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HIV-1 is a wimpy virus
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>30 structures
many of them from X6A



Conserved structural elements
of V3 crown



Location of V3

DB IDs: 2B4C, 2QAD



2557 in complex with V3s of

NY5(B), NOF(C), and ZAM18(C)
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Comparison of V3 crowns complexed with
human mAbs 2557 (clade AG) & 2219 (B) &1006 (B)

2219 is from Stanfield et al. (2006)



Four peptides in complex with 2557

3 regions of the V3 crown




Four peptides in complex with 2557

3 regions of the V3 crown
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Three regions of the V3 Crown
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Three regions of the V3 Crown
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3074 in complex with V3s of
MN(B), VI191(A) &
Binding the hydrophobic core
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Binding the hydrophilic face
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3074 and 268 bind different sides of V3 crown

V3s superimposed




Structural elements in V3
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Structure and gene usage of anti-V3
human mAbs



Preferential gene usage of anti-V3 human mAbs
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Superimposition of 15 V3 epitopes
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Five VH5-51 anti-V3 mADbs in complex with
V3 peptides.
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Germline residues comprise the paratopes

mADb (peptide) CDR H1 CDR H2 CDR H3
GYSFT- I- SBT AR

1006-15(NY5) GYTFTDHW IYPGDSDT ARLHYSDRSGSYFNDVFEFHV

2219 (MN) GYSFSDYW FYPGDSDS ARLGGDYEDSGADAFDFE
2557 (MN) GYNFLDSW IX¥XPDDSDA TRLYLFEGAQSSNAFDL
2558 (MN) GYSEFSNYW VXPDDSDS ARLGFEGDYSGSEFDY

4025 (conA) GYSFSSYW IXPADSDT AILGFWGANRGGGGMDV

Germline mAbD (peptide) = CDR LI CDR L2 CDR L3
VL1-47 SSNIGS RNN AANWD
1006-15(MN) SSNIENNY RDD ASWDDSRGGPDYV
2219 (MN) SSNVENNY RND AAWDDSRGGPDWV
VL3-1 KLGDEY QDS Q STA
2557 (NY5) KLDDKY ODF  QAWDASTGV
2558 (MN) ILGDKY EDT  QAWDSTLGVV
VL3-10 ALPKEN BDs  YSEDSSENH

4025 (conA) ALPEKY EDS Y SEEN S GIEsl F i




Antigen-binding site of VH5-51 mAbs




A mimotope targeting the VH5-51 gene usage

Crystal structure at 2.5A resolution
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Using X6A for teaching a structural biology course for
graduate students at NYU School of Medicine
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