Supplementary Information

Table S1. A summary of interactions between DL4/DL28 and RBD. 
	DL4
	RBD
	Interaction a

	CDR1
	
	

	Phe28 b
	Tyr505
	HPhI

	Phe29
	Gln498
	VDW force

	Glu30
	Arg403
	Salt bridge

	Phe31
	Tyr449
	VDW force

	[Gly32] b
	[Ser494]
	VDW force

	Thr33
	Gln493
	H-bonding

	
	
	

	CDR2
	
	

	Arg50
	Glu484
	Salt bridge

	Thr52
	Leu452, Phe490
	VDW force

	Gly53
	[Tyr449]
	VDW force

	Asn54
	Asn450
	H-bonding

	His56
	Leu452, Phe490
	VDW force

	Tyr58
	Glu484
	HPhI’ c

	
	
	

	CDR3
	
	

	Leu98
	Leu455
	HPhI

	Gly100
	Leu455
	VDW force

	Gln101
	[Leu455]
	H-bonding

	Arg102
	Tyr489
	VDW force

	Trp103
	Phe486, Tyr489
	HPhI

	
	
	

	Framework
	
	

	Phe37
	Phe486
	HPhI

	Arg45
	Phe486
	HPhI’

	Leu47
	Glu484
	HPhI’

	Arg71
	Tyr449
	Cation-π

	[Asn73]
	Lys444
	H-bonding

	[Asp74]
	[Val445]
	VDW force

	[Asp74]
	[Gly446]
	H-bonding

	[Glu75]
	[Val445]
	VDW force

	Thr76
	Gln498
	VDW force


a Abbreviations: HPhI, hydrophobic interaction; VDW force, Van de Waals force; H-bonding, hydrogen bonding. b Plain format indicates interactions via sidechain while brackets indicate interactions via mainchain. cA prime indicates hydrophobic interactions that involve the hydrocarbon portion of the sidechain of charged residues. 
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Fig. S1. Docking the DL4 to the SARS-CoV-2 Spike. (A-C) DL4 is aligned to the open conformation of Spike (S) (PDB ID 6VYB) 1 on its ‘up’-RBD (A) and two ‘down’-RBDs (B and C). Three subunits are labeled with A’, B’, and C’. DL4 docked to the subunits are marked with the individual A’/B’/C’ subunits. The expanded views are shown below each panel. ‘+’ denote clashes (blue circle) and ‘-’ denotes minor or the lack of clashes. (D, E) Side view (D) and top view (E, viewed from the membrane normal) of S in the closed conformation (PDB ID 6VXX) 1 with docked DL4. Because the three subunits in the closed conformation are identical, the interactions are only shown for one subunit. 
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Fig. S2. Relative position of two DL4 copies on two “up-RBDs” suggests a non-optimal distance for Fc-mediated avidity. The DL4 structure (cyan) was structurally aligned onto the “two-up” Spike structure (PDB ID 6X2B 61). The C-terminal DL4 residue where the Fc-fusion begins is indicated by red dots. The three protomers of the Spike trimer are colored blue, purple, and yellow. 
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