CLAIMS

What is claimed is3:

e

2.

amino acid sequence of any one of SEQ ID NOs: 17-34.

1. A fusion protein comprising:

aTFransforminggrowth-factorbeta T GFE-P)-eytokinetrap;-(a) an 1gG4 antibody comprising:

(i) a first polypeptide comprising an amino acid sequence that is at least 95% identical to SEQ
ID NO: 6 or 7; (ii) a second polypeptide comprising an amino acid sequence that is at least

95% identical to SEQ ID NO: 12 or 13; and (iii) a third polvpeptide comprising the amino

acid sequence of SEQ ID NO: 146 but with a mutation at position 108 thereof; and

(b) a fourth polypeptide comprising an amino acid sequence that is at least 95% identical to
SEQ ID NO: 14;

wherein one or more polypeptides of the fusion protein are connected by a linker.

The fusion protein of claim 1, wherein satdthe linker comprises {G4S)yr-whereln-n-s2-the

The fusion protein of claim 1, wherein sate-Hakerthe third polypeptide comprises an amino

acid -sequence that differs from the amino acid sequence of SEQ) ID NO: 14 only by conservative

amino acid substitutions.

4. The fusion protein of claim 1, wherein the mutation is a S108P mutation.

5. The fusion protein of claim 1, wherein the linker connects the first polypeptide to the fourth
polvpeptide.
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4. 6. 'The fusion protein of claim 1, wherein the first polypeptide comptises (EAAAKIR;
wheretrrHs12-374-5-6F6-an amino acid sequence that differs from the amino acid sequence of

SEQ ID NO: 6 or 7 only by conservative amino acid substitutions.

5 7= The fusion protein of claim 1, wherein sate-tnkerthe second polvpeptide comprises

AEAAAKIAEEAEAAAK) Aan amino acid sequence that differs from the amino acid sequence
of SEQ ID NO: 12 or 13 only by conservative amino acid substitutions.

8. A pharmaceutical composition comprising:
the fusion protein of claim 1; and
a pharmaceutically acceptable excipient.

6—9. The fusion protein of claim 1, whereir-sate-Hnker-comprises-a-comprising: a
polypeptide having at least 95% sequence as-shown-tr-anry-one-efidentity with SEQ ID NOs:-17-

variaptthereofpolvpeptide having at least 95% sequence identity with SEQ 1D NO: 295.

&———10.  The fusion protein of claim F-whereinsatd FGEBRAstransforming growth-facter

is1, comprising: a polypeptide having at least 95% sequence identity with SEQ ID NO: 15 and a

FGEBRH-extracelular domain(ECD)—polypeptide having at least 95% sequence identity with SEQ
1D NO: 294.

0. ho £ ot elaim 9—wherein-said ECD binds TGE-BL.




12 11. The fusion protein of claim 9—wherein—said—ECDbinds—TGE-1-and—TGEB31,

comprising: the amino acid sequence of SEQ ID NO: 15; and the amino acid sequence of SEQ ID
NO: 294,

13- 12. The fusion protein of claim 12Z;—wheretnsatd ECD-binds FTGEland TGFE 3 butnet

FGEB2:1, comprising: the amino acid sequence of SEQ ID NO: 296; and the amino acid sequence
of SEQ 1D NO: 295.

- e clai
34 13.The fusion protein of claim 1, wherein said—FGE-P-eytokine—trapthe first polypeptide
comprises athe amino acid sequence at-least-80%-identical-to-a-sequence-as-shown-ir-of SEQ ID
NO: 14;-SEQHB-NO-141:6 or SEQHD-NO:+—1427.

19. 14. 'The fusion protein of claim 81, wherein satd-HgG4the second polypeptide comprises &
mutation-at-pesition-108the amino acid sequence of SEQ ID NO-146; 12 or SEQHB-NO:292.13.

20—15. The fusion protein of claim £91, wherein sateHmutationis-STO8P-mutation-
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