Supplementary Information

Systematic polypharmacology and drug repurposing via an integrated L1000-based Connectivity Map database mining
Tsang-Pai Liu1,2,3,4,5,#, Yao-Yu Hsieh1,6,7,#, Chia-Jung Chou1,8,9, Pei-Ming Yang1,8,9,*
1 Ph.D. Program for Cancer Molecular Biology and Drug Discovery, College of Medical Science and Technology, Taipei Medical University and Academia Sinica, Taipei, Taiwan

2 Department of Surgery, Mackay Memorial Hospital, Taipei, Taiwan

3 Mackay Junior College of Medicine, Nursing and Management, New Taipei City, Taiwan

4 Department of Medicine, Mackay Medical College, New Taipei City, Taiwan

5 Liver Medical Center, Mackay Memorial Hospital, Taipei, Taiwan

6 Division of Hematology and Oncology, Shuang Ho Hospital, Taipei Medical University, New Taipei City, Taiwan

7 Division of Hematology and Oncology, Department of Internal Medicine, School of Medicine, College of Medicine, Taipei Medical University

8 Graduate Institute of Cancer Biology and Drug Discovery, College of Medical Science and Technology, Taipei Medical University, Taipei, Taiwan

9 TMU Research Center of Cancer Translational Medicine
# Equal contribution.
* Address correspondence to: Dr. Pei-Ming Yang, Graduate Institute of Cancer Biology and Drug Discovery, College of Medical Science and Technology, Taipei Medical University, 250 Wu-Hsing Street, Taipei 11031, Taiwan. Tel: +886-2-27361661 ext. 7629; Fax: +886-2-26558562; E-mail: yangpm@tmu.edu.tw; orcid.org/0000-0002-4004-2518
Supplementary Information includes:
Supplementary Figures S1-S3
Supplementary Tables S1 and S2
Legends to Supplementary Figures
Figure S1. Chemical structure similarity analysis. A SDF files containing the simplified molecular-input line-entry system (SMILES) of drugs was uploaded to the ChemBioServer for the hierarchical clustering of compounds. The parameters were set as follows: distance = Soergel (Tanimoto coefficient); clustering linkage = Ward; and clustering threshold = 0.4. The compounds in red grids indicated that they were classified in the same clusters with clustering threshold less than 0.4.
Figure S2. L1000FWD visualization of the drug gene signatures for topoisomerase inhibitors. Drugs sharing similar MOA were clustered together. The red, green, and blue boxes indicated the major clusters of topoisomerase inhibitors.
Figure S3. L1000FWD visualization of the drug gene signatures for the predicted topoisomerase inhibitors. Drugs sharing similar MOA were clustered together.
