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Claims

1. In vitro ubse of a—~viras;preferably-an adenovirus for reversing drug resistance in a tumor

cells, wherein the adenovirus is replicating in cells having YB-1 in the nucleus, but is

replication-deficient in cells not having YB-1 in the nucleus;

wherein the resistance is mediated by a gene the transcription of which is activated by YB-1;

wherein the adenovirus encodes E1A which transactivates an E1B55kDa gene and an E4orf6

gene or

wherein the adenovirus expresses a first protein which is selected from the group comprising an

E1B protein and an E4 protein, prior to a second protein which is selected from the group

comprising an E1A protein.

2. Use of a—viras;—preferably—an adenovirus for the manufacture of a medicament for

reversing drug resistances in a tumor cells, wherein the adenovirus is replicating in cells having

YB-1 in the nucleus, but is replication-deficient in cells not having YB-1 in the nucleus;

wherein the resistance is mediated by a gene the transcription of which is activated by YB-1;

wherein the adenovirus encodes E1A which transactivates an E1B55kDa gene and an E4orf6

gene or

wherein the adenovirus expresses a first protein which is selected from the group comprising an

E1B protein and an E4 protein, prior to a second protein which is selected from the group

comprising an E1A protein.

3. In vitro uYse of a—~viraspreferably-an adenovirus for restoring drug sensitivity of a drug

resistant tumor cells, wherein the adenovirus is replicating in cells having YB-1 in the nucleus,

but is replication-deficient in cells not having YB-1 in the nucleus:

wherein the resistance is mediated by a gene the transcription of which is activated by YB-1:

wherein the adenovirus encodes E1A which transactivates an E1B55kDa gene and an E4orf6

gene or

wherein the adenovirus expresses a first protein which is selected from the group comprising an

E1B protein and an E4 protein, prior to a second protein which is selected from the group

comprising an E1A protein.
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4. Use of a—viras;—preferably—an adenovirus for the manufacture of a medicament for

restoring drug sensitivity of a drug resistant tumor cells, wherein the adenovirus is replicating in

cells having YB-1 in the nucleus, but is replication-deficient in cells not having YB-1 in the

nucleus;

wherein the resistance is mediated by a gene the transcription of which is activated by YB-1:

wherein the adenovirus encodes E1A which transactivates an E1B55kDa gene and an E4orf6

gene or

wherein the adenovirus expresses a first protein which is selected from the group comprising an

E1B protein and an E4 protein, prior to a second protein which is selected from the group

comprising an E1A protein.

5. Use according to any of claims 1 to 4, whereby the cells isare an animal cells, preferably

a mammalian cells and more preferably a human cells.

67.  Use according to any of claims 1 to 5-e¥-6, whereby the cells have a resistance to or are

insensitive to one or several pharmaceutically active agents and/or radiation.

78  Use according to claim 67, whereby the pharmaceutically active agent is a cytostatic.

8140. Use according to any of claims 1 to 87, characterised in that the resistance is mediated by

an ABC transporter.

9H. Use according to any of claims 1 to 488, characterised in that the resistance is a multiple

resistance or polyresistance, particular a multiple or polyresistance against cytostatics and/or

radiation.




1045. Use according to any-ef-claims 89 tor 944, whereby the ABC transporter is selected from
the group comprising MRP and MDR, in particular MDR-1.







1134. Use according to any of claims 1 34-to 1033, characterised in that the viral-oncoprotein

E1A does not induce the localisation of YB-1 into the nucleus.







1250. Use according to any of claims 1 to 1129te-49, characterised in that the virus;preferably
the—adenovirus, is selected from the group comprising AdA24, d1922-947, E1Ad/01/07,

dl1119/1131, CB 016, d1520 and viruses lacking an expressed viral oncogene which is capable of

binding a functional Rb tumor suppressor gene product.

13. Use according to claim 12, wherein the adenovirus is d1520.

14. Use according to claim 11 or 12 , wherein the adenovirus is E1B19 kDa deficient.

15. Use according to any of claims 1 to 14, wherein the first protein is an E1B55kDa protein.

16. Use according to any of claims 1 to 15 , wherein the first protein is an E4orf6 protein.

17. Use according to any of claims 1 to 16, wherein the first protein is a combination of

E1B55kDa protein and E4orf6 protein, preferably the first protein is a complex of E1B55kDa

protein and E4orf6 protein.

18. Use according to any of claims 1 to 17, wherein the E1A protein is E1IA12S protein.

19. Use according to any of claims 1 to 18, wherein the adenovirus expresses an E1B55kDa

protein and an E4orf6 protein prior to an E1A12S protein.

20. Use according to any of claims 1 to 19. wherein characterised in that the virus,

particularly the adenovirus, codes for YB-1.

21. Use according to claim 20, wherein characterised in that YB-1 is under the control of a

tissue-specific and/or tumor-specific promoter.

22. Use according to any of claims 1 to 21, wherein the tumor cell has YB-1 in the nucleus,

preferably the cell has YB-1 in the nucleus independent from the cell cycle.
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23. Use according to any of claims 1 to 22, wherein the tumor cells comprises YB-1 in the

nucleus after induction of the transport of YB-1 into the nucleus.

24. Use according to claim 23, wherein the transport of YB-1 into the nucleus is triggered by

at least one measure selected from the group comprising irradiation, administration of cytostatics

and hyperthermia.

2552. Use according to any of claims 1 to 2429-te-5+, whereby the adenovirus comprises a

nucleic acid coding for a transgene.

2653. Use according to any of claims 1 to 25 29+te—5+, whereby the virus comprises the

translation and/or transcription product of a transgene.

2755. Use according to any-ef-claims 25 or 26 52+te-54, whereby the transgene is selected from

the group comprising prodrug genes, cytokines and genes for cytokines, apoptosis-inducing
genes, tumor suppressor genes, genes for metalloproteinase inhibitors and genes for angiogenesis

inhibitors.

2856. Use according to any of claims 25 or 2652-te-54, whereby the transgene is selected from
the group comprising nucleic acids for siRNA, for aptamers, for antisense molecules and for
ribozymes, whereby the siRNA, the aptamer, the antisense molecule and/or the ribozyme are

targeting a target molecule.

2957. Use according to claim 2856, whereby the target molecule is selected from the group
comprising resistance relevant factors, anti-apoptosis factors, oncogenes, angiogenesis factors,

DNA synthesis enzymes, DNA repair enzymes, growth factors, receptors for growth factors,
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transcription factors, metalloproteinases, preferably matrix metalloproteinase kinases, and

plasminogen activator of the urokinase type.

30. Use according to any of claims 1 to 29, wherein the medicament is for the treatment of

cancer or tumors.

3158. Use according to any of thepreeeding claims_1 to 30, whereby the medicament further

comprises at least one pharmaceutically active agent.

3259. Use according to claim 3158, whereby the pharmaceutically active agent is selected from
the group comprising cytokines, metalloproteinase inhibitors, angiogenesis inhibitors,

cytostatics, cell cycle inhibitors, proteosome inhibitors, recombinant antibodies, inhibitors of the

signal transduction pathway and inhibitors of protein kinases.
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