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SUPPLEMENTARY MATERIAL

Flavonoid C11

Nonlinear regression using SOLVER
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Figure 1S: Mean values of the slopes (y values) and respective standard deviations as results of the in vitro
inhibition of DPP-4 (38 U/mL) by flavonoid C11 (0 - 150 uM) using three concentrations of the substrate
(x values: 0.0625; 0.125 and 0.25 mM).
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Figure 2S: Sum of the squares (sum) of the different models (without inhibition, competitive inhibition,
noncompetitive inhibition, uncompetitive inhibition and mixed inhibition) from the results obtained from

DPP-4 inhibition by flavonoid C11.

Comparison based on F test:

(Ve - Year)® o N NpB  fops Fealc Ass Adf ASS/ADf P (%)
Without Inhibition 968,8068 2 108 106
Competitive inhibition 183,9564 3 108 105 1,380 447,98 0,871 0,010 90,536 0%
Noncompetitive inhibition = 99,6898 3 108 105 1,381 915,41 0,014 0,010 1,423 24%
Uncompetitive inhibition 109,3686 3 108 105 1,381 825,11 0,112 0,010 11,659 0%
Mixed inhibition 98,3440 4 108 104 1,382 460,26
Comparison based on Akaike test:

AIC ¢ AAICC

Without inhibition 2431713 D
Competitive inhibition 65,8982 177,27 ’
Noncompetitive inhibition = -0,2664 243,44 ’
Uncompetitive inhibition 9,7409 233,43 ’v
Mixed inhibition 0,4617 242,71 -65,44 073 9,28

Figure 3S: Comparison of the different models (without inhibition, competitive inhibition, noncompetitive
inhibition, uncompetitive inhibition and mixed inhibition) applying the F test and the Akaike test, obtained
from DPP-4 inhibition by flavonoid C11.
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Figure 4S: Michaelis-Menten representation of the noncompetitive inhibition model of flavonoid C11.



Sitagliptin

Nonlinear regression using SOLVER
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Figure 5S: Mean values of the slopes (y values) and respective standard deviations as results of the in
vitro inhibition of DPP-4 (38 U/mL) by sitagliptin (0 - 0.2 uM) using three concentrations of the substrate
(x values: 0.0625; 0.125 and 0.25 mM).
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Figure 6S: Sum of the squares (sum) of the different models (without inhibition, competitive inhibition,
noncompetitive inhibition, uncompetitive inhibition and mixed inhibition) from the results obtained from
DPP-4 inhibition by sitagliptin.

Comparison based on F test:

(Yexp - Year)? o N N-pB  foos Fcalc ASS adf ASS/ACf P (%)
Without inhibition 861,8555 2 90 88
Competitive inhibition 60,1335 3 90 87 1,424 1159,92 0,017 0,012 1,495 22%
Noncompetitive inhibition 72,7273 3 90 87 1,426 943,99 0,230 0,012 19,819 0%
Uncompetitive inhibition 117,6024 3 90 87 1,426 550,58 0,990 0,012 85,113 0%
Mixed inhibition 59,1059 4 90 86 1,427 584,01
Comparison based on Akaike test:

AIC ¢ AAICc

Without inhibition 209,6077 3
Competitive inhibition -27,8321 237,44 .‘v
Noncompetitive inhibition  -10,7186 220,33 ‘v
Uncompetitive inhibition 32,5347 -177,07 ’
Mixed inhibition -27,1455 -236,75 0,69 16,43 -59,68

Figure 75: Comparison of the different models (without inhibition, competitive inhibition, noncompetitive
inhibition, uncompetitive inhibition and mixed inhibition) applying the F test and the Akaike test, obtained
from DPP-4 inhibition by sitagliptin.
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Figure 8S: Michaelis-Menten representation of the competitive inhibition model of sitagliptin.



Diprotin A

Nonlinear regression using SOLVER
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Figure 9S: Mean values of the slopes (y values) and respective standard deviations as results of the in vitro
inhibition of DPP-4 (38 U/mL) by diprotin A (0 - 125 uM) using three concentrations of the substrate (x
values: 0.0625; 0.125 and 0.25 mM).
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Figure 10S: Sum of the squares (sum) of the different models (without inhibition, competitive inhibition,
noncompetitive inhibition, uncompetitive inhibition and mixed inhibition) from the results obtained from
DPP-4 inhibition by diprotin A.

Comparison based on F test:

(YVexp - Yeal)® p N N-pB  fops Fcalc ASS adf ASS/AdE p (%)

Without inhibition 1002,8949 2 90 88
Competitive inhibition 26,6457 3 90 87 1,424 3187,52 -0,519 0,012 -44,628 25%
Noncompetitive inhibition 37,8039 3 90 87 1,426 2221,01 -0,317 0,012 -27,303 0%
Uncompetitive inhibition 90,4150 3 90 87 1,426 878,02 0,632 0,012 54,385 0%
Mixed inhibition 55,3884 4 90 86 1,427 735,58
Comparison based on Akaike test:

AIC ¢ AAICc
Without inhibition 223,2480 0
Competitive inhibition -101,0866 -324,33 .‘
Noncompetitive inhibition  -69,6061 292,85 ‘v
Uncompetitive inhibition 88738 21437 L g
Mixed inhibition -32,9919 -256,24 68,09 36,61 -41,87

Figure 11S: Comparison of the different models (without inhibition, competitive inhibition,
noncompetitive inhibition, uncompetitive inhibition and mixed inhibition) applying the F test and the
Akaike test, obtained from DPP-4 inhibition by diprotin A.
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Figure 12S: Michaelis-Menten representation of the competitive inhibition model of diprotin A.



