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Fig. 1 Computer-generated stereoscopic diagrams of 3D
structure models for two anti-hTNFa McAbs, 1CGEg and
3F;A,q varible regions

Qval Ca backbones of two McAb models are displayed and the
disulfide bonds are indicated as yellow *ball and stick’ connections
between the appropriate carbon and sulfur atoms,
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2b Profile-3D verified the compatibilities of 1C,E¢ and 3FgAy models with their own amino acid sequences

B2 FHH hTNFo REBRR N SREN
Fig.2 Structure evaluation results represented by ramachandran and profile-3D plot for 1C;Eg and 3FAye models
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Fig.3 Competitive binding reaction of 3F¢A;,
and 1GE; to hTNEa
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Fig.4 The ability of two McAb to inhibit hTNFa binding
to its receptor (TNFR 1)
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Fig.8 Binding of McAbs to hTNFg and its mutants
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Computer Modeling and Experimental Research of Interactions between Two
Anti-hTNFa Monoclonal Antibody Variable Regions and hTNFa

CHEN Jian-jun' SUN Miao' FANG Jia® LIU Hu' CHEN Chang-qging WANG De-bao
'{ Shanghai Research Centre of Bilotechnology, The Chinese Academy of Sciences, Shanghai 200233)
*{ Shanghai Institute of Biochemistry, The Chinese Academy of Sciences, Shanghai 200031)

Abstract  On SGI workstation, we constructed two anti-hTNFa McAbs by means of homologous protein-structure-pre-
diction method. And then, on the basis of relative experimental results and the surface properties of hTNFe and two
McAbs, we performed the docking of hTNFa into two anti-hTNFa McAbs. In crder to confirm the models, we prepared
two hTNFa mutants designed according to the binding models, analysed and predicted the possible changes in complexes
resulted from hTNFe mutations. The experimental analysis results proved these complex models. This will tmake the base

of our next antibody humanization and/or reshape work.

Key words hTNFq, variable region of mAb, 3D structure model, Ag-Ab interaction, binding-site assay, mutation
© PERFREFBEDFRMATKSHREST http://journals. in

©
13}
o



