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ECD data of 1-6:

Thaigranatin A (1): ECD (MeCN, A [nm] (Ag), ¢ 0.34 mM): 260sh (—0.25), 234sh (-0.82),
<190 (£-17.40) nm.

Thaigranatin B (2): ECD (MeCN, A [nm] (Ag), ¢ 0.37 mM): 237sh (0.63), 217 (2.22), <
190 (£ -14.05) nm.

Thaigranatin C (3): ECD (MeCN, A [nm] (Ag), ¢ 0.34 mM): 286sh (0.69), 244sh (0.88),
220 (3.70), 199 (-9.26) nm.

Thaigranatin D (4): ECD (MeCN, A [nm] (Ag), ¢ 0.34 mM): 282sh (0.30), 248sh (1.58),
220 (8.31), 196 (—-12.22) nm.

Thaigranatin E (5): ECD (MeCN, A [nm] (Ag), ¢ 0.34 mM): 285sh (0.20), 254 (0.70), 219
(~2.60), 195 (8.65) nm.

Granatumin L (6): ECD (MeCN, A [nm] (Ag), ¢ 0.35 mM): 220sh (-3.02), < 190 (<
—12.52) nm.
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Fig. S1 Structure and population of the low-energy CAM-B3LYP/TZVP PCM/MeCN
conformers (> 1%) of (1R,2S5,3R,45,55,6R,9S,10R,13R,14S,17R)-1.
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Fig. S2 Structure and population of the low-energy CAM-B3LYP/TZVP PCM/MeCN
conformers (> 1%) of (1R,25,3R,45,55,95,10R,13R,14S,17R)-2.

S5



1.1%
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Fig. S3 Structure and population of the low-energy CAM-B3LYP/TZVP PCM/MeCN
conformers (> 1%) of (1R,2S,3R,4S5,55,95,10R,13R,17R,30R)-3.
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Fig. S4 Structure and population of the low-energy CAM-B3LYP/TZVP PCM/MeCN
conformers (> 1%) of (1R,25,3R,45,5S5,6R,9S5,10R,13R,17R)-4.
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Fig. S5 Experimental ECD spectrum of 4 in MeCN compared with the Boltzmann-
weighted B3LYP/TZVP PCM/MeCN ECD spectrum of
(1R,2S5,3R,45,55,6R,95,10R,13R,17R)-4. Level of optimization. CAM-B3LYP/TZVP
PCM/MeCN. Bars represent the rotatory strength values of the lowest-energy conformer.
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Fig. S6 Structure and population of the low-energy CAM-B3LYP/TZVP PCM/MeCN
conformers (> 1%) of (1R,25,3R,4S5,55,65,9S5,10R,13R,17R)-4.
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Fig. S7 Experimental ECD spectrum of 4 in MeCN compared with the Boltzmann-
weighted CAM-B3LYP/TZVP PCM/MeCN ECD spectrum of
(1R,28,3R,4S5,55,65,95,10R,13R,17R)-4. Level of optimization: CAM-B3LYP/TZVP
PCM/MeCN. Bars represent the rotatory strength values of the lowest-energy conformer.
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Fig. S8 Structure and population of the low-energy CAM-B3LYP/TZVP PCM/MeCN
conformers (> 1%) of (1R,2S5,3R,4S5,55,10S,13R,14R,17R,30R)-5.
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Fig. S9 Comparison of the lowest-energy CAM-B3LYP/TZVP PCM/MeCN (12.7%) and
B3LYP/6-31+G(d,p) gas-phase (10.8%) conformers of
(1R,28,3R,4S5,55,10S8,13R,14R,17R,30R)-5. (Different view.)
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Fig. S10 Experimental ECD spectrum of 5§ in MeCN compared with the Boltzmann-
weighted CAM-B3LYP/TZVP PCM/MeCN ECD spectrum of
(1R,28,3R,4S5,55,108,13R,14R,17R,30R)-5. Level of optimization: CAM-B3LYP/TZVP
PCM/MeCN. Bars represent the rotatory strength values of the lowest-energy conformer.
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Fig. S11 Experimental ECD spectrum of 5 in MeCN compared with the lowest-energy
BH&HLYP/TZVP ECD spectrum of (1R,25,3R,4S,55,105,13R,14R,17R,30R)-5. Level of
optimization: B3LYP/6-31+G(d,p). Bars represent the rotatory strength values of the

lowest-energy conformer.
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Fig. S12 Structure and population of the low-energy CAM-B3LYP/TZVP PCM/MeCN
conformers (> 1%) of (1R,25,3R,45,55,95,10R,13R,14S,17R)-6.
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Table S1 Test comparison of the experimental! and the mPWI1PW91/6-311+G(2d,p) //
B3LYP/6-31+G(d,p) 3*C NMR data of (1R,25,3R,4S,55,6R,95,10R,13R,14S,17R)-1. For a

better comparison Ad values over 2.5 were marked with yellow and those over 5.0 with

red.

Carbon | Exp. Calcd. Ad
C-1 | 969 98.54 1.64
Cc2 | 453 47.63 2.33
c3 | 762 78.12 1.92
Cc4 | 366 40.10 3.50
Cc5 | 396 41.03 1.43
c6 | 7125 74.90 2.40
c-7_| 176.1 178.81 271
Cc8 | 1383 141.49 3.19
Cc9 | 489 49.57 0.67
C-10 | 42.1 45.69 3.59
C-11_| 204 21.93 1.53
C-12 | 346 35.30 0.70
C-13 | 36.7 40.64 3.94
C-14 | 448 47.90 3.10
C-15 | 29.6 30.10 0.50
C-16 | 169.3 167.75 1.55
C-17_| 76.6 75.80 0.80
C-18 | 212 20.85 0.35
C-19 | 149 13.73 1.17
C-20 | 121.6 125.18 3.58
C-21 | 1403 141.94 1.64
C-22 | 1093 110.56 1.26
C-23 | 143.1 142.69 0.41
Cc-28 | 158 15.01 0.79
C-29 | 70.1 71.07 0.97
C-30 | 120.2 124.94 4.74
C-31 | 532 52.56 0.64
C-32 | 1672 167.98 0.78
C-33 | 127.8 129.55 1.75
C-34 | 1387 144.62 | 592
C-35 | 146 15.14 0.54
C-36 | 117 12.11 0.41

CMAE | N/A N/A 1.89
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Table S2 Test comparison of the experimental! and the mPWI1PW91/6-311+G(2d,p) //
B3LYP/6-31+G(d,p) 3C NMR data of (1R,2S,3R,45,55,95,10R,13R,14S,17R)-2. For a

better comparison Ad values over 2.5 were marked with yellow and those over 5.0 with

red.
Carbon | Exp. Calcd. Ad
C-1 96.9 98.19 1.29
C-2 45.1 47.87 2.77
C-3 75.2 76.67 1.47
C4 36.2 39.71 3.51
C-5 35.0 38.79 3.79
C-6 31.9 3245 0.55
C-7 173.9 177.09 3.19
C-8 138.4 142.96 4.56
C-9 47.8 48.49 0.69
C-10 41.6 44.90 3.30
C-11 194 20.66 1.26
C-12 34.5 3543 0.93
C-13 36.9 40.39 3.49
C-14 45.0 47.77 2.77
C-15 30.1 30.49 0.39
C-16 170.1 169.08 1.02
C-17 77.0 75.96 1.04
C-18 21.9 21.31 0.59
C-19 14.4 14.42 0.02
C-20 120.8 123.93 3.13
C-21 141.8 145.00 3.20
C-22 109.7 110.78 1.08
C-23 143.0 142.70 0.30
C-28 14.8 14.28 0.52
C-29 68.0 69.26 1.26
C-30 119.9 124.39 4.49
C-31 52.1 51.45 0.65
C-32 174.5 176.02 1.52
C-33 27.2 28.23 1.03
C-34 8.8 8.33 0.47
CMAE | N/A N/A 1.81
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Table S3 Test comparison of the experimental! and the mPWI1PW91/6-311+G(2d,p) //
B3LYP/6-31+G(d,p) '3C NMR data of (1R,2S,3R,45,55,9S,10R,13R,17R,30R)-3. For a

better comparison Ad values over 2.5 were marked with yellow and those over 5.0 with

red.

Carbon | Exp. Calcd. Ad
C-1 | 974 100.36 2.96
Cc2 | 482 51.14 2.94
c3 | 752 75.03 0.17
c4 | 371 40.34 3.24
Cc-5 | 345 36.88 238
c6 | 321 32.42 0.32
Cc-7_| 1742 177.08 2.88
c8 | 1313 136.79
c9 | 387 41.89 3.19
C-10 | 45.1 4735 2.25
C-11_| 177 19.10 1.40
C-12 | 294 30.68 1.28
C-13 | 382 41.76 3.56
C-14 | 1343 140.82
C-15 | 323 34.38 2.08
C-16 | 169.5 168.41 1.09
C-17_| 80.7 79.92 0.78
C-18 | 17.4 17.66 0.26
C-19 | 142 12.98 1.22
C-20 | 1207 124.34 3.64
C-21 | 1416 143.00 1.40
C-22 [ 109.9 111.03 1.13
C-23 | 142.9 142.76 0.14
Cc-28 | 15.6 15.02 0.58
C-29 | 67.6 68.50 0.90
C-30 | 663 66.71 0.41
C-31 | 52.1 51.55 0.55
C-32 | 167.6 167.45 0.15
C-33 | 12828 130.02 1.22
C-34 | 139.6 145.11 | 551
C-35 | 146 15.38 0.78
C-36 | 123 12.62 0.32

CMAE | N/A N/A 1.90
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Table S4 Test comparison of the experimental! and the mPWI1PW91/6-311+G(2d,p) //
B3LYP/6-31+G(d,p) 3C NMR data of (1R,2S,3R,45,55,95,10R,13R,14S,17R)-6. For a

better comparison Ad values over 2.5 were marked with yellow and those over 5.0 with

red.

Carbon | Exp. Calcd. Ad
C-1 97 98.85 1.85
Cc2 | 455 48.28 2.78
c3 | 751 76.96 1.86
Cc4 | 363 39.67 3.37
Cc-5 | 349 38.25 3.35
c6 | 319 32.24 0.34
Cc-7 | 173.9 177.77 3.87
Cc-8 | 1386 142.70 4.10
c9 | 481 48.33 0.23
C-10 | 415 44.83 3.33
C-11_| 19.6 20.95 1.35
C-12 | 346 35.33 0.73
C-13 | 37 40.34 3.34
C-14 | 45.1 48.00 2.90
C-15 | 29.8 30.26 0.46
C-16 | 169.4 168.36 1.04
C-17_| 763 7534 0.96
C-18 | 21.6 20.98 0.62
C-19 | 145 13.68 0.82
C-20 | 120.9 124.43 3.53
C-21 | 141.8 144.49 2.69
C-22 | 109.7 111.30 1.60
Cc-23 | 143 142.96 0.04
C-28 15 14.89 0.11
C-29 | 67.9 68.63 0.73
C-30 | 120 124.24 4.24
C-31 | 52.1 51.60 0.50
C-32 | 1675 168.28 0.78
C-33 | 127.6 129.59 1.99
C-34 | 139.4 145.47 | 607
C-35 | 147 15.14 0.44
C-36 | 117 12.25 0.55

CMAE | N/A N/A 1.89
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Table S5 Comparison of the experimental'! and the mPWI1PW91/6-311+G(2d,p) //
B3LYP/6-31+G(d,p) '*C NMR data of (1R,2S,3R,4S,5S5,6R,9S,10R,13R,17R)-4 and
(1R,28,3R,4S5,5S5,6S,95,10R,13R,17R)-4. For a better comparison Ad values over 2.5 were

marked with yellow and those over 5.0 with red.

Carbon Exp. caled (6R) caled (65) Ad (6R) A3 (65)
C-1 97.1 97.97 98.03 0.87 0.93
C-2 43.6 45.61 45.68 2.01 2.08
C-3 78.5 78.96 78.86 0.46 0.36
C-4 36.6 39.67 39.68 3.07 3.08
C-5 39.3 41.41 44.97 2.11
C-6 73.1 74.27 73.21 1.17 0.11
c-7 175.8 179.32 180.09 3.52 4.29
C-8 | 1306 137.07 136.44 | 647 | 584
C-9 43.9 46.91 46.89 3.01 2.99
C-10 44.7 47.76 48.89 3.06 4.19
C-11 18.2 19.87 19.25 1.67 1.05
C-12 30.3 31.45 31.33 1.15 1.03
C-13 37.8 41.04 41.04 3.24 3.24
C-14 129 133.10 133.05 4.10 4.05
C-15 33.1 34.75 34.49 1.65 1.39
C-16 [ 169.8 168.46 168.27 1.34 1.53
C-17 81.6 81.19 81.13 0.41 0.47
C-18 18 18.61 18.21 0.61 021
C-19 15.1 14.65 14.91 0.45 0.19
Cc20 | 1211 124.26 124.27 3.16 3.17
C-21 140.9 142.04 142.24 1.14 1.34
c22  |1098 110.82 110.96 1.02 1.16
C-23 143.1 142.92 142.90 0.18 0.20
C-28 16.4 15.38 16.74 1.02 0.34
C-29 70 70.29 69.52 0.29 0.48
C-30 26.4 27.58 27.58 1.18 1.18
C-31 53.1 52.45 52.19 0.65 0.91
C-32 | 1675 167.94 168.03 0.44 0.53
C-33 128.9 130.38 130.35 1.48 1.45
C-34 [ 1387 144.40 144.79 | 570 | 609 |
C-35 14.6 15.33 15.36 0.73 0.76
C-36 12.2 12.56 12.50 0.36 0.30

CMAE | N/A N/A N/A 1.80 1.89
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Table S6 Test comparison of the experimental' and the mPWI1PW91/6-311+G(2d,p)
SMD/CHCl; // mPWI1PW91/6-311+G(2d,p) SMD/CHCl;
(1R,28,3R,4S5,5S,6R,95,10R,13R,14S,17R)-1. For a better comparison Ad values over 2.5

were marked with yellow and those over 5.0 with red.

I3C NMR data

Carbon | Exp. Calcd. Ad
C-1 [ 96.9 97.27 0.37
Cc2 | 453 47.16 1.86
c3 | 762 78.10 1.90
Cc4 | 366 38.92 232
Cc5 | 396 40.13 0.53
c6 | 725 73.28 0.78
c-7_| 176.1 179.06 2.96
Cc8 | 1383 142.97 4.67
Cc9 | 489 50.96 2.06
C-10 | 42.1 44.66 2.56
C-11_| 204 22.95 2.55
C-12 | 346 35.87 1.27
C-13 | 36.7 39.46 2.76
C-14 | 448 47.72 2.92
C-15 | 29.6 30.35 0.75
C-16 | 169.3 170.46 1.16
C-17_| 76.6 75.44 1.16
C-18 | 212 22.11 0.91
C-19 | 149 16.25 1.35
C-20 | 121.6 124.67 3.07
C-21 | 1403 139.84 0.46
C-22 | 1093 110.21 0.91
C-23 | 143.1 142.50 0.60
Cc-28 | 158 15.85 0.05
C-29 | 70.1 70.60 0.50
C-30 | 120.2 122.81 261
C-31 | 532 53.15 0.05
C-32 | 1672 167.42 0.22
C-33 | 127.8 129.16 1.36
C-34 | 1387 144.48 | 518
C-35 | 146 15.98 1.38
C-36 | 117 12.75 1.05

CMAE | N/A N/A 1.65
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Table S7 Comparison of the experimental'! and the mPWI1PW91/6-311+G(2d,p)

SMD/CHCl;

// mPWI1PW91/6-311+G(2d,p) SMD/CHCl; '3C NMR data of

(1R,2S5,3R,4S5,55,6R,95,10R,13R,17R)-4 and (1R,2S5,3R,4S5,5S,65,95,10R,13R,17R)-4. For

a better comparison Ad values over 2.5 were marked with yellow and those over 5.0 with

red.

Carbon Exp. calcd (6R) calcd (65) Ad (6R) Ad (6S)
C-1 97.1 96.64 96.88 0.46 0.22
c-2 43.6 44.17 45.01 0.57 1.41
C-3 78.5 79.22 79.67 0.72 1.17
C-4 36.6 38.92 38.95 2.32 2.35
C-5 39.3 39.52 43.82 0.22 4.52
C-6 73.1 73.53 72.38 0.43 0.72
c-7 175.8 179.22 179.09 3.42 3.29
c-8  |1306 138.06 136.73 | 746 [ 613
c-9 43.9 47.38 47.30 3.48 3.40
C-10 44.7 46.41 47.56 1.71 2.86
C-11 18.2 20.36 20.09 2.16 1.89
C-12 303 3275 32.72 2.45 2.42
C-13 37.8 40.16 40.27 2.36 2.47
C-14 129 133.58 132.80 4.58 3.80
C-15 33.1 35.34 34.94 2.24 1.84
C-16 [ 1698 170.61 170.81 0.81 1.01
C-17 81.6 80.87 80.02 0.73 1.58
C-18 18 19.12 19.09 1.12 1.09
C-19 15.1 15.16 16.31 0.06 1.21
Cc20 [121.1 124.33 124.62 3.23 3.52
C-21 140.9 141.25 141.51 0.35 0.61
Cc22  [109.8 110.63 111.14 0.83 1.34
C-23 143.1 142.59 142.59 0.51 0.51
C-28 16.4 16.86 17.90 0.46 1.50
C-29 70 70.44 70.17 0.44 0.17
C-30 26.4 27.85 27.75 1.45 1.35
C-31 53.1 53.07 52.77 0.03 0.33
Cc32 [ 1675 167.51 167.77 0.01 0.27
C-33 128.9 129.61 129.86 0.71 0.96
C-34 [ 1387 145.03 145.16 | 633 | 646 |
C-35 14.6 16.33 16.06 1.73 1.46
C-36 12.2 13.02 13.00 0.82 0.80

CMAE | N/A N/A N/A 1.69 1.96

'J. L. Ren, X. P. Zou, W. S. Li, L. Shen and J. Wu, Mar. Drugs, 2018, 16, 434.
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