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Therapeutic study of rheumatoid arthritis by humanized anti-PAD4 antibody
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Peptidylarginine deiminase 4 (PAD4) that catalyzes the conversion of protein

arginine residues to citrulline residues in the presence of Ca2+ is likely to be involved in
rheumatoid arthritis (RA), because anti cyclic citrullinated protein antibodies against its
catalytic modified peptides are associated with onset of RA disease. However, it iIs still not clear
whether PAD4, in particular, its catalytic activity directly affects onset of RA symptoms. To
reveal this, we created that anti PAD4 monoclonal antibodies recognized catalytic cleft of PAD4.
Antibodies were obtained by phage display technique to be combined with immunization in chick. They
were introduced by intraperitoneal administration in RA model mouse, called D1CC mouse, resulted in
reduction of onset of inflammatory arthritis. Anti PAD4 antibody reduces inflammatory arthritis in
D1CC mouse. We therefore concluded that PAD4 played critical role in the pathogenesis of initial
phase of RA.
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Clone name peptide 1 peptide2 Kd (for mPAD4)
L4119 mueine) O BAx10*
L-207 (murine) 0 1.3x10% (%5.4x109)
J8 (avian) @) 2.1x10*

Kd was measured by Biacore
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Peptide # Amino acid sequence
Peptidel VVFDSPRNRGLKEFPIK
Peptide2 EENMDDQWMOQDEMEIGY
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Comparison whole protein peptidel  peptide2
cPAD1/hPAD4 57 82 53
cPAD2/hPAD4 50 65 59
cPAD3/hPAD4 56 71 59
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mL78 1 N.D.
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