CLAIMS

A multimerie-trimeric protein comprising atleast-three monomer polypeptides, wherein
each monomer polypeptide comprises (1) a first 4-1BB-targeting metety—lipocalin

mutein (T1), and (2) an eligemerization-trimerization moiety (O).

The multimerie-trimeric protein of claim 1, wherein the first 4-1BB-targeting meiety

lipocalin mutein (T1) is fused at its N-terminus or C-terminus to the C-terminus or N-

terminus, respectively, of the oligomerization moiety (O) via a linker (L).

The multimerie—trimeric protein of claim 1 or 2, wherein the monomer polypeptide
further comprises atteast-ene(3) an additional targeting moiety (T2).

The multdmerie—trimeric protein of any one of claims 1-3, wherein the monomer

polypeptide further comprises (3) an additional targeting moiety (T2), wherein the

additional targeting moiety (T2) is placed in tandem with the first 4-1BB-targeting

moiety (T1)-

S—The-multimericprotein—of-elaim—4, wherein the monomer polypeptide has_preferably

one of the following configurations:
a. TI1-L’-T2-L-O;

b. T2-L’-T1-L-O;

C. O-L-T1-L’-T2; or

d. O-L-T2-L’-Tl;

wherein L’ is a linker that is the same as or different from L.

The multimerie—trimeric protein of any one of claims 1-3, wherein the monomer
polypeptide further comprises (3) an additional targeting moiety (T2), wherein the
additional targeting moiety (T2) is linked to a different terminus of the oligomerization

moiety (O) than the first 4-1BB-targeting moiety (T1)-

F—The-multimericprotein—of-elaim—6, wherein the monomer polypeptide preferably has

one of the following configurations:
a. T1-L-O-L’-T2; or
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b. T2-L’-O-L-T1;

wherein L’ is a linker that is the same as or different from L.

86. The multimerie—trimeric protein of any one of claims 3-75, wherein the additional
targeting moiety (T2) is a second 4-1BB-targeting metetylipocalin mutein, wherein the

second 4-1BB-targeting lipocalin mutein is preferably the same as the first 4-1BB-

targeting lipocalin mutein.




227. The multimerie—trimeric protein of any one of claims 3-75, wherein the additional

targeting moiety (T2) is a T cell activation enhancing targeting moiety.




278. The multimerie—trimeric protein of any one of claims 3-75, wherein the additional
targeting moiety (T2) is an OX40-targeting metety-thatisa-lipocalin mutein.

289. The multimerie-trimeric protein of claim 278, wherein the lipocalin mutein has at least
85% sequence identity to an amino acid sequence selected from the group consisting of

SEQ ID NOs: 174-202.

3010. The multimerie-trimeric protein of any one of claims 1-299, wherein the first 4-1BB-

targeting meiety—lipocalin mutein (T1) is a lipocalin mutein having at least 85%

sequence identity to an amino acid sequence selected from the group consisting of SEQ

ID NOs: 56-71.

3211.The multimerie—trimeric protein of any one of claims 1-3+10, wherein the

oligomerization-trimerization moiety (O) is a trimerization domain of a collagen.

3312.The multimerie—trimerization protein of any one of claims 1-3211, wherein the

oligomerization moiety (O) comprises the amino acid sequence of SEQ ID NO: 35 or

has at least 85% sequence identity to an-the amino acid sequence selected—from—the
group-eonsistng-of SEQ ID NOs: 35-37.

3613. The multimerie-trimeric protein of any one of claims 2-3512, wherein the linker (L) has
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at least 85% sequence identity to an amino acid sequence selected from the group

consisting of SEQ ID NOs: 12-28.

3714. The multimerie-trimeric protein of any one of claims 1-3613, wherein the multimerie
trimeric protein comprises an amino acid sequence selected from the group consisting

of SEQ ID NOs: 38-45, 48-53 and 164-166 or comprises an amino acid sequence that

has at least 85% sequence identity to an amino acid sequence selected from the group
consisting of SEQ ID NOs: 38-45, 48-5355 and 164-1661+67.

4315.A nucleic acid molecule comprising a nucleotide sequence encoding a monomer

polypeptide comprised in a multimerie-trimeric protein of any one of claims 1-4214.




4816.A cell containing a nucleic acid molecule of any—ene—of—claims 434715 and/or
expressing the multimerie—trimeric protein of any one of claims 1-42—14 and/or

expressing a monomer polypeptide as defined in any one of claims 1-4214.

5217.The cell of anyene-of-claims 48-5+16, wherein the cell is an immune cell, preferably a
CAR-T cell.
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6918. A pharmaceutical composition comprising one or more mtimerie-trimeric proteins of

any one of claims 1-42-14 and/or one or more cells of any-ene-of-claims 48-61+16 or 17.

7019. The multimerte-trimeric protein of any one of claims 1-42-14 and/or the cell of any-one

ofclaims 48-6116 or 17 for use in a therapy.

7220.Use of a multimeric protein of any one of claims 1-42-14 and/or the cell of any-ene-of

claims 48-6116 or 17 fer-in the manufacture of a medicament:

73— Theuse-ofelaim72, wherein the medicament is preferably for the treatment of cancer.
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