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*Molecules Belonged to the Test Set. The molecular structures of all 239 Benzothiadiazine Derivatives are deposited in compression file S1.
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Fig. (S1). The correlation plots of predicted versus actual pICsy values using the training (filled black squares) and test (filled blue triangles)
sets based on (A) CoMFA model and (B) CoMSIA model. The solid lines are the regression lines for the fitted and predicted bioactivities of
training and test compounds, respectively. The outliers in test set are shown in green asterisks.

Fig. (52). COMFA StDev*Coeff contour plots. (A) steric (green/yellow) contour map combined with compound 139. Green contours indicate
regions where bulky groups increase activity; yellow contours indicate regions where bulky groups decrease activity. (B) electrostatic contour
map (red/blue) in combination with compound 139. Red contours indicate regions where negative charges increase activity; blue contours

indicate regions where positive charges increase activity.
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Fig. (S3). CoMSIA StDev*Coeff contour plots. (A) steric (green/yellow) contour map combined with compound 139. Green contours indi-
cate regions where bulky groups increase activity; yellow contours indicate regions where bulky groups decrease activity. (B) electrostatic
contour map (red/blue) in combination with compound 139. Red contours indicate regions where negative charges increase activity; blue
contours indicate regions where positive charges increase activity. (C) hydrophobic contour map (purple/white) in combination with com-
pound 139. Purple contours indicate regions where hydrophobic substituents enhance activity; white contours indicate regions where hydro-
phobic substituents decrease activity.



