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Scheme S1.  Mechanisms of Action of Top1 inhibitors. 

 
 
 

  collision with 
replication fork 

top1 Drug  
(top1 inhibitor) 

drug–DNA–top1 
ternary complex 

Cancer cell 
death 

DNA 

  + + 

 



 S3

Scheme S2.  Schematic view of the DNA-linker angle. 
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Scheme S3.  Potential of mean force (PMF) was calculated along the reaction coordinate (χ).  An 
insert is present to highlight the flanking base pairs and CPT at the cleavage site. 
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Figure S1.  (A) RMSD of the ternary complexes.  (B) RMSD of the ternary complexes calculated 
without the linker domain. 
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Figure S2.  Schematic representation of the protein-DNA (phosphate atoms), CPT-protein, 
CPT-DNA (phosphate atoms) hydrogen bonds. 
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Figure S3.  X-ray crystal structures of the drug-bound ternary complex (1K4T) and the Top1-DNA 
binary complex (1A31).  The residues 627-719 are missing in the 1A31 structure. 
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Chart S1.  Structures of the CPT and LMP-776 (NSC725776, non-CPT indenoisoquinoline). 
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