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Figure S1. (A) Prediction of the worst catalytic binding site of fibrinogen E-region based on the druggability 

degree (Dg = 0.08). (B) and (C) Tunnel structures of the worst binding site of fibrinogen E-region, namely of 

tunnel 1 (gray) and of tunnel 2 (green) with the surrounding catalytic residues.  

 

 
Figure S2. (A) Cartoon representation of beta-blocker interactions of acebutolol in tunnel 1 (blue) and propranolol 

in tunnel 2 (red) for the worst fibrinogen binding site (Dg = 0.08). (B) Binding profiles of beta-blocker trajectories 

showing the total absence of beta-blocker drug-drug interactions based on the non-interception between beta-

blocker trajectories.   
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Figure S3. Graphical breakdown of the different binding energy contributions (∆GGauss1, ∆GGauss2, ∆Grepulsion,    

∆GH-bond, ∆Ghydrophobic, and ∆Grotational) to the individual binding affinity (ΔGbind, kcal/mol) of the beta-blockers in 

the worst fibrinogen binding site (Dg = 0.08). (A) Acebutolol, (B) Propranolol. 
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Figure S4. Representation of the per atom energy contributions (kcal/mol) to the individual binding affinity (ΔGbind) of the 

beta-blockers in the worst fibrinogen binding site (Dg = 0.08). (A) Acebutolol, (B) Propranolol.  
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Figure S5. Druggability-depth-maximum solvent accessibility-relationship of the critical target-residues belonging to 

fibrinogen E-region binding sites (sites 1, 2, and 3). (A) TRH22, (B) SER50, (C) ASP78, (D) ASN30, (E) HIS74, (F) CYS39. 
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Figure S6. Critical aggregation concentrations (cac) as a function of propranolol concentration ratios (αprop) 

obtained at different temperatures. 
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Figure S7. Graphical representation of the relationship between the apparent molal compressibility ( K ) vs. total 

concentration at different propranolol concentration ratios (αprop). 
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Figure S8. In the top, panels from (A) to (C) relate to the van der Waals surface representation of the predicted 

fibrinogen E-region binding site 1 with the corresponding tunnels (tunnels 1 and 2). In the middle, panels from (D) to 

(F) relate to the van der Waals surface representation of the predicted fibrinogen E-region binding site 2 with the 

corresponding tunnels (tunnels 1, 2 and 3). In the bottom, panels (G) to (I) relate to the van der Waals surface 

representation of the predicted fibrinogen E-region binding site 3 with the corresponding tunnels (tunnels 1, 2, 3 and 

4). Binding sites are depicted as a transparent orange shadow region and the remaining colors correspond to the tunnels 

in all the cases. 

 

 

 

 

 


