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Table S1. SiteScore, druggability score, and pocket size (in Å³) for C-terminal tunnel and N-terminal hydrophobic pocket of the core protein, as calculated by SiteMap.
	
	Core protein

	
	C-terminal tunnel
	N-terminal pocket

	SiteScore
	0.843
	1,277

	DScore
	0.826
	1.403

	Size
	39 Å³
	120 Å³



Table S2. Best G-Score values, reported in kcal/mol, of remdesivir, rilpivirine, and doravirine for C-terminal tunnel and N-terminal hydrophobic pocket of the core protein.
	
	XP G-Score (kcal/mol)

	
	C-terminal tunnel
	N-terminal pocket

	Remdesivir (RDV)
	-3.45
	-3.40

	Rilpivirine (RPV)
	-5.67
	-2.87

	Doravirine (DOR)
	-5.42
	-3.63
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Figure S1. Protein–ligand interactions between the three antivirals (remdesivir, rilpivirine, and doravirine) and C-terminal tunnel and N-terminal hydrophobic pocket of the core protein. Only interactions occurring for more than 30% of the 500 ns simulation time are displayed. Hydrogen bonds are depicted as purple dashed lines and arrows, π–π interactions as green lines, and cation–π interactions as red lines.
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Figure S2. Alignment between the initial docking poses and the most representative ligand conformations obtained from MD clustering. For each complex, the five most populated clusters (covering more than 50% of the total conformational ensemble) are shown, highlighting the overall preservation of the ligand binding mode during the simulations.

Table S3. Best G-Score values, reported in kcal/mol, of remdesivir, rilpivirine, and doravirine for proteolytic site of NS3.
	
	XP G-Score (kcal/mol)

	
	Proteolytic site

	Remdesivir (RDV)
	-7.37

	Rilpivirine (RPV)
	-5.54

	Doravirine (DOR)
	-4.26



Table S4. SiteScore, druggability score, and pocket size (in Å³) for Motif A/C of RdRp NS5, as calculated by SiteMap.
	
	RdRp NS5

	
	Motif A/C

	SiteScore
	0.999

	DScore
	0.993

	Size
	193 Å³



Table S5. Best G-Score values, reported in kcal/mol, of remdesivir, rilpivirine, and doravirine for Motif A/C of RdRp NS5.
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	XP G-Score (kcal/mol)

	
	Motif A/C

	Remdesivir (RDV)
	-9.59

	Rilpivirine (RPV)
	-6.19

	Doravirine (DOR)
	-5.56
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Figure S3. Protein–ligand interactions between the three antivirals (remdesivir, rilpivirine, and doravirine) and Motif A/C of RdRp NS5. Only interactions occurring for more than 30% of the 500 ns simulation time are displayed. Hydrogen bonds are depicted as purple dashed lines and arrows, π–π interactions as green lines, and cation–π interactions as red lines.
Table S6. SiteScore, druggability score, and pocket size (in Å³) for KDKE Motif of MTase NS5, as calculated by SiteMap.
	
	MTase NS5

	
	KDKE Motif

	SiteScore
	1.017

	DScore
	0.963

	Size
	119 Å³



Table S7. Best G-Score values, reported in kcal/mol, of remdesivir, rilpivirine, and doravirine for SAH site and KDKE Motif of MTase NS5. 
	
	XP G-Score (kcal/mol)

	
	SAH site
	KDKE Motif

	Remdesivir (RDV)
	2.27
	-4.88

	Rilpivirine (RPV)
	-3.80
	-1.03

	Doravirine (DOR)
	-1.56
	-3.04
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Figure S4. Protein–ligand interactions between the three antivirals (remdesivir, rilpivirine, and doravirine) and SAH site and KDKE Motif of MTase NS5. Only interactions occurring for more than 30% of the 500 ns simulation time are displayed. Hydrogen bonds are depicted as purple dashed lines and arrows, π–π interactions as green lines, and cation–π interactions as red lines.
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