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Improved affinity of the Q64R / M86Y
CRIg mutant
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Affinity-improved CRIg remains selective for C3b
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Improved complement inhibitory potency of
CRIg Q64R / M86Y in vitro compared to
wildtype CRIg
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CRIlg Q64R/M86Y shows improved efficacy
in vivo over CRIg WT in vivo
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Step-wise generation of higher affinity CRIg by
phaqe display

Library
Position .
WT s’;"'°“” 2 0 [ Soft randomized
v Not randomized
w
v Selected
Consensus v ]
Position 40
WT %
Consensus

Position g3 54

55 S6 ST 58 59 60
WT S GDPDAH I QOQ
$ GD H I Q
S GD H I Q K
$ GP H1I Q1
Consensus S EDH I O
Library 4
Position 85 86 87 9
WT E M D Q
E CD Y
E CD R
E Y D K
E Y D K
E Y D R
E Y D L
E Y D Q
E Y D Q
E W D E F
E W D E : Y
E W D E K
E W D E; R
E W D E; Q
E F D E K
E F D E R
Consensus Y D E K
w R
F
Library 5
Position 144 105 106 107 108 109 110 111
WT Q VR D K
R V R D N
R VRDD Each panel shows clones that were
. ‘l’ . g selected from each library based on
- n I R D B binding affinity to C3b. The sequence is
K 1 R D Q denoted by the single-letter amino acid
K I A DN
K I s b N code.
Q I R 8§ P
K T R D N
K YV R D Q
K YV R D N
K VvV R DN
K V R D D
: K V R § D
K vV § b D
Consensus K% v R o Q
R 1 D
N

Table 2
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