQ ID NO: 2. 

44. The method of claim 8, wherein said fas-chimera transgene comprises a 

polynucleotide having a nucleotide se• ence as set forth in SEQ ID NO: 3. 

45. The method of claim 38, where 	said fas-chimera transgene comprises a 

polynucleotide having a nucleotide sequence as s• forth in SEQ ID NO: 4. 

46. The method of claim 38, wherein sa 	murine pre-pro endothelin 

promoter comprises a polynucleotide having a nucleotide s. l, uence as set forth in SEQ 

ID NO: 6. 

47. The method of claim 38, wherein said murine p 	-pro endothelin 

promoter comprises a polynucleotide having a nucleotide sequence as se forth in SEQ 

ID NO: 8. 
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48. The method of claim 38, wherein said murine pre-pro endothelin 

promoter comprises a polynucleotide having a nucleotide sequence as set forth in SEQ 

ID NO: 7. 

49. The method of claim 38, wherein said murine pre-pro endothelin 

promoter omprises a polynucleotide having a nucleotide sequence as set forth in SEQ 

ID NO: 13. 

50. The 	, ethod of claim 38, wherein said murine pre-pro endothelin 

promoter comprises a .alynucleotide having a nucleotide sequence as set forth in SEQ 

ID NO: 12. 

51. The method of 	aim 38, wherein said murine pre-proendothelin 

promoter further comprises a polyn 	leotide having a nucleotide sequence as set forth 

in SEQ ID NO: 5. 

52. The method of claim 38, where , said non-replicating adenovirus vector 

is an adenovirus 5 vector. 

53. The method of claim 38, wherein said ad- ,ovirus 5 vector comprises a 

nucleic acid sequence as set forth in SEQ ID NO: 9 or 10. 

54. The method of claim 38, wherein said solid tumor is a ancer. 

55. The method of claim 38, wherein said solid tumor is a primar tumor. 

56. The method of claim 38, wherein said solid tumor is a metastatic turn. 
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57. The method of claim 38, wherein said adenovirus vector is administered 

systemically. 

58. The 	method 	of claim 	38, 	wherein 	said 	vector 	is 	administered 

systemically 	by 	a 	route 	selected 	from 	the 	group 	consisting 	of 	intra-articular 

administ Ition, intravenous administration, intraperitoneal administration, subcutaneous 

administration, infusion, oral administration, rectal administration, nasal administration 

and inhalation. 

59. The me , od of claim 38, wherein said adenovirus is detected in the blood 

of said subject at least abs4 days post administration. 

)6/0. 	The method of cl. 'm 59, wherein an amount of serum anti-adenovirus 

antibodies is increased following sa 	administering, and the adenovirus is detected in 

the blood of said subject at least about . 	days post administration. 

61. A method of treating a solid 	mor in a subject in need thereof, the 

method comprising administering to the subject a ingle intravenous dose of 3X1012  or 

1X1012 	virus 	particles 	of 	a 	non-replicating 	a,  enovirus 	vector 	comprising 	a 

polynucleotide having a nucleotide sequence as set fort 	'n SEQ ID NO: 9 or 10. 

62. The method of claim 61, wherein said solid turn. is a cancerous tumor. 

63. The method of claim 61, wherein said solid tumor is a p 	ary tumor. 

64. The method of claim 61, wherein said solid tumor is a metastati 	umor. 



WO 2011/083461 	 PCT/1L2011/000007 

107 

65. The method of claim 61, wherein administering said dose of adenovirus 

vector inhibits angiogenesis of said tumor. 

66. The method of claim 61, wherein said administering said dose of 

adeno irus inhibits growth of said tumor. 

67. The method of claim 61, wherein said adenovirus is detected in the blood 

of said subject a 	east about 4 days post administration. 

68. The method of claim 67, wherein said subject has elevated serum anti-

adenovirus antibodies com ared to pre-treatment anti-adenovirus antibody levels, and 

said adenovirus is detected i 	the blood of said subject at least about 21 days post 

administration. 

69. A method of treating a t 	ro d cancer in a subject in need thereof, the 

method comprising administering to the sus ect a single intravenous dose of 3X1012  or 

1X1013 	virus 	particles 	of 	a 	non-replica 	g 	adenovirus 	vector 	comprising 	a 

polynucleotide having a nucleotide sequence as se forth in SEQ ID NO: 9 or 10. 

70. The method of claim 69, wherein said ther. • eutically effective amount is 

at least about 1X1013  virus particles. 

71. A method of treating a neuroendocrine cancer in 	subject in need 

thereof, the method comprising administering to the subject a single int .venous dose of 

3X1012  or 1X1013  virus particles of a non-replicating adenovirus vector 	omprising a 

polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 9 or 0. 
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72. The method of claim 71, wherein said therapeutically effective amount is 

at least about 1X1013  virus particles. 

73. A kit for treating a solid tumor in a subject in need thereof, comprising a 

unit • 1 sage of virus particles of a non-replicating adenovirus vector comprising a 

polynucln tide having a nucleotide sequence as set forth in SEQ ID NO: 9 or 10 

wherein 	sa 4 	non-replicating 	adenovirus 	vector 	is 	formulated 	for 	intravenous 

administration, nd instructions for administration of said adenovirus. 

74. The kit .f claim 73, wherein said unit dosage comprises about 3X1012  

virus particles. 

75. The kit of claim 	, wherein said unit dosage comprises at least about 

1X1013  virus particles. 

76. A method for administerm 	a therapeutic composition comprising an 

adenoviral vector to a subject, comprising a ministering a therapeutically effective 

amount of the composition to the subject at least 	ice, wherein the administering does 

not induce a dose-dependent increase in anti-adenovirus antibodies 	against said 

adenoviral vector in the subject. 

77. The method of claim 76, wherein said therapeuti• .11y effective amount is 

at least about 1X108  to about 1X1016  virus particles. 

78. The method of claim 76, wherein said therapeutically effec 	e amount is 

at least about 1X1011  to about 1X1013  virus particles. 
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79. The method of claim 76, wherein said therapeutically effective amount is 

at least about 3X1012  virus particles. 

80. The method of claim 76, wherein said therapeutically effective amount is 

at e. t about 1X1013  virus particles. 

81. The method of claim 76, wherein said adenovirus is detected in the blood 

of said subje 	at least about 4 days post administration. 

82. The 	thod of claim 81, wherein an amount of serum anti-adenovirus 

antibodies is increased 	.11owing said administering, and said adenovirus is detected in 

the blood of said subject at 	ast about 21 days post administration. 

83. The method of an 	one of claims 1 to 72, wherein said subject is further 

receiving a chemotherapeutic agent s well as treatment with said virus particles of said 

non-replicating adenovirus vector. 

84. The method of claim 83, 	herein said chemotherapeutic agent is 

administered prior to treatment with said virus p: tides. 

85. The method of claim 83, wherein said chemotherapeutic agent is 

administered concomitantly with treatment with said vi 	particles. 

86. The method of claim 83, wherein said ch. 	otherapeutic agent is 

administered following treatment with said virus particles. 

87. The method of claim 83, wherein said chemotherapeutic agent is 

sunitinib. 
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WHAT IS CLAIMED IS: 

1. A method of treating a solid tumor in a subject in need thereof, the method 

comprising administering to the subject, in at least two separate doses, a therapeutically 

effective amount of a non-replicating adenovirus vector which comprises a polynucleotide 

comprising a fas-chimera transgene transcriptionally linked to a murine pre-proendothelin 

promoter wherein said administration does not induce a dose-dependent increase in 

antibodies against said adenoviral vector in said subject. 

2. The method of claim 1, wherein said therapeutically effective amount is at 

least about 1X108  to about 1X1016  virus particles. 

3. The method of claim 1, wherein said therapeutically effective amount is at 

least about 1X1011  to about 1X1013  virus particles. 

4. The method of claim 1, wherein said therapeutically effective amount is at 

least about 3X1012  virus particles. 

5. The method of claim 1, wherein said therapeutically effective amount is at 

least about 1X1013  virus particles. 

6. The method of claim 1, wherein said fas-chimera transgene comprises a 

polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 2. 

7. The method of claim 1, wherein said fas-chimera transgene comprises a 

polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 3. 

8. The method of claim 1, wherein said fas-chimera transgene comprises a 

polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 4. 
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9. The method of claim 1, wherein said murine pre-pro endothelin promoter 

comprises a polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 6. 

10. The method of claim 1, wherein said murine pre-pro endothelin promoter 

comprises a polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 8. 

11. The method of claim 1, wherein said murine pre-pro endothelin promoter 

comprises a polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 7. 

12. The method of claim 1, wherein said murine pre-pro endothelin promoter 

comprises a polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 13. 

13. The method of claim 1, wherein said murine pre-pro endothelin promoter 

comprises a polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 12. 

14. The method of claim 1, wherein said murine pre-proendothelin promoter 

further comprises a polynucleotide having a nucleotide sequence as set forth in SEQ ID NO: 

5. 

15. The method of claim 1, wherein said non-replicating adenovirus vector is an 

adenovirus 5 vector. 

16. The method of claim 1, wherein said adenovirus 5 vector comprises a nucleic 

acid sequence as set forth in SEQ ID NO: 9 or 10. 

17. The method of claim 1, wherein said solid tumor is a cancer. 
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18. 	The method of claim 1, wherein said solid tumor is a primary tumor. 

19. The method of claim 1, wherein said solid tumor is a metastatic tumor. 

20. The method of claim 	1, wherein said adenovirus vector is administered 

systemically. 

21. The method of claim 1, wherein said vector is administered systemically by a 

route selected 	from the group 	consisting of intra-articular administration, 	intravenous 

administration, intraperitoneal administration, subcutaneous administration, infusion, oral 

administration, rectal administration, nasal administration and inhalation. 

22. The method of claim 1, wherein said adenovirus is detected in the blood of 

said subject at least about 4 days post administration. 

23. The method of claim 22, wherein an amount of serum anti-adenovirus 

antibodies is increased following said administering, and the adenovirus is detected in the 

blood of said subject at least about 21 days post administration. 


