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SEQ
ID
NO

Description

Sequence

reference A:

EVQLVESGGGLVQPGGSLRLSCTASGEFTEFSTADMGWERQAPGKGREFVSRI
SGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTAVYYCRSPRYA
DOWSAYDYWGOGTLVIVSS

2 CDR1 (Kabat) TADMG
3 CDR2 (Kabat) RISGIDGTTYYDEPVKG
4 CDR3 (Kabat/Abm) | PRYADQWSAYDY
5 CDR1 (Abm) GFTFSTADMG
6 CDR2 (Abm) RISGIDGTTY
7 CDR3 (Kabat/Abm) | PRYADQWSAYDY
8 Reference A EVQLVESGGGLVQPGGSLRLSCTASGFTFSTADMGWFRQAPGKGREFVSRI
(89T) SGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTATYYCRSPRYA
DQWSAYDYWGQGTLVTVSS
9 Reference A (11V|EVQLVESGGGVVQOPGGSLRLSCTASGFTFSTADMGWFRQAPGKGREFVSRI
+ 110K) SGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTAVYYCRSPRYA
DQWSAYDYWGQGTLVKVSS
10 |Reference A (11V|EVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWFRQAPGKGREFVSRI
+ 1100Q) SGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTAVYYCRSPRYA
DQWSAYDYWGQGTLVQVSS
11 |Reference A (11V|EVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWFRQAPGKGREFVSRI
+ 112K) SGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTAVYYCRSPRYA
DQWSAYDYWGQGTLVTVKS
12 |Reference A (11V|EVQLVESGGGVVQPGGSLRLSCTASGEFTFSTADMGWFRQAPGKGREFVSRI

+ 112Q)

SGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTAVYYCRSPRYA
DOQWSAYDYWGQGTLVIVQS
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SEQ Description Sequence
ID
NO
13 Reference A (89L |EVOLVESGGGLVQOPGGSLRLSCTASGFTFSTADMGWFROAPGKGRE
+ 110K) FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVKVSS
14 Reference A (89L |EVQLVESGGGLVOPGGSLRLSCTASGFTEFSTADMGWFRQAPGKGRE
+ 110Q) FVSRISGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVQVSS
15 Reference A (89L |EVQLVESGGGLVQPGGSLRLSCTASGFTFSTADMGWFRQAPGKGRE
+ 112K) FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVTVKS
16 Reference A (89L |EVQOLVESGGGLVQPGGSLRLSCTASGFTESTADMGWFROAPGKGRE
+ 112Q) FVSRISGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVIVQS
17 Reference A (11V |EVQLVESGGGVVQOPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
+ 89L) FVSRISGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVTIVSS
18 Reference A (11V |EVQLVESGGGVVQOPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
+ 89L + 110K) FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGOGTLVRKVSS
19 Reference A (11V |EVOLVESGGGVVQPGGSLRLSCTASGEFTFSTADMGWEFRQAPGKGRE
+ 89L + 1100Q) FVSRISGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVQVSS
20 Reference A (11V |EVQLVESGGGVVQOPGGSLRLSCTASGFTFSTADMGWFROAPGKGRE

+ 89L + 112K)

FVSRISGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVTIVKS
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SEQ Description Sequence
ID
NO
21 Reference A (11V|EVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWFRQAPGKGRE
+ 89L + 112Q) FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGOGTLVTVQS
22 Reference A EVOLVESGGGLVQPGGSLRLSCTASGEFTEFSTADMGWFROAPGKGRE
(89T)+ A FVSRISGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTA
TYYCRSPRYADQWSAYDYWGOQGTILVTVSSA
23 Reference A (11V|EVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
+ 110K)+ A FVSRISGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTA
VYYCRSPRYADOQWSAYDYWGQGTLVREVSSA
24 Reference A (11VIEVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
+ 110Q)+ A FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
VYYCRSPRYADQWSAYDYWGQGTLVQVSSA
25 Reference A (11V]|EVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWFRQAPGKGRE
+ 112K)+ A FVSRISGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTA
VYYCRSPRYADQWSAYDYWGQGTLVTIVKSA
26 Reference A (11V|EVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
+ 112Q)+ A FVSRISGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTA
VYYCRSPRYADQWSAYDYWGQGTLVTVQSA
27 Reference A (89L |EVQLVESGGGLVQPGGSLRLSCTASGEFTESTADMGWFROAPGKGRE
+ 110K)+ A FVSRISGIDGTTYYDEPVKGREFTISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVKEVSSA
28 Reference A (89L |EVQLVESGGGLVQPGGSLRLSCTASGFTEFSTADMGWFROQAPGKGRE

+ 110Q)+ A

FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVQVSSA
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SEQ Description Sequence
ID
NO
29 Reference A (89L |EVOLVESGGGLVQPGGSLRLSCTASGFTFSTADMGWFROAPGKGRE
+ 112K)+A FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVTVKSA
30 Reference A (89L |EVQLVESGGGLVOPGGSIRLSCTASGEFTEFSTADMGWFRQAPGKGRE
+ 112Q)+A FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVIVQSA
31 Reference A (11V |EVOLVESGGGVVQOPGGSLRLSCTASGEFTFSTADMGWERQAPGKGRE
+ 89L)+ A FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVIVSSA
32 Reference A (11V |EVQLVESGGGVVQOPGGSLRLSCTASGFTFSTADMGWEFROAPGKGRE
+ 89L + 110K)+ A |FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGOGTLVKVSSA
33 Reference A (11V |EVOLVESGGGVVOPGGSLRLSCTASGETFSTADMGWEFRQAPGKGRE
+ 89L + 110Q)+ A |FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVQVSSA
34 Reference A (11V |EVOLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
+ 89L + 112K)+A |FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVTIVKSA
35 Reference A (11V |EVQOLVESGGGVVQPGGSLRLSCTASGEFTESTADMGWEFRQAPGKGRE
+ 89L + 112Q)+A |FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVTVQSA
36 TNF binder of DVQLVESGGGVVQPGGSLRLSCTASGETESTADMGWERQAPGKGRE
the invention FVARISGIDGTTYYDEPVKGRETISRDNSKNTLYLOMNSLRPEDTA
(000106) LYYCRSPRYADOQWSAYDYWGQGTLVTIVSSA
37 TNE binder of DVQLVESGGGVVQPGGSLRLSCTASGETESTADMGWERQAPGKGRE

the invention
(00018)

FVSRISGIDGTTYYDEPVKGRETISRDNSKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVIVSSA
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SEQ Description Sequence

ID

NO

38 TNF binder of DVQLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
the invention FVSRISGIDGTTYYDEPVKGRFTISRDNSKNTVYLOMNSLRPEDTA
(00012) LYYCRSPRYADQWSAYDYWGOGTLVIVSSA

39 TNF binder of DVOLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWEFRQAPGKGRE
the invention FVARISGIDGTTYYADSVKGRFTISRDNSKNTVYLOMNSLRPEDTA
(00020) LYYCRSPRYADQWSAYDYWGQGTLVIVSSA

40 TNF binder of DVOLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWEFROAPGKGRE
the invention FVARISGIDGTTYYDEPVKGRFTISRDNSKNTVYLOMNSLRPEDTA
(00021) LYYCRSPRYADOQWSAYDYWGQGTLVIVISSA

471 TNF binder of DVQLVESGGGVVQPGGSLRLSCTASGFTEFSTADMGWEFRQAPGKGRE
the invention FVSRISGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTA
(00030) LYYCRSPRYADQWSAYDYWGQGTLVITVSSA

42 HIS6-FLAG3 tag HHHHHHGAADYKDHDGDYKDHDIDYKDDDDKGAA

43 C-terminal end VTVKS

44 C-terminal end VTVOS

45 C-terminal end VKVSS

46 C-terminal end VOVSS

47 C-terminal end VTVKSX (n)

48 C-terminal end VTVOSX (1)

49 C-terminal end VKVSSX (1)

50 C-terminal end VOVSSY (1)

51 C-terminal end VTVKSA

52 C-terminal end VTVOSA

53 C-terminal end VKVSSA

54 C-terminal end VOVSSA

55 C-terminal end VTVSS

56 C-terminal end VITVSSX ()

57 C-terminal end VTVSSA

58 NC55TNF-NC7 OVOLVESGGGLVQAGGSLRLSCTASGQTSSTADMGWEFROQPPGKGRE
(PMP6C11) FVARISGIDGTTYYDEPVKGRFTISRDKAQONTVYLOMDSLKPEDTA
Wo0z2006/122786: VYYCRSPRYADOQWSAYDYWGQGTQVTVSS
SEQ ID NO: 125

59 \N02015U733255eqid EVOLVESGGGVVOPGGSLRLSCTASGEFTEFSTADMGWFRQAPGKGRE

NO: 345

FVSRISGIDGTTYYDEPVKGRFTISRDNAKNTLYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVIVSS
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60 TNF200 DVQLVESGGGLVQPGGSIRLSCTASGEFTESTADMGWERQAPGKGRE
FVSRISGIDGTTYYDEPVKGRETISRDNARKNTLYLOMNSLRPEDTA
VYYCRSPRYADQWSAYDYWGQGTLVTVSS

61 A016600015 DVOQLVESGGGLVQPGGSLRLSCTASGEFTESTADMGWERQAPGKGRE
(TNF200A) FVSRISGIDGTTYYDEPVKGRETISRDNAKNTLYLOMNSLRPEDTA
VYYCRSPRYADQWSAYDYWGQGTLVIVSSA

62 | A016600046 100dL DVQOLVESGGGVVQPGGSLRLSCTASGFTFSTADMGWFRQAPGKGRE
FVARTISGIDGTTYYDEPVKGRFTTSRDNSKNTVYLOMNSLRPEDTA
(00046) LYYCRSPRYADOWSALDYWGOGTLVTVSSA

63 A016600052 {(49C-69C | DVQLVESGGGVVQPGGSLRLSCTASGEFTEFSTADMGWERQAPGKGRE
+ 100dL (00052) FVCRISGIDGTTYYDEPVKGRETCSRDNSKNTVYLOMNSLRPEDTA
LYYCRSPRYADQWSALDYWGQGTLVTVSSA

64 AQ16600038 (00038) DVQLVESGGGVVQPGGSLRLSCTASGFTESTADMGWEFROAPGKGRE
FVARISGIDGTTYYDEPVKGRETISRDNARKNTVYLOMNSLRPEDTA
LYYCRSPRYADQWSAYDYWGQGTLVIVSSA

65 A016600013 (00013) EVQLVESGGGLVQPGGSLRLSCTASGETESTADMGWELOAPGKGRE
FVSRISGIDGTITYYDEPVQGRETISRDNAKNTLYLOMNSLRPEDTA
VYYCRPSQYADQWSAYDYWGQGTILVTVSS

66 A016600014 (00014) EVQLVESGGGLVOPGGSLRLSCTASGEFTEFSTADMGWERQAPGKGRE
FVSRISGIDGTTYYDEPVQGREFTISRDNAKNTLYLOMNSLRPEDTA
VYYCRPSQYADQWSAYDYWGQGTLVTIVSS

67 A016600040 {00040) QVQLVESGGGLVQAGGSLRLSCTASGQTSSTADMGWERQPPGKGRE
FVARISGIDGTTYYDEPVKGRETISRDKAQONTVYLOMDSLKPEDTA
VYYCRSPRYADQWSAYDYWGQGTQVTIVSS

68 A016600039 (00039) QVQLVESGGGLVQAGGSLRLSCTASGQTSSTADMGWERQPPGKGRE
FVARISGIDGTTYYDEPVKGRETISRDKSONTVYLOMDSLKPEDTA
VYYCRSPRYADQWSAYDYWGOGTQVTVSS

69 A016600045 (00045) DVQLVESGGGVVQPGGSLRLSCTASGEFTFSTADMGWEFRQAPGKGRE
EFVARISGIDGTTYYDEPVKGRETISRDNSKNTVYLOMNSLRPEDTA
LYYCRSPRYADQWSAHDYWGQGTLVTVSSA
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Sample

Normalized PreAb binding levels
RUat 125 g)

% Reduction PreAb binding
compared to Reference A

SEQID

NO:58

(Q108L
)

Referen
ce A

Referen
ce A
(L11V,
V89L)

Referen
ce A
(L11V,
AT48S,

Referen
ce A
(Liv,
S49A,

SEQID

NQO:58

(Q108L
)

Referen
ce A
(L11V,
V89L)

Referen
ce A
(L11V,
A48,
V89L)

Referen
ce A
(L11v,
S49A,
V89L)

IHUS#ABL-0042-
02

V89L)

¥

V89L)

(e

IHUS#ABL-0088-
03

41

99

100

94

IHUS#ABL-0137-
01

IHUS#ABL-0138-
01

IHUS#ABL-0139-
01

37

100

100

100

100

IHUS#ABL-0141-
01

IHUS#ABL-0149-
01

34

121

32

71

88

100

73

IHUS#ABL-0150-
01

IHUS#ABL-0151-
01

38

126

70

100

100

100

IHUS#ABL-0152-
01

50

100

100

100

100

IHUS#ABL-0153-
01

61

145

58

100

100

100

IHUS#ABL-0154-
01

IHUS#ABL-0159-
01

IHUS#ABL-0160-
01

IHUS#ABL-0161-
01

IHUS#ABL-0162-
01

IHUS#ABL-0148-
01

290

369

21

100

100

100

IHUS#ABL-0163-
01

236

310

24

99

100

98

IHUS#ABL-0171-
01

IHUS#ABL-0172-
01

47

48

100

100

100
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Sample

SEQID
NO:58
(Q108L)

Referen
ce A

Referen
ce A
(L11v,
V89L)

Referen
ce A
(L11V,
AT4S,

Referen
ce A
(L11V,
S49A,

SEQID
NO:58
(Q108L)

Referen
ce A
(L11V,
V89L)

Referen
ce A
(L11V,
AT48,
V89L)

Referen
ce A
(L11V,
S49A,
V89L)

IHUS#HABL-
0218-01

63

72

Rl

V89L)

3

V89L)

-

100

100

100

IHUS#ABL-
0040-03

284

100

100

100

IHUSH#HABL-
0090-02

413

31

94

100

93

IHUSHABL-
0173-01

186

100

100

100

IHUS#ABL-
0188-01

IHUS#ABL-
0006-02

458

66

34

84

86

93

82

IHUS#ABL-
0189-01

IHUS#ABL-
0190-01

IHUS#ABL-
0191-01

19

IHUS#ABL-
0192-01

IHUSHABL-
0198-01

IHUS#ABL-
0165-01

206

240

100

100

100

IHUS#ABL-
0199-01

229

250

94

98

94

IHUSH#ABL-
0200-01

IHUSHABL-
0201-01

30

63

100

100

100

IHUS#ABL-
0202-01

90

67

100

100

100

IHUS#HABL-
0044-02

IHUS#ABL-
0209-01

IHUS#ABL-
0210-01

IHUS#ABL-
0211-01

N

92

100

100

100

IHUS#ABL-
0212-01

47

137

66

97

100

97

IHUSHABL-
0213-01
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Sample

SEQID
NO:58
(Q108L)

Referen
ce A

Referen
ce A
(L11v,
V89L)

Referen
ce A
(L11V,
AT48,

Referen
ce A
(Li1v,
S49A,

SEQID
NO:58
(Q108L)

Referen
ce A
(L11V,
V89L)

Referen
ce A
(L11V,
AT48,
V89L)

Referen
ce A
(L11V,
S49A,
V89L)

IHUS#HABL-
0183-01

290

353

V89L)

V89L)

[

96

100

95

IHUS#ABL-
0005-06

IHUSH#ABL-
0219-01

IHUS#ABL-
0221-01

IHUS#ABL-
0222-01

144

100

100

100

IHUS#ABL-
0223-01

267

34

100

100

100

IHUSH#HABL-
0142-01

25

100

100

100

100

IHUS#ABL-
0143-01

IHUS#HABL-
0144-01

83

99

100

100

100

IHUS#ABL-
0145-01

81

100

100

100

IHUS#ABL-
0146-01

61

74

100

100

100

IHUSH#ABL-
0147-01

163

56

100

100

100

IHUS#ABL-
0031-04

24

100

100

100

100

IHUS#ABL-
0047-02

24

i

100

100

100

100

IHUSHABL-
0155-01

49

65

24

100

100

100

IHUS#ABL-
0156-01

26

59

57

100

100

100

IHUS#ABL-
0157-01

98

261

63

100

100

100

IHUS#ABL-
0158-01

175

222

21

100

100

100

IHUS#ABL-
0164-01

IHUSHABL-
0166-01

IHUS#ABL-
0167-01

237

100

100

100

100

IHUSHABL-
0168-01
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. Referen | Referen . Referen | Referen
SEQID Referen clere chere SEQ ID | Referen chere chere
. ce A ce A . ce A ce A
NO:58 | Referen ce A NO:58 ce A
Sample | @, | @iy, @1y, | @y,
(Q108L)| ceA | (L11V, (Q108L) | (L11V,
VS9L) A4S, S49A, VS9L) A48, S49A,
V89L) | V89L) V$9L) | V89L)
THuSHABL- ~
usHrs 21 12 : 100 100 100 100
THuSH#ABL- " o B
usHes 86 242 19 1 64 100 100 100
ABL-00M1-01 C | 34 77 19 55 100 100 100
ABL-0053-01 C | 176 302 Ry 42 100 100 100
ABL-0054-01 C | 249 293 100 100 100
ABL-0045-01 C | 379 434 43 21 36 3 90 95 92
ABL-0062-01 C | 268 375 29 100 100 100
ABL-0039-01 C | 361 410 31 z 30 92 97 93
HS'#ffﬁﬁZOOS' 450 512 156 100 161 70 80 69
IHuS#29Sep201
IS 151 221 36 22 39 32 84 90 82
IHuS#298ep201 - -
e 7 167 96 100 100 100
IHuS#295ep207 -
Sraosep 32 55 ] 42 100 100 100
HuS#29Sep201 f
o 276 412 31 39 33 92 97 91
|Hus#:gg12314 76 102 12 25 100 100 100
IHuS#K(7)212314 133 216 38 100 100 100
|Hus#::g12314 121 191 15 13 37 100 100 100
THuSEABL- )
usars 231 296 10 22 100 100 100
THuSEABL-
uonms 351 384 50 2 49 87 93 87
THuSHABL- -
oS 66 238 72 100 100 100
NB130259-004 39 71 12 12 44 100 100 100
IHUSHOAAPR20
P 74 178 59 100 100 8
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Figure 7 (continued)
Referen Referen SEQ ID | Referen Referen | Referen
ce A CCA | NOiS8 | ceA | CeA | ceA
+12111Q 10 11 LIV T (L11V, (‘QIO'SL) (L11Y (L11v, | (L11V,
3 s
V8oL, S49A, V8oL, AT74S, | S49A,
V89L) V89L) | V89L)
THUSHO4APR20
o 1nd0Bm 70 194 64 100 100 98
[HUSHO4APR20
12Ind07m 41 146 72 98 100 97
IHUSHO4APR20
2100 70 189 63 99 100 100
THUSHO4APR20
T2 10m 138 234 41 100 100 100
IHUSHO4APR20 N
12Ind03F 245 342 ( 28 97 98 95
IHUSHO4APRZ0
oInd04R 351 387 100 100 100
IHUSHO4APR20
12Ind15F 174 293 40 23 47 41 86 92 84
IHUSHO4APR20
oInd2TE 160 319 29 7 26 50 91 08 92
THUSHO4APR20
oInd29F 187 256 - : 27 100 100 100
[HUSHO4APR20
oInd31F 118 265 96 56 97 56 64 79 63
HUSHO4APR20
o Ind40F 95 257 63 100 100 100
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Figure 10
A
Competition FACS on HEK293H-mTNF cells
treated with Enbrei (EC[30]=0.02nM)
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Competition FACS on HEK293H-mTNF cells
treated with Enbrel (EC[90]=0.2nM)
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Figure 11




