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Table S1 Structure of compounds with different skeletons in the data set
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Figure S1. Different skeletons of HIV-1 inhibitors in this work.
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Figure S2. A wide diversity in activity for HIV-1 inhibitors in this work.



The SPL language

The SPL is an interpreted language that supplements the usual commands within
SYBYL, whose programs can also be stored and shared by other users. Users have
written SPL programs to customize the SYBYL user interface for their site, to
structure commands into a logical process for novice users, to implement their own
column types in the Molecular Spreadsheet, and to expand and customize SYBYL in
many other ways. One use of SPL is to write short, fast “programs” for performing
repetitive tasks quickly. The programs at the command line can be typed without
saving them for future use. SPL has a wide variety of uses: 1) Create abbreviations for
existing SYBYL commands; 2) Modify the behavior of existing SYBYL commands;
3) Add new commands to SYBYL; 4) Call and pass data to external program; 5) Add
new menus to SYBYL. Fig. S3 depicts SPL code were written in which energy
minimizations were performed using the Tripos force field and Gasteiger-Hiickel
charges were applied to all the molecules of data set.

1 database close
2 setvar dir %$prompt (string "Source" "The directary name of your mol2s")
3 if %not (%file isdir($dir))
- echo bad input!
5 endif
5 setvar name %prompt (string "Destination" "The name of output database")
database create $name
tailor set maximin2 maximum iterations 1000 ||
for i in %dir($dir/*.mol2)
zap *

11 mol2 in ml $i

charge ml compute gast huck |

MAXIMIN2 ml done INTERACTIVE

database add ml replace

5 endfor
16 zap *
7 database close
echo
) echo done /****Made by YanLi. All rights reserved.****/

Figure S3. Energy minimizations were performed using the Tripos force field and
Gasteiger-Hiickel charges were applied to all the molecules of data set by using SPL code.
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Figure S4. An instance of the 11compounds divided into training and test sets using GA. Firstly,

the whole compounds can be divisible by div (=3) as initial test set, the rest of compounds are as
the training test. Then, add each compound in test set respectively to the training set, calculate the
model parameters and record. Thirdly, choose the best compound, and go to the next selection. At
last, the compound 12 has the best Q? and R?y, thus the compound 12 was added to the training

set.
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Figure S5. The ligand-based correlation plots of the predicted versus the actual pECso values
using the training (A) and the test (B) set compounds from the CoMSIA models.
The red and blue solid lines are the regression lines for the actual and predicted bioactivities of
training and test compounds.



