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Sequence alignment of gp120 Phe43 cavity

and inner domain layers residues of

different HIV-1 isolates

Effect of gp120 layer mutations and Phe43 

cavity changes on neutralization by CD4mc
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Phe43 cavity and inner domain changes enhance

susceptibility of the CRF01_AE strain to ADCC responses
mediated by HIV+ sera in the presence of CD4mc

Primary viruses harboring a T375 residue are

highly susceptible to ADCC responses mediated

by HIV+ sera in the presence of CD4mc



Residue 375 modulates Env sensitivity to

different families of CD4mc

Structural effects of Phe43 cavity and inner domain 

changes on CD4mc docking into the Phe43 cavity



Effect of gp120 layer mutations on the highly

conserved CD4 binding site
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Conclusions

• Phe43 cavity and gp120 inner domain layer mutations render
CRF01_AE strains susceptible to CD4mc antiviral activities.

• Phe43 cavity and inner domain changes modulate the
sensitivity of HIV-1 from major clades to CD4mc antiviral
activities.

• Phe43 cavity and gp120 inner domain substitutions affect
the sensitivity to a broad range of CD4 binding site probes.

• Structural analysis reveals how the Phe43 cavity and inner
domain residues shape the CD4 binding site.
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