
Claims 

1.  An anti-TGFbetaRII immunoglobulin single variable domain comprising an amino acid 

sequence as set forth in SEQ ID NO: 267 having up to 5 amino acid substitutio 	, 

deletions or additions, in any combination. 

5 2.  An anti-TGFbetaRII immunoglobulin single variable domain as claimed in 	im 1, 

wherein the said amino acid substitutions, deletions or additions are not within CDR3. 

3.  An anti-TGFbetaRII immunoglobulin single variable domain as claimed in 	laim 1 or 2, 

wherein the said amino acid substitutions, deletions or additions are nt. 	within any of 

the CDRs. 

10 4.  An anti-TGFbetaRII immunoglobulin single variable domain a 	claimed in claim 1 

having the sequence of SEQ ID NO:267. 

5.  An 	isolated 	polypeptide 	comprising 	an 	anti-TGFbetaR 	immunoglobulin 	single 

variable domain as claimed in any one of the preceding 	laims, wherein said isolated 

polypeptide binds to TGFbetaRII. 

15 

20 

6.  An anti-TGFbetaRII immunoglobulin single var a. - domain as claimed in any of 

claims 1-4, or a polypeptide as claimed in claim 	further comprising at least one of 

the following amino acids selected from the • oup: R at position 39, I at position 48, 

D at position 53, N at position 61, R at pos ion 61, K at position 61, R at position 64, 

F at position 64, D at position 64, E at position 64, M at position 64, Y at position 64, 

H at position 102, or S at position 10 	of the immunoglobulin single variable domain, 

said positions being according to t 	Kabat numbering convention. 

7.  An anti-TGFbetaRII immunoglo u in single variable domain or a polypeptide as 

claimed in claim 6, compri 	g an R or a K at position 61 (Kabat numbering 

convention). 

25 8.  An anti-TGFbetaRII im 	unoglobulin single variable domain as claimed in any of 

claims 1-4, or a po 	•eptide as claimed in claim 5, further comprising one of the 

following amino ac 	combinations selected from the group: N at position 61 and R at 

position 64; R a 	position 61 and E at position 64; R at position 61 and M at position 

64; R at posit'•n 61 and F at position 64; R at position 61 and Y at position 64; and R 

30 at position _'.1 and D at position 64 of the immunoglobulin single variable domain, 

said po 	ions being according to the Kabat numbering convention. 

9.  An 	t' TGFbetaRII immunoglobulin single variable domain or a polypeptide as 

cl 	med in claim 6, 7 or 8, comprising an isoleucine residue at position 48 (Kabat 

umbering convention). 
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10.  An anti-TGFbetaRII immunoglobulin single variable domain or polypeptide as claimed 

in any one of claims 1-9, wherein said anti-TGFbetaRII immunoglobulin singl 

variable domain or polypeptide binds to human TGFbetaRII. 

11.  An anti-TGFbeta RII immunoglobulin single variable domain or polypeptide as cl 	ed 

5 in claim 10, wherein said anti-TGFbetaRII immunoglobulin single variable do►  a n or 

polypeptide also binds to mouse TGFbetaRII and/or cyno TGFbetaRII. 

12.  An immunoglobulin single variable domain or polypeptide as claimed i 	any one of 

claims 1-11, wherein said immunoglobulin single variable domain 	polypeptide 

neutralises TGFbeta activity. 

10 13.  An immunoglobulin single variable domain or polypeptide as claped in any one of 

claims 1-12, wherein said immunoglobulin single variable domain or polypeptide 

inhibits binding of TGFbeta to TGFbetaRII. 

14.  An isolated nucleic acid encoding an anti-TGFbetaRII im 	noglobulin single variable 

domain or polypeptide as claimed in any one of claims 1 	3. 

15 15.  An isolated nucleic acid molecule as claimed in claim 	4, comprising the nucleic acid 

molecule of: SEQ ID NO: 266. 

16.  A vector comprising a nucleic acid molecule as cl 	med in claim 14 or claim 15. 

17.  A host cell comprising a nucleic acid or a vec 	r as claimed in any one of claims 14- 

16. 

20 18.  A method of producing a polypeptide co rprising an anti-TGFbetaRII immunoglobulin 

single variable domain as claimed in a ► 	one of claims 1-13, the method comprising 

maintaining a host cell as claimed in 	aim 17 under conditions suitable for expression 

of said nucleic acid or vector, wh reby a polypeptide comprising an immunoglobulin 

single variable is produced. 

25 19.  An anti-TGFbetaRII immuno. 'burin single variable domain or polypeptide as claimed 

in any one of claims 1-13 far use as a medicament. 

20.  A pharmaceutical comp 	ition comprising an anti-TGFbetaRII immunoglobulin single 

variable domain or po 	peptide as claimed in any one of claims 1-13. 

21.  An anti-TGFbetaRII mmunoglobulin single variable domain or polypeptide as claimed 

30 in claim 19 or 	armaceutical composition as claimed in claim 20 for use in the 

treatment of a •isease selected from the group of: tissue fibrosis, such as pulmonary 

fibrosis, incl, ding idiopathic pulmonary fibrosis; liver fibrosis, including cirrhosis and 

chronic ha' •atitis; rheumatoid arthritis; ocular disorders; fibrosis of the skin, including 

keloid 	skin, and Dupuytren's Contracture; kidney fibrosis such as nephritis and 

35 neph osclerosis, wound healing; and a vascular condition, such as restenosis. 
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22.  An anti-TGFbetaRII immunoglobulin single variable domain or polypeptide as claimed 

in claim 19 or pharmaceutical composition as claimed in claim 20, for use in treati g 

tissue fibrosis or for use in wound healing and/or scarring reduction. 

23.  An anti-TGFbetaRII immunoglobulin single variable domain as claimed in clai 	19 or 

5 21, wherein the disease is keloid disease or Dupuytren's Contracture. 

24.  Use of an anti-TGFbetaRII single variable domain or polypeptide as claimed in any 

one of claims 1-13 in the manufacture of a medicament for the 	reatment of a 

disease selected from the group of: tissue fibrosis, such as 	Imonary fibrosis, 

including idiopathic pulmonary fibrosis; liver fibrosis, including 	irrhosis and chronic 

10 hepatitis; rheumatoid arthritis; ocular disorders; fibrosis of t e skin, including keloid 

of skin, 	and 	Dupuytren's 	Contracture; 	kidney 	fibrosi 	such 	as 	nephritis 	and 

nephrosclerosis, wound healing; and a vascular conditio , such as restenosis. 

25.  A kit comprising an anti-TGFbetaRII single variable d main or polypeptide as claimed 

in any one of claims 1-13 and a device for apply 	g said single variable domain or 

15 polypeptide to the skin. 

26.  A kit as claimed in claim 25, wherein the device is an intradermal delivery device. 



CLAIMS 

1.  An anti-TGFbetaRlI immunoglobulin single variable domain having the amino acid 

sequence as set forth in SEQ ID NO: 267. 

2.  An isolated nucleic acid molecule comprising the nucleic acid molecule of: SEQ ID NO: 

266. 

3.  A vector comprising a nucleic acid molecule as claimed in claim 2. 

4.  A host cell comprising a nucleic acid or a vector as claimed in any one of claims 2 or 3. 

5.  A method of producing a polypeptide comprising an anti-TGFbetaRII immunoglobulin 

single variable domain as claimed in claim 1, the method comprising maintaining a host 

cell as claimed in claim 4 under conditions suitable for expression of said nucleic acid or 

vector, 	whereby 	a 	polypeptide 	comprising 	an 	immunoglobulin 	single 	variable 	is 

produced. 

6.  An anti-TGFbetaRII immunoglobulin single variable domain as claimed in claim 1 for use 

as a medicament. 

7.  A pharmaceutical composition comprising an anti-TGFbetaRII immunoglobulin single 

variable domain or polypeptide as claimed in claim 1. 

8.  An anti-TGFbetaRII immunoglobulin single variable domain or polypeptide as claimed in 

claim 6 or pharmaceutical composition as claimed in claim 7 for use in the treatment of 

a 	disease selected from the group of: tissue fibrosis, such as pulmonary fibrosis, 

including idiopathic pulmonary fibrosis; liver fibrosis, including cirrhosis and chronic 

hepatitis; rheumatoid arthritis; ocular disorders; fibrosis of the skin, including keloid of 

skin, 	and 	Dupuytren's 	Contracture; 	kidney 	fibrosis 	such 	as 	nephritis 	and 

nephrosclerosis, wound healing; and a vascular condition, such as restenosis. 

9.  An anti-TGFbetaRII immunoglobulin single variable domain or polypeptide as claimed in 

claim 6 or pharmaceutical composition as claimed in claim 7, for use in treating tissue 

fibrosis or for use in wound healing and/or scarring reduction. 

10.  An anti-TGFbetaRII immunoglobulin single variable domain as claimed in claim 6 or 8, 

wherein the disease is keloid disease or Dupuytren's Contracture. 
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11.  Use of an anti-TGFbetaRll single variable domain or polypeptide as claimed in claim 1 in 

the manufacture of a medicament for the treatment of a disease selected from the 

group of: tissue fibrosis, such as pulmonary fibrosis, including idiopathic pulmonary 

fibrosis; liver fibrosis, 	including cirrhosis and chronic hepatitis; rheumatoid arthritis; 

ocular 	disorders; 	fibrosis 	of 	the 	skin, 	including 	keloid 	of 	skin, 	and 	Dupuytren's 

Contracture; kidney fibrosis such as nephritis and nephrosclerosis, wound healing; and a 

vascular condition, such as restenosis. 

12.  A kit comprising an anti-TGFbetaRll single variable domain or polypeptide as claimed in 

claim 1 and a device for applying said single variable domain or polypeptide to the skin. 

13.  A kit as claimed in claim 12, wherein the device is an intradermal delivery device. 
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