




 
 
Supplementary Figure S1.  Amino acid sequence alignments of the polymerase domain (residues 41-220) of HIV-1 RTs containing one-amino-acid deletions in 
the ��3-��4 hairpin loop.  Sequences were collected from Stanford HIV Drug Resistance Database (http://hivdb.stanford.edu) and classified into three major groups 
based on sequence conservation at the hairpin loop and accompanying drug resistance mutations.  One-amino-acid deletions are represented by green dots.  TAMs are 
indicated in blue and mutations of the Q151M complex in red. 

 at CTRO BIOLOGIA MOLECULAR, on February 5, 2012 www.jbc.org Downloaded from 



 

 
 
 
Supplementary Figure S2.  Conformational changes in the ternary complexes containing HIV-1 RTs ∆67/T69G/K70R and D67N/K70R occurring 
along the simulation time.  (A) Evolution of the rmsd of the Cα atoms of the 66-kDa subunit of the RT (residues 1-389) (red). (B) Evolution of the inter-
atomic distance between the 3´ oxygen of the primer and the α phosphorous of the incoming dNTP (green) during molecular dynamics simulation. 
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Supplementary Figure S3.  Evolution of the inter-atomic distances between the ζ carbon of Arg70 
and the γ phosphorous of the incoming dNTP (red) and between the ζ nitrogen of Lys219 and the γ 
phosphorous of the incoming dNTP (green), in ternary complexes of HIV-1 RTs ∆67/T69G/K70R 
(A) and D67N/K70R (B). 
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Supplementary Figure S4.  Crystal structures of HIV-1 RT complexes showing the location of 
residues 67, 70, 215 and 219 on the surface of the p66 subunit. (Top) Ternary complex of HIV-1 RT, 
double-stranded (dsDNA) and dTTP (PDB file 1RTD). The arrow indicates the location of the salt 
bridge between the side-chains of Asp67 and Lys219. (Middle) Complex of the AZT-resistant RT 
(M41L/D67N/K70R/T215Y/K219Q), dsDNA and the dinucleotide tetraphosphate product of the ATP-
mediated excision of AZT (AppppZ). (Bottom) Complex of the WT RT, dsDNA and the dinucleotide 
tetraphosphate product of the ATP-mediatend excision of AZT. Surface colors are: cyan (for p66), 
magenta (for dsDNA), yellow (for β3-β4 hairpin loop residues in p66), green (for residues 215 to 227 of 
the 66-kDa subunit) and red (for the incoming dTTP). Sticks are used to represent the AppppZ molecule.  
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