Highlights:
1. CoMFA analysis was performed to investigate the 3D-QSAR of zwitterionic derivatives dually targeting PPARα and PPARγ.
2. The SAR of these molecules was established and validated by structure-based drug design studies.
3. Twelve newly designed compounds showed promising dual activity which could validate the superiority of the CoMFA models.
4. Eleven of these molecules successfully occupied the upper and lower distal cavities and formed extra interactions with both PPARα and PPARγ compared with original ligands, respectively.
