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Appendix 1: Information are provided for the assay and NMR of HIV matrix.   

The positions of the crosshairs correspond to the 

coordinates reported in the literature, along with 

the associated residue assignment.

Red-colored amide NH’s are assigned in 

the TROSY spectrum on the left.

15N TROSY of apo Matrix with 

residue assignments 

15N TROSY are site-specific probes 

for all the back-bone amides

A B

  

Figure S1.  (A) 
15
N TROSY spectrum of apo matrix along with the resonance 

assignments.  (B) This data can be regarded as structural probes as displayed on the X-ray  

structure. 
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Control: Addition of PIP2 identified the matrix
15N TROSY peaks that are sensitive to the PIP2

binding site

+ PIP2 (10:1) 
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Literature-derived NMR structure of PIP2

bound to matrix.  Red colored residues are

those  labeled on the left.
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Figure S2.  Addition PIP2 substrate shows the peaks that change positions due to 

binding. KD determinations for PIP2 binding employed the ratios of ligand to matrix 

shown in Figure S2.  The shift changes (Hz) versus compound concentration were fit 

using Graphpad (one-site binding), and a KD of ~40 µM was determined.   

 

 

                            

HIV-1 Matrix
Structure/Function
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Figure S3.  Shown are information regarding the constructs and functions. 
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T81-94%

A81-4%
L81-2%

T81-94%

A81-4%
L81-2%

HIV-1 Matrix as a potential target

%identity: >98%; 90-98%; 50-90%; <50%
alignment of > 600 clinical isolates of HIV-1 

Objective:Develop HIV Matrix inhibitors that 
interfere with PI(4,5)P2 interaction

Key points:
�PI(4,5)P2 required for targeting of Gag to plasma membrane
�Solution structure with bound  PI(4,5)P2 solved

�Pocket highly conserved

�FP-based in vitro displacement assay 

 

Figure S4.  Information regarding matrix as a potential target.   
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Figure S5.  Flourescence polarization assay.   
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Appendix 2: Compound Characterization (continuation from Materials and 

Methods) 

Compound syntheses.  Synthesis of compounds 1 and 2 are described in WO2009/018656.   

The synthesis of Compound 3 is described below. 
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o
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The synthesis of Compound 4 is described below. 
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Reagents and conditions: i) NaH / DMF / RT    ii) LiOH / water / MeOH / RT  

 

The synthesis of compounds 5 to 8 are described in WO2007/87717.    

The synthesis of Compound 9 is described below. 
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Compound 1 

White lyophilized solid.  Purity by HPLC > 99%.  MS found MH+ 578.2 Da.  HRMS calculated 

578.2385, found 578.2388. 
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Compound 2 

 

White lyophilized solid.  Purity by HPLC 100%. MS found MH+ 608.3 Da.  HRMS calculated 

5608.2491, found 608.2516. 
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Compound 3  

 

Off-white solid.  Purity by  HPLC >95%.  HRMS calculated 564.2592, found 564.2590. 
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Compound 4 

White lyophilized solid.  Purity by HPLC 100%.  MS found MH+ 636.3 Da.  HRMS calculated 

636.2680, found 636.2677. 
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Compound 5 

Beige solid.  Purity by HPLC >99.9%.  MS found MH+ 422.1 Da.  HRMS calculated 422.1574, 

found 422.1592. 
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Compound 6 

Off-white lyophilized powder. Purity by HPLC >99.9%.  MS found MH+ 436.1 Da.  HRMS 

calculated 436.1730, found 436.1746. 
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Compound 7 

Off-white lyopholized powder. Purity by HPLC >99.9%. MS found MH+ 464.1 Da.   HRMS 

calculated 464.2043, found 464.2058. 
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Compound 8 

Off-white lyophilized powder.  Purity by HPLC >99.9%.  MS found MH+ 519.2 Da.   HRMS 

calculated 519.2465, found 519.2477. 
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Compound 9 

 

White solid.  Purity by  HPLC 99%.  MS found M+H = 545.2 Da.  HRMS calculated 545.2646, 

found 545.2670. 

 

 

 

 

 

 

 

 

 

 


