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Figure 1.

Figure 1E.

Family 19a LCDR3

Clone| MOR# |mAb# |Family 19a consensus sequence LCDR3 IES)EN%
179 |Clone 179 G|S|Y|D|F|F|IL|G| M |1 |V
180 |Clone 180
181 7709
182 |Clone 182
183 7700 1926
8095
8096
8097
8098
8141 L
8142 T
8143 Y
8160 7146 L
8161 T
8162 %
ut 8302 6785
T 8303 T
L 5548 L
184 7768
185 |Clone 185
Consensus G[S|[Y[D|[F[F|L|G|MLTY| I |V
Formula V G|S|Y|D|F|F|L|[G|Xaa20| | |V ]| 22

Xaa20 is Met, Leu, Thror Tyr.
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Figure 1.
Figure 1F.

Family 19a HCDR2

SEQ

MOR# | mAb# |Family 19a consensus sequence HCDR2 D

Clone 179 A | N G

Clone 180 S M

—

7709 K

—

Clone 182

7700 1926

8095

8096

8097

8098

8141

8142

8143

8160 7146

8161

8162

8302 6785

8303

w|v|n|nlu|u|v|ulu|lv]n|u|ov|n] o
w|v|n|nln]o|v|ulo|v|n|n|v]| n
I I I T B 1 BT B

5548

7768

<|<||Ala|=|=| A1 4]4] 4 ] olo

sl PN Ll |l [ el B Il I = o o ol Ll el

) (o] BT B B e T B B B B e b e
DOIO|DDDO| D DDDODOIOO|O|<|®O|H
S(m|m|mm|m|n| | m|afnfm| i< | <[ ST

Clone 185 S

Consensus AGTV | | NS [ GMKILH |[LDAHTGS| GS |TGYD | HWYF | KTI YFEN |Y|A[D|S|V|K|[G

Formula VI Xaa21| | |Xaa22| Xaa23 Xaa24 | Xaa2b | Xaa26 | Xaa27 | Xaa28 [ Xaa29 |Y |A[D|S|V|K[G]| 46

Xaa21 may be Ala, Gly, Thr or Val,

Xaa22 may be Asn or Ser,

Xaa23 may be Gly, Met, Lys, lle, Leu or His;
Xaa24 may be Leu, Asp, Ala, His, Thr, Gly or Ser;
Xaa25 may be Gly or Ser;

Xaa26 may be Thr, Gly, Tyr or Asp;

Xaa27 may be His, Trp, Tyr or Phe;

Xaa28 may be Lys, Thror lle; and

Xaa29 may be Tyr, Phe or Asn.
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Figure 1G.

Family 19a HCDR3

Figure 1.
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MOR #

mAb #

Family 19a consensus sequence HCDR3

SEQ
ID NO

Clone 179

Q

L

M

L

D

\

Clone 180

7709

Clone 182

7700

1926

8095

8096

8097

8098

8141

8142

8143

8160

7146

8161

8162

8302

6785

8303

5548

|||

7768

Clone 185

Consensus

Q

L

MLT

L

D

Formula VI

Q

L

Xaa30

L

D

61

Xaa30 may be Met, Leuor Thr.
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Figure 1H.

Family 19b HCDR2
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Figure 1.

PCT/US2010/054662

MOR# | mAb# |Family 19b consensus sequence HCDR2 ISEN%
Clone 186 VIT|S| A N G R D
Clone 187 K M H
Clone 188 M T N
Clone 189 H R D N G
Consensus VIT|S| AKMH | NMTR | GD | RHN DG
Formula VIII V|T|S| Xaa31 | Xaa32 |Xaa3 | Xaa34 Xaa3dd 51

Xaa31 may be Ala, Lys, Met or His;
Xaa32 may be Asn, Met, Thror Arg;

Xaa33 may be Gly or Asp;

Xaa34 may be Arg, His or Asn; and

Xaa3b may be Asp or Gly.
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Figure 2.

Figure 2A.

6785

IGLV3-1

IGLV3-9

IGLV3-10
IGLV3-12
IGLV3-16
IGLV3-19
IGLV3-21
IGLV3-22
IGLV3-25
IGLV3-27
IGLV3-32

6785

IGLV3-1

IGLV3-9

IGLV3-10
IGLV3-12
IGLV3-16
IGLV3-19
IGLV3-21
IGLV3-22
IGLV3-25
IGLV3-27
IGLV3-32

IGLJL
IGLJZ2
IGLJ3
IGLJ4
IGLJS
IGLJ6
IGLJ7

1 * * 60
QOSVLTQPPSVSVAPGOTARISCSGDNLGDKYANWYQOKPGOAPVLVIYDDIDRPSGIPER

SYELTQPPSVSVSPGOTASITCSGDKLGDKYACWYQOKPGOSPVLVIYODSKRPSGIPER
SYELTQPLSVSVALGOQTARITCGGNNIGSKNVHWYQOKPGOAPVLVIYRDSNRPSGIPER
SYELTQPPSVSVSPGOTARITCSGDALPKKYAYWYQOKSGOAPVLVIYEDSKRPSGIPER
SYELTQPHSVSVATAQMARITCGGNNIGSKAVHWYQOKPGODPVLVIYSDSNRPSGIPER
SYELTQPPSVSVSLGOMARITCSGEALPKKYAYWYQOKPGOFPVLVIYKDSERPSGIPER
SSELTQODPAVSVALGOTVRITCOGDSLRSYYASWYQOKPGOAPVLVIYGKNNRPSGIPDR
SYVLTQPPSVSVAPGKTARITCGGNNIGSKSVHWYQOKPGOAPVLVIYYDSDRPSGIPER
SYELTQLPSVSVSPGOTARITCSGDVLGENYADWYQOKPGOAPELVIYEDSERYPGIPER
SYELMQPPSVSVSPGOTARITCSGDALPKOYAYWYQOKPGOAPVLVIYKDSERPSGIPER
SYELTQPSSVSVSPGOTARITCSGDVLAKKYARWEQOKPGOAPVLVIYKDSERPSGIPER
SSGPTOVPAVSVALGOMARITCQOGDSMEGSYEHWYQOKPGOAPVLVIYDSSDRPSRIPER

61 KoKk 108
FSGSNSGNTATLTISGTQAEDEADYYCGSYDFFLGMIVEGGGTKLTVL

FSGSNSGNTATLTISGTQAMDEADYYCQAWDSSTA
FSGSNSGNTATLTISRAQAGDEADYYCQVWDSSTA
FSGSSSGTMATLTISGAQVEDEADYYCYSTDSSGNH
FSGSNPGNTTTLTISRIEAGDEADYYCQVWDSSSDH
FSGSSSGTIVTILTISGVQAEDEADYYCLSADSSGTY
FSGSSSGNTASLTITGAQAEDEADYYCNSRDSSGNH
FSGSNSGNTATLTISRVEAGDEADYYCQVWDSSSDH
FSGSTSGNTTTLTISRVLTEDEADYYCLSGDEDN
FSGSSSGTTVTILTISGVQAEDEADYYCQSADSSGTY
FSGSSSGTTVTILTISGAQVEDEADYYCYSAADNN
FSGSKSGNTTTLTITGAQAEDEADYYYQLIDNHA

YVFGTGTKVTIVL
VVFGGGTKLTVL
VVFGGGTKLTVL
FVFGGGTQLIIL
WVFGEGTELTVL
NVFGSGTKVTVL
AVFGGGTQLTVL

PCT/US2010/054662
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Figure 2.
Figure 2B.
1 * Kk * Kk 70
6785 OVOLLESGGGLVOPGGSLRLESCAASGFTFSSYAMSWVROAPGKGLEWVSTISLTSGFTYYADSVKGRETI
IGHV3-7 EVOLVESGGGLVOPGGSLRLSCAASGFTFSSYWMSWVROAPGKGLEWVANTIKODGSEKYYVDSVKGRET T
IGHV3-9 EVOLVESGGGLVOPGRSLRLSCAASGFTFDDYAMHWVROAPGKGLEWVSGISWNSGSIGYADSVKGRETI

IGHV3-11 OVOLVESGGGLVKPGGSLRLSCAASGFTFSDYYMSWIRQAPGKGLEWVSYISSSGSTIYYADSVKGRETT
IGHV3-16 EVOLVESGGGLVOPGGSLRLSCAASGFTFSNSDMNWARKAPGKGLEWVSGVSWNGSRTHYVDSVKRRET T
IGHV3-19 TVQLVESGGGLVEPGGSLRLSCAASGFTFSNSDMNWVROAPGKGLEWVSGVSWNGSRTHYADSVKGREFTI T
IGHV3-20 EVOLVESGGGVVRPGGSLRLSCAASGFTFDDYGCGMSWVROAPGKGLEWVSGINWNGGSTGYADSVKGRETT
IGHV3-21 EVOLVESGGGLVKPGGSLRLSCAASGFTEFSSY SMNWVROAPGKGLEWVSSISSSSSYIYYADSVKGRETT
IGHV3-23 EVOLLESGGGLVOPGGSLRLSCAASGFTFSSYAMSWVROAPGKGLEWVSATISGSGGSTYYADSVKGRETT
IGHV3-30 OVOLVESGGGVVQPGRSLRLSCAASGFTFSSYAMHWVROAPGKGLEWVAVISYDGENKYYADSVKGRETT
IGHV3-30-3 QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYAMHWVROAPGKGLEWVAVISYDGSNKYYADSVKGRETI
IGHV3-33 OVOLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWVAVIWYDGENKYYADSVKGRET T
IGHV3-35 EVOLVESGGGLVOPGGSLRLSCAASGFTFSNSDMNWVHOQAPGKGLEWVSGVSWNGSRTHYADSVKGRETT
IGHV3-43 EVOLVESGGVVVQPGGSLRLSCAASGFTFDDY TMHWVROAPGKGLEWVSLISWDGGSTYYADSVKGRETT
IGHV3-48 EVOLVESGGGLVOPGGSLRLSCAASGFTFSSY SMNWVROAPGKGLEWVESYISSSSSTIYYADSVKGRETT
IGHV3-64 EVOLVESGGGLVOPGGSLRLSCAASGFTFSSYAMHWVROAPGKGLEYVSATISSNGGSTYYANSVKGRETT
IGHV3-74 EVOLVESGGGLVOPGGSLRLSCAASGFTFSSYWMHWVROAPGKGLVWVSRINSDGSSTSYADSVKGRETT

71 *xx 115
6785 SRDNSKNTLYLOMNSLRAEDTAVYYCARQLTLDVWGOGTLVTIVSS
IGHV3-7 SRDNAKNSLYLOMNSLRAEDTAVYYCAR
IGHV3-9 SRDNAKNSLYLOMNSLRAEDTALYYCAKD

IGHV3-11 SRDNAKNSLYLOMNSLRAEDTAVYYCAR
IGHV3-16 SRDNSRNSLYLOKNRRRAEDMAVYYCVR
IGHV3-19 SRDNSRNFLYQOMNSLRPEDMAVYYCVR
IGHV3-20 SRDNAKNSLYLOMNSLRAEDTALYHCAR
IGHV3-21 SRDNAKNSLYLOMNSLRAEDTAVYYCAR
IGHV3-23 SRDNSKNTLYLOMNSLRAEDTAVYYCAK
IGHV3-30 SRDNSKNTLYLOMNSLRAEDTAVYYCAR
IGHV3-30-3 SRDNSKNTLYLOMNSLRAEDTAVYYCAR
IGHV3-33 SRDNSKNTLYLOMNSLRAEDTAVYYCAR
IGHV3-35 SRDNSRNTLYLOTNSLRAEDTAVYYCVR
IGHV3-35 SRDNSRNTLYLOTNSLRAEDTAVYYCVR
IGHV3-43 SRDNSKNSLYLOMNSLRTEDTALYYCAKD
IGHV3-48 SRDNAKNSLYLOMNSLRAEDTAVYYCAR
IGHV3-64 SRDNSKNTLYLOMGSLRAEDMAVYYCAR
IGHV3-74 SRDNAKNTLYLOMNSLRAEDTAVYYCAR

IGHJL .. JAEYFOHWGOGTLVTVES
IGHJZ2 .. YWYFDLWGRGTLVTVSES
IGHJI3 L AFDVWGQOGTMVTVSS
IGeJ4 i YFDYWGOGTIVTVSS
IGHJS ... .NWFDSWGOGTLVTVES

IGHJ6 YYYYYGMDVWGOGTTVTVES
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Figure 3

Figure 3A.

HV

Kabat |Chothia
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Figure 3.

Figure 3B.
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Figure 4.

Figure 4A.

Competition of labeled mAb 1926 with different anti-IL-17A

140 - mAbs
120 -
°\A° i
~ 100
1]
£
< 80 -
=
o —— mAb 1926
o 60
2 : — == mAb 7357 (C1863)
® 40 . - & = MOR7706
&" —O— MOR 7708
20 -
0 =
1 10 100 1000 10000
Competitor conc. (nM)
Figure 4B.
Competition of labeled mAb 1926 with different anti-ll-17A
mAbs
140 ~
VAN
120 A
= 100 ¢
o)
£
E 80 1
)
® 60 - —&— mAb 1926
5 ——MAB317
o 40 A - & —=MAB3171
20 —O—eBioscience 16-7178
0 T T 1
1 10 100 1000 10000

Competitor conc. (nM)
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Figure 4.

Figure 4C.

Competition of labeled MAB317 with different anti-IL-17A

mAbs
140 -
120
9
=~ 100
o
£
- 80
=
o
o 60
2 —— MAB317
< 40
& - & = MAB3171
20 —O— eBioscience 16-7178
0 T T T .
1 10 100 1000 10000
Competitor conc. (nM)
Figure 4D.
Competition of labeled MAB3171 with different anti-IL-17A
mAbs
160 -
140 A
g 120 -
_g’ 100 €
©
._g 80 -
o —&#— mAb 1926
2= 60 1
= —{— MAB317
& 40 -+ N - £ = MAB3171
20 4 RS —O— eBioscience 16-7178
T A
0 T T T 1
1 10 100 1000 10000

Competitor conc. (nM)
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Figure 4.

Figure 4E.

Competition of labeled mAb 7357 (C1863) with different
anti-IL.-17A mAbs

PCT/US2010/054662

140 -
__ 10
x
~= 100 i Q
w0
=
S 80 A
=
o
o 60 - —&— mAb7357
>
E 40 - —{—mAb 1926
00:.) -/ =MOR7706
20 -
=—0O—MOR7708
0
10 100 1000 10000
Competitor conc. (nM)
Figure 4F.
Competition of labeled mAb 7357 (C1863) with different
nti-IL-17A mA
140 - a bs
120 -
~ 100 -
00 :
S
T 80
-_g —— mAb 7357
G>J 60 - —QO— eBioscience 16-7178
E 20 —{— MAB317
Q H -/ =-MAB3171
- !
20
o 4 S—
1 10 100 1000 10000

Competitor conc. (nM)
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Figure 5.

26
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Figure 6.
L-17A

WO 2011/053763

Figure 6A.
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Figure 7.

Protomer 2
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Figure 8A.

ToFFQ1:

Figure 8C.
C

Ge Pocket PI residues
A& Pocket P2 residues
Full and filled symobob tudicate residues from the twe monnmers of the HL-17A dimer
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Binding signal
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Figure 9.

Binding of mAb 1926 to different species of IL-17A
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