
What is claimed is: 

1. 	A humanised antibody comprising a heavy chain variable region comprising one, 

two or three of the following complementarity determining regions: 

5 (i) CDRH1 as set out in SEQ ID NO:2 

(ii) CDRH2 as set out in SEQ ID NO:3 

(iii) CDRH3 as set out in SEQ ID NO:4, or a CDRH3 as set out in any of SEP 

10 

ID NO:132-137 

wherein the antibody further comprises at least one of a lysine residue at position 6., 

leucine residue at position 69, or a valine at position 71 of the heavy chain variab 	region 

(numbering according to Kabat). 

2. 	The antibody of claim 1, wherein the antibody comprises a leucine -sidue at 

position 69 of the heavy chain variable region 

15 

3. 	The antibody of claim 1 or 2, which comprises a heavy chai 	variable region 

comprising CDRH1 as set out inSEQ ID NO:2, CDRH2 as set ou in SEQ ID NO:3 and 

CDRH3 as set out in SEQ ID NO:4. 

20 4. 	The antibody of claim 1 or 2, which comprises a he .vy chain variable region 

comprising CDRH1 as set out in SEQ ID NO:2, CDRH2 as set out in SEQ ID NO:3, and 

CDRH3 with a sequence selected from the group con- sting of: SEQ ID NO:132, 133, 134, 

135, 136 or 137. 

25 5. 	The antibody of claim 1, which compris: 	a heavy chain variable region with a 

sequence selected from the group consistin. of SEQ ID NO:10, 11, 12, 13, 14, 15, 16, 17, 

121, 123, 125, 127, 129 or 131. 

6. 	The antibody of claim 5, which 	omprises a heavy chain variable region of SEQ ID 

30 NO:13 (1A11.H3 VH). 

7. 	The antibody of any pre eding claim, comprising a heavy chain of SEQ ID NO:114 

or SEQ ID NO:118. 
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8. 	The antibedy-ef-elaim-fa7w4iell-esni-priscs a h 	 rcgion 	of SEQ ID  

NO:121 or SEQ ID NO:123. 

9. 	The antibody of any preceding claim, further comprising a light chain variable 

5 region comprising one, two or three of the following complementarity determining regio - 

(iv) 	,CDRL1 as set out in SEQ ID NO:5 

(iv) CDRL2 as set out in SEQ ID NO:6 

(v) CDRL3 as set out in SEQ ID NO:7. 

10 10. 	The antibody of claim 9, wherein the light chain variable region further 	omprises 

at least one residue selected from the group consisting of: a lysine residue ..1 position 45, 

a proline residue at position 46, a tryptophan residue at position 47, a vali e residue at 

position 58, a valine residue at position 60, a serine residue at position 	0, and a tyrosine 

residue at position 71 of the variable region light chain (numbering ac ording to Kabat). 

15 

11. 	The antibody of any preceding claim, which comprises: a reavy chain variable 

domain comprising the following complementarity determining r-gions: 

(i) CDRH1 as set out in SEQ ID NO:2 

(ii) CDRH2 as set out in SEQ ID NO:3 

20 (iii) CDRH3 as set out in SEQ ID NO:4, or a C 	RH3 as set out in any of SEQ 

ID NO:132-137 

and a light chain variable domain comprising the foll• 	ing complementarity determining 

regions: 

(iv) CDRL1 as set out in SEQ ID NO; 

25 (v) CDRL2 as set out in SEQ ID NS .6 

(vi) CDRL3 as set out in SEQ ID 	0:7 

wherein the antibody further comprises a I:. cine residue at position 69 of the heavy chain 

variable region, and a proline residue at ,,osition 46 of the light chain variable region. 

30 12. 	The antibody of any precedin 	claim, comprising a light chain variable region of 

SEQ ID NO:22 

13. 	The antibody of any of , laims 1 to 12, which comprises a light chain of SEQ ID 

NO:115 

35 
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• - 14 	- L 	• 	: : : 	: 	" 	• : : - 	.431-antibedy-Geffitaricos a heavy-sh414-vaciable _ 	 — 	 - - 

region as set out in SEQ ID NO:13, and a light chain variable region as set out in SEQ ID 

NO:22 

5 15. 	An antigen binding protein comprising one or more of the following 

complementarity determining regions: 

(i) CDRH1 as set out in SEQ ID NO:2 or a variant CDR thereof 

(ii) CDRH2 as set out in SEQ ID NO:3 or a variant CDR thereof 

(iii) CDRH3 as set out in SEQ ID NO:4 or a variant CDR thereof, o a CDRH3 

10 as set out in any of SEQ ID NO:132-137 

(iv) CDRL1 as set out in SEQ ID NO:5 or a variant CDR there. 

(v) CDRL2 as set out in SEQ ID NO:6 or a variant CDR thereof 

(vi) CDRL3 as set out in SEQ ID NO:7 or a variant CDR th reof 

wherein at least one of said CDRs is a variant CDR or wherein CD" 	3 has a sequence 

15 as set out in SEQ ID NO:132-137, and wherein said antigen bindi g protein is capable of 

binding to CD127. 

16. 	The antigen binding protein of claim 15, which compr ses the following 

complementarity determining regions: 

20 (i) CDRH1 as set out in SEQ ID NO:2 

(ii) CDRH2 as set out in SEQ ID NO:3 

(iii) CDRH3 as set out in any of SEQ ID 	•:132-137 

(iv) CDRL1 as set out in SEQ ID NO:5 

(v) CDRL2 as set out in SEQ ID NO:. 

25 (vi) CDRL3 as set out in SEQ ID Nuo.7. 

17. 	The antigen binding protein of clai 	15 or 16, which comprises a light chain 

variable region of SEQ ID NO:22. 

30 18. 	The antigen binding protein of 	Iaim 15, 16 or 17, which comprises a heavy chain 

variable region of SEQ ID NO:13, w h one or more substitutions in the heavy chain, said 

substitutions selected from the grf up consisting of: N98D, N98E, F100bE, F100bH, 

F100b1 and F100bV. 
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1-9- 	The antigen binding protein according to clai441-1-5—Wa-aiL-1-7—wINGh-eem 

heavy chain variable region selected from the group consisting of SEQ ID NO:121, 123, 

125, 127, 129 and 131. 

5 20. An antigen binding protein, comprising a heavy chain variable region as set out i 

SEQ ID NO:13, and a light chain variable region as set out in SEQ ID NO:22. 

21. An antigen binding protein according to claim 20, comprising a heavy chain 	s set 

out in SEQ ID NO:114 or SEQ ID NO:118 and a light chain as set out in SEQ ID 	0:115. 

10 

22. A nucleic acid molecule encoding an antibody or antigen binding prate 	according 

to any of claims 1 to 20. 

23. An expression vector comprising a nucleic acid molecule accordi,  g to claim 22. 

15 

24. A recombinant host cell comprising an expression vector acc. ding to claim 23. 

25. An antibody or antigen binding protein expressed by a ho 	cell according to claim 

24. 

20 

26. A method for the production of an antigen binding pr. ein, comprising the step of 

culturing a host cell according to claim 24 in a medium to 4 oduce the antigen binding 

protein, and isolating or purifying the antigen binding pro -in therefrom. 

25 27. A method according to claim 26, wherein said 	ulturing step is performed in 

conditions conducive for expression of the antibody .r antigen binding protein from the 

host cell, and secretion of the antibody from the c: I. 

28. A pharmaceutical composition campus 	g an antigen binding protein according to 

30 any of claims 1 to 20 and a pharmaceutically acceptable carrier or excipient.  
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2-9,-Use-of-ag-acItigan-bindinglarote-i-n-acc,e-r-Gtigg to ap-y-of claims 1 to 20, in : 

manufacture of a medicament for treating a subject 

inflammatory disease. 

30. 	The use according to claim 29, wherein the 

is multiple sclerosis. 

114 

afflicted with an autoimmune 

autoimmune or inflammatory 

or 

dice. e 



What is claimed is: 

5 

1. 	An isolated antigen-binding protein comprising a heavy chain variable region with a 

sequence selected from the group consisting of SEQ ID NO: 11, 12, 13, 14, 15, 16, 17, 121, 

123, 125, 127, 129 and 131 and a light chain variable region comprising the following 

complementarity determining regions: 

(i) CDRL1 as set out in SEQ ID NO:5, 

(ii) CDRL2 as set out in SEQ ID NO:6, and 

(iii) CDRL3 as set out in SEQ ID NO:7 

10 

2. 	The isolated antigen-binding protein of claim 1, which comprises a heavy chain 

variable region of SEQ ID NO:13. 

3. 	The isolated antigen-binding protein of claim 1, comprising a heavy chain amino acid 

15 sequence selected from the group consisting of: SEQ ID NO:114 and SEQ ID NO:118. 

4. 	The isolated antigen-binding protein of claim 1, comprising a heavy chain amino acid 

sequence selected from the group consisting of: SEQ ID NO:121 and SEQ ID NO:123. 

20 5. 	The isolated antigen-binding protein of claim 1, comprising a light chain variable 

region of SEQ ID NO:22. 

6. 	The isolated antigen-binding protein of claim 1, comprising a light chain of SEQ ID 

NO:115. 

25 

7. 	The isolated antigen-binding protein of claim 1, wherein said isolated antigen-binding 

protein comprises a heavy chain variable region as set out in SEQ ID NO:13, and a light 

chain variable region as set out in SEQ ID NO:22. 

30 8. 	An isolated antigen-binding protein comprising the following complementarity 

determining regions: 

35 

(i) CDRH1 as set out in SEQ ID NO:2, 

(ii) CDRH2 as set out in SEQ ID NO:3, 

(iii) CDRH3 as set out in SEQ ID NO:132-137, 

(iv) CDRL1 as set out in SEQ ID NO:5, 

(v) CDRL2 as set out in SEQ ID NO:6, and 

(vi) CDRL3 as set out in SEQ ID NO:7. 
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9. The isolated antigen-binding protein of claim 8, which comprises a light chain 

variable region of SEQ ID NO:22. 

10. The isolated antigen-binding protein of claim 8, which comprises a heavy chain 

5 variable region of SEQ ID NO:13, with at least one substitution in the heavy chain, said 

substitution selected from the group consisting of: N98D, N98E, F100bE, F100bH, F000b1 

and F100bV. 

11. The isolated antigen-binding protein of claim 8, which comprises a heavy chain 

10 variable region selected from the group consisting of SEQ ID NO:121, 123, 125, 127, 129 

and 131. 

12. An isolated nucleic acid molecule encoding an isolated antigen-binding protein 

according to claim 1. 

15 

13. An expression vector comprising a nucleic acid molecule according to claim 12. 

14. An isolated host cell comprising an expression vector according to claim 13. 

20 15. An isolated antigen-binding protein expressed by a host cell according to claim 14. 

16 	A method for the production of an isolated antigen-binding protein, comprising the 

step of culturing a host cell according to claim 14 in a medium to produce the isolated 

antigen-binding protein, and isolating or purifying the isolated antigen-binding protein 

25 therefrom. 

17. A method according to claim 16, wherein said culturing step is performed in 

conditions conducive for expression of the isolated antigen-binding protein from the host cell, 

and secretion of the antibody from the cell. 

30 

18. A pharmaceutical composition comprising an isolated antigen-binding protein 

according to claim 1 and a pharmaceutically acceptable carrier or excipient. 
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