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Table S1. MD structural model details 

MD1   Residues # Res Atoms 

 S-plug (ACE2-like)  19-103 (85 res.) 
4174 

 Spike RBD domain 336-516 (181 res.) 

 Water molecules 20108 60324 

 Ions (Na+) 2 2 

MD2    

 S-plug2 (ACE2-like) 19-103 (85 res.) 
4212 

 Spike RBD domain 336-516 (181 res.) 

 Water molecules 20656 61968 

 Ions (Cl-) 2 2 

  

 

 

Table S2.  Spike–ACE2 binding affinities measured by different studies 

 

 

  

Protein coated/analyte KD 

(nM) 

Coating 

method 

Detection 

method 

References 

SARS-CoV-2 Spike/ACE2 

 

14.7 Non-covalently 

immobilised to 

sensor chip 

SPR [1] 

 

SARS-CoV-2 Spike/ACE2 1.2 Non-covalently 

immobilised to 

sensor chip 

Blitz  
[2] 

ACE2/SARS-CoV-2 RBD 

 

4.7 Covalently 

immobilised to 

sensor chip 

SPR [3] 
 

SARS-CoV-2 RBD/ACE2 

 

44.2 Covalently 

immobilised to 

sensor chip 

SPR [4] 



Supplementary Figures 

 

 

Figure S1. RMSD time evolution. (A) Cα RMSD values (MD simulation of S-plug/RBD) are reported 

in black, red and magenta for S-plug, RBD and the entire complex, respectively; (B) Cα RMSD values 

of (MD simulation of S-plug2/RBD) are reported in black, red and magenta for S-plug2, RBD and 

the entire complex, respectively; (C) C RMSD values computed for S-plug (black) and the region 

40-65 C in the S-plug/RBD simulation; (D) C RMSD values computed for S-plug2 (black) and the 

region 40-65 C in the S-plug2/RBD simulation. 

 

  



 

 

Figure S2. Surface Plasmon Resonance (SPR) analysis. Sensorgrams to evaluate the binding affinity 

of the host ACE2 domain to SARS-CoV-2 Spike S1 domain. 

  



 

 

Figure S3. Surface Plasmon Resonance (SPR) analysis. Sensorgrams to evaluate the binding affinity 

of S-plug2 to (A) Spike RDB domain and (B) Spike S1 domain. 
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