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Claims 

1. RNA containing composition for intratumoral use in the treatment or prophylaxis of tumor 

and/or cancer 

diseases, wherein the RNA containing composition comprises at least one coding RNA 

comprising at least one coding region encoding at least one cytokine, or a fragment or variant 

thereof, 

wherein the cytokine is interleukin-12 (IL-12), 

wherein the fragment or variant has the same biological function or specific activity compared 

to the full-length native protein, 

wherein the at least one coding RNA is an mRNA, 

and wherein a patient received or receives a checkpoint modulator selected from a CTLA4 

inhibitor and a PD-1 pathway inhibitor. 

2. Use of an RNA containing composition in the manufacture of a medicament for the treatment or 

prophylaxis of tumor and/or cancer diseases, wherein the RNA containing composition 

comprises at least one coding RNA comprising at least one coding region encoding at least one 

cytokine, or a fragment or variant thereof, 

wherein the cytokine is interleukin-12 (IL-12), 

wherein the fragment or variant has the same biological function or specific activity compared 

to the full-length native protein, 

wherein the at least one coding RNA is an mRNA, 

wherein the RNA containing composition is to be applied intratumorally, and 

wherein a patient received or receives a checkpoint modulator selected from a CTLA4 inhibitor 

and a PD-1 pathway inhibitor. 

3. The use of  claim 2, wherein the checkpoint modulator is an anti-CTLA4 antibody, an anti-PD-1 

antibody or an anti-PD-L1 antibody. 

4.  The use of claim 2 or claim 3, wherein the medicament is to be applied by injection into tumor 

tissue. 

5.  The use of any one of claims 2-4, wherein the composition comprises at least one further RNA 

selected from the group consisting of coding RNA and non-coding RNA. 

6.  The use of claim 5, wherein the coding RNA of claim 5 comprises at least one coding region 

encoding at least one peptide or protein. 

7. The use of claim 6, wherein the at least one coding region encoding at least one peptide or 

protein is selected from the group consisting of mRNA, viral RNA, retroviral RNA, and replicon 

RNA. 

8.  The use of claim 6 or claim 7, wherein the coding RNA is mRNA. 
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9.  The use of any one of claims 6 to 8, wherein the at least one peptide or protein is selected or 

derived from the group consisting of cytokines, chemokines, suicide gene products, 

immunogenic proteins or peptides, apoptosis inducers, angiogenesis inhibitors, heat shock 

proteins, tumor antigens, β-catenin inhibitors, activators of the STING pathway, checkpoint 

modulators, innate immune activators, antibodies, dominant negative receptors and decoy 

receptors, inhibitors of myeloid derived suppressor cells (MDSCs), Indoleamine 2,3 

dioxygenase (IDO) pathway inhibitors, and proteins or peptides that bind inhibitors of apoptosis. 

10.  The use of claim 9, wherein the cytokine is an interleukin. 

11.  The use of claim 10, wherein the interleukin is chosen from the following list:  

IL-1α, IL-1β, IL-1ra, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10, IL-11, IL-13, IL-14, IL-15, IL-16, 

IL-17A, IL-17B, IL-17C, IL-17D, IL-17E, IL-17F, IL-18, IL-19, IL- 20, IL-21, IL-22, IL-23, IL-24, IL-25, IL-

26, IL-27, IL-28A/B, IL-29, IL-30, IL-31, IL-32, IL-33 or IL-35 

12.  The use of claim 9, wherein the cytokine is a member of the TNF family. 

 

13.  The use of claim 12, wherein the TNF family, is chosen from the following list:  

  TNF, especially TNFα, LTα, LTβ, LIGHT, TWEAK, APRIL, BAFF, TL1A, GITRL,  OX40L, CD40L, FASL, 

CD27L, CD30L, 4-1BBL, TRAIL, or RANK ligand. 

 

14.  The use of claim 9, wherein the cytokine is chosen from the following list:  

 

 

15.  The use of claim 9, wherein the chemokine is chosen from the following list:  

 

 

16.  The use of claim 9, wherein the suicide gene product is a suicide enzyme. 

17.  The use of claim 16, wherein the suicide enzyme is a nucleotide metabolizing enzyme. 

18.  The use of claim 17, wherein the nucleotide metabolizing enzyme is chosen from the following 

list: thymidine kinase, cytosine deaminase, deoxynucleoside kinase, deoxycytidine kinase, or 

purine nucleoside phosphorylase. 

19.  The use of claim 18, wherein: 

a) the thymidine kinase is Herpes simplex virus thymidine kinase,  

b) the cytosine deaminase is bacterial cytosine deaminase or Yeast cytosine deaminase,  
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c) the deoxynucleoside kinase is Drosophila melanogaster deoxynucleoside kinase,  

d) the deoxycytidine kinase is a mammalian deoxycytidine kinase, or 

e) the purine nucleoside phosphorylase is a bacterial purine nucleoside phosphorylase. 

20.  The use of claim 9 or any one of claims 16 to 19, wherein the at least one RNA codes for at least 

one connexin and at least one suicide gene product. 

21.  The use of claim 9 or any one of claims 16 to 19, wherein the RNA composition comprises at 

least one RNA encoding at least one suicide gene product and wherein the RNA composition is 

used in combination with a further RNA coding for at least one connexin and/or with a protein 

of the connexin family or parts or fragments thereof. 

22.  The use of claim 9, wherein the immunogenic protein or peptide is a protein or peptide of a 

pathogen. 

23.  The use of claim 22, wherein the protein or peptide of a pathogen, is a viral or bacterial 

pathogen. 

24.  The use of claim 22 or claim 23, wherein the immunogenic protein or peptide is at least one 

protein or peptide of one virus or bacterium of the following list: influenza virus type A or B or 

any other orthomyxovirus (influenza type C), picornaviruses, such as rhinovirus or hepatitis A 

virus, togaviruses, such as alphavirus or rubivirus, e.g. Sindbis, Semliki-Forest or rubeolavirus, 

rubella virus, coronaviruses, in particular subtypes HCV-229E or HCV-OC43, rhabdoviruses, such 

as rabies virus, paramyxoviruses, such as mumps virus, reoviruses, such as group A, B or C 

rotavirus, hepadnaviruses, such as hepatitis B virus, papoviruses, such as human 

papillomaviruses of any serotype, adenoviruses, in particular type 1 to 47, herpesviruses, such 

as Herpes simplex virus 1, 2 or 3, cytomegalovirus, Epstein Barr virus, vacciniaviruses, the 

bacterium Chlamydophila pneumoniae, Flaviviruses, such as dengue virus type 1 to 4, yellow 

fever virus, West Nile virus, Japanese encephalitis virus, hepatitis C virus, caliciviruses, 

filoviruses, such as Ebola virus, bornaviruses, bunyaviruses, such as Rift Valley fever virus, 

arenaviruses, such as lymphocytic choriomeningitis virus or hemorrhagic fever viruses, 

retroviruses, such as HIV, parvoviruses. 

25. The use of claim 24, wherein the cytomegalovirus, is CMVpp65. 

26.  The use of any one of claims 22-24, wherein the immunogenic peptide or protein is derived from 

influenza nucleoprotein. 

27.  The use of claim 9, wherein the apoptosis inducer is chosen from the group consisting of the BcI-

2 family, tumor suppressor protein p53, ligands of transmembrane death receptors, especially 

the TNF receptor gene superfamily, pro-apoptic receptor agonists and Beclin-1. 



270 

 

28.  The use of claim 9 or 27, wherein the apoptosis inducer is chosen from the following list:  

 

 

29.  The use of claim 9, wherein the angiogenesis inhibitor is chosen from the following list:  

 

 

30.  The use of claim 9, wherein the heat shock protein is chosen from the following list: HSP27, 

HSP47, HSP60, HSP70, HSC70, GRP78, HSP90, HSP110, GRP94, GRP170, PDI/PDIA, CRT/CALR. 

31.  The use of claim 9, wherein the tumor antigen is chosen from the following list:  
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32.  The use of claim 9, wherein the β-catenin inhibitor is chosen from the following list: TAT-NLS-

BLBD-6, axin-1, TCF-4, GSK-3b, DKK-1, Dvl-1. 

33.  The use of claim 9, wherein the activator of the STING (stimulator of interferon genes) pathway 

is an activating protein or a constitutively active protein of the STING pathway. 

34. The use of claim 33, wherein the activator of the STING  pathway is an activating protein or the 

constitutively active protein of the STING pathway, is  of DDX41, STING, cGAS, IRF3, TBK1, or 

STAT6. 

35.  The use of claim 9, wherein the checkpoint modulator is a modulator of  
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36.  The use of claim 9 or claim 35, wherein the checkpoint modulator is selected from the group 

consisting of an agonistic antibody, an antagonistic antibody, a dominant negative receptor, a 

decoy receptor and a ligand. 

37.  The use of claim 36, wherein the antagonistic antibody is directed against PD-1, PD-L1 or CTLA-4. 

38.  The use of claim 36, wherein the agonistic antibody is directed against OX-40. 

39.  The use of claim 36, wherein the decoy receptor is a soluble PD-1 receptor. 

40.  The use of claim 9, wherein the antibody, is an agonistic antibody, an antagonistic antibody, or a 

neutralizing antibody. 

41.  The use of claim 9 or claim 40, wherein the antibody is directed against a tumor antigen or a 

tumor associated antigen. 

 


