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KETHS, EFHIITFORRFA/NIEELT Protein Arginine Deiminase4 (LT, PAD4) AARIES N
T, KHIFE T PAD4 FIRMAEFIEL THSN S GSK199 & PAD4 OHEERGLUIZ GSK199 &
PAD4 D7 A YA LTHS PAD1, PAD2, PAD3 LD EERE R FEHFE L IaL— a0 FALTERL
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FE 8% (100 words F2E)

Rheumatoid arthritis is a systemic autoimmune disease that causes physical dysfunction due to synovial
arthritis and destructive joint lesions. Protein Arginine Deiminase4 (PAD4) has been identified as a causative
protein in rheumatoid arthritis. In this study, we analyzed the interaction between GSK199, which are known as
selective PAD4 inhibitor, and PAD4 and the interaction between GSK199 and PAD1, PAD2, and PAD3, which are
PAD4 isozymes, with molecular dynamics simulations. These interaction analyses showed that n-n stacking was
formed only between PAD4 and GSK199. the amino acids corresponding to Phe634, which forms the n-x stacking,
from PAD1 to PAD3 do not have an aromatic ring, suggesting that Phe634 is involved in the target selectivity of

GSK199.
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#HaE AGpind (kcal mol)
Runl Run2 Run3 Run4
PAD1/GSK199 -72.643.3 -63.4+43 -67.0+46 -70.415.7
PAD2/GSK199 -725+£79  -81.9452 -73.7x7.1 -75.4%35
PAD3/GSK199 -65.3+2.3  -63.0¢6.0 -62.1+5.1 -63.0%4.5
PAD4/GSK199 -74.7448  -78.645.6  -77.4+6.7 -77.4457
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