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Figure S1. Enrichment calculation results of shape-based screening test.
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Figure S2. The TEAD luciferase reporter assay of 17 virtual hits.
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TEAD reporter luciferase activity was observed in MCF7 cells treated with 10 uM of Compound

2 and 17 virtual hits.
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Figure S3. Retrospective prediction of post-MD MM-GBSA AG of Vivace and Merck

compounds. We chose the 5ns, 10ns, 20ns, 50ns, RMSD more stable frame region from the 100

ns trajectory to calculate the post-MD MM-GBSA AG values. A. Vivace and B. Merck

compounds. MD, molecular dynamics; MM, molecular mechanics; GBSA, Generalized Born

Surface Area; RMSD, root mean square deviation.
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Figure S4. Protein Ca RMSD calculations of 3 different replicas.

A. Protein Ca RMSD of replica 1, also shown in Figure SA. B. Protein Ca RMSD of replica 2.

C. Protein Ca RMSD of replica 3.
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Figure SS. Ligand RMSD calculations of 3 different replicas

A. Ligand RMSD of replica 1, also shown in Figure 5B. B. Ligand RMSD of replica 2. C.

Ligand RMSD of replica 3.



Synthetic scheme
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Figure S6. The synthetic scheme of compounds in the paper.



Table S1. PIEDA of MGH-CP1 and TEAD2 complex. All energies are in kcal/mol. The

calculation was conducted at the FMO-MP2/6-31G**/PCM level.

Residue AE™ AE® AE®* AE¢tHmix AE" AGsol
11e408 -3.79 —0.798 2.75 —1.436 —4.456 0.149
Leu383 —3.038 —1.249 5.961 —1.568 —6.215 0.033
Lys357 —6.385 —1.324 2.334 —-1.05 —4.225 —2.12
Met379 —5.148 —1.509 1.33 —1.015 —4.143 0.188
Phe428 —5.063 —2.67 7.243 -1.69 —7.992 0.047
Ser345 —4.552 —3.644 0.299 —0.715 —1.46 0.967
Val329 —4.998 —7.116 12.293 —2.592 —7.162 —0.421

Solvent: water



Table S2. PIEDA of Compound2 and TEAD2 complex. All energies are in kcal/mol. The

calculation was conducted at the FMO-MP2/6-31G**/PCM level.

Residue AE™ AE® AE®* AE¢tHmix AE% AG*!
Cys380 -11.701  —14.899 13.607 —3.761 —6.485 —0.162
GIn410 —4.995 —3.442 1.077 -1.131 —2.47 0.971
11e408 —5.019 —0.982 2.905 -1.374 —5.606 0.038
Leu383 —3.517 —3.5 8.17 —1.754 —6.354 —-0.079
Lys357 —6.395 —4.381 0.329 —0.391 —1.429 —0.523
Phe233 —3.074 —2.347 6.792 —1.587 —5.853 —-0.079
Phe428 —4.875 -1.219 3.589 —1.688 —5.715 0.158
Ser345 —4.941 —2.955 0.643 —0.794 —2.024 0.189

Solvent: water



Table S3. PIEDA of MSC-4106 and TEAD1 complex. All energies are in kcal/mol. The

calculation was conducted at the FMO-MP2/6-31G**/PCM level.

Residue AE™ AE® AE®* AE¢tHmix AE% AGsol
Cys359 —-34.712  -31.926 6.611 —4.75 —5.173 —1.617
11e366 —4.218 —1.68 1.362 —0.888 —2.639 —2.928
Leu369 —3.217 —1.501 0.098 —-0.397 —0.623 —3.843
Lys336  —103.158 —105.175 3.44 —3.812 —5.013 5.136
Met362  —11.756 —7.957 6.413 —2.116 —7.884 —2.547
Phe221 —5.854 —2.876 4.225 —1.439 —6.674 —1.893
Phe224 —3.224 —3.474 —0.001 0.037 —0.285 —4.343
Phe239 —5.301 —2.167 0.527 —0.845 —2.166 —3.444
Phe407 —6.264 —2.703 4.785 —1.985 —6.851 —1.885
Thr324 —9.289 —4.816 1.13 —0.792 —2.093 —4.966
Val240 —6.207 —2.708 2.756 —1.387 —5.023 —2.478

Solvent: water
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Table S4. PIEDA of VT-105 and TEAD3 complex. All energies are in kcal/mol. The calculation

was conducted at the FMO-MP2/6-31G**/PCM level.

Residue AE™ AE® AE®* AE¢tHmix AE" AGsol
Ala232 —3.032 —1.753 2.194 —0.846 —2.846 0.218
Cys368  —13.387 —11.272 5.631 0.868 —8.099 —0.515
Glu344 —4.374 —4.699 0.493 —0.452 —1.659 1.942
Lys345 —4.331 -1.714 10.307 —2.607 —9.223 —1.094
Met367 —8.886 —5.247 13.005 —4.804 —11.406 —0.434
Met371 —9.577 —5.489 5.072 —1.989 —6.853 —0.318
Phe248 —4.643 —0.756 2.387 —1.643 —4.532 —0.098
Phe416 —4.711 —3.816 8.2 -1.774 —7.382 0.06

Tyr230 —5.79 —4.954 4.599 —1.45 —4.292 0.307

Solvent: water
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Table SS. PIEDA of BC-001 and TEAD2 complex. All energies are in kcal/mol. The calculation

was conducted at the FMO-MP2/6-31G**/PCM level.

Residue AE™ AE® AE®™* AE¢tHmix AEY AGsol
Cys380 —-16.161  —18.946 14.835 —4.764 —6.804 —0.483
Leu383 —7.186 —3.462 5.204 —1.952 —6.673 —0.303
Lys357 —4.372 1.883 2.921 —1.128 —3.73 —4.318
Met379  —-15.937  —17.403 15.795 —5.773 —9.539 0.984
Phe233 —4.05 —2.166 3.856 —1.301 —4.423 —-0.017
Phe428 —5.765 —2.713 3.947 —1.624 —5.434 0.06

Ser345 —3.967 —2.888 0.05 -0.317 —0.666 —0.146
Tyrd26 —3.028 -1.372 2.001 —0.995 —2.759 0.096

Solvent: water
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Table S6. The post-MD MM-GBSA analysis of three different replicas.

5ns 10ns
Compound
Replical Replica2 Replica3 Mean SD Replical Replica2 Replica3 Mean SD

BC-001 —73.46 —61.35 —68.83 —67.88 6.11 —68.64 —62.63 —69.83 —67.03 3.86
BC-002 —67.38 —68.88 —42.18 —59.48 15.00 —65.99 —64.72 —46.89 —59.20 10.68
BC-003 -71.58 -67.69 -63.10 —67.46 4.24 —68.34 —-64.91 —59.59 —64.28 4.41
BC-004 —~72.43 ~72.43 -83.20 —76.02 6.22 ~71.66 ~71.66 —83.98 =75.77 7.12
BC-005 —61.97 -61.97 -56.36 —60.1 3.24 —63.39 —-62.25 —58.47 —61.37 2.58
BC-006 —63.01 -62.52 -55.86 —60.46 3.99 —62.90 -60.15 —58.92 —60.66 2.04
BC-007 —64.80 —58.76 —53.49 —59.02 5.66 —66.00 —60.05 -57.33 —61.13 4.44
BC-008 —55.37 -50.34 -56.71 —-54.14 3.36 -56.78 -50.66 -56.13 —54.52 3.36
BC-009 —63.47 —65.68 —-63.37 —-64.17 1.30 -66.56 —64.01 —63.73 —64.77 1.56
BC-010 —72.21 —66.34 —63.02 —67.19 4.65 —72.63 -57.07 —63.77 —64.49 7.80
BC-011 —66.37 —66.04 —-64.88 —65.76 0.79 —67.60 —66.46 —65.10 —66.39 1.25
BC-012 —60.96 -66.03 -59.13 —-62.04 3.58 —63.51 —-62.18 —56.94 —60.87 348
BC-013 —70.16 —70.98 -59.04 —-66.72 6.67 —68.96 -70.51 —60.31 —66.60 5.50
VT-105 —-88.93 -91.3 -90.31 -90.18 1.19 —88.04 -91.82 —-88.10 —89.32 2.16
VT-104 —91.02 —-81.37 —85.67 -86.02 4.83 -90.99 -81.02 -82.84 —84.95 5.31
EX64 —77.01 —74.84 —78.32 —76.72 1.76 =77.47 —67.30 —72.95 —72.57 5.10
MSC-4106 —65.32 —65.02 —62.75 —64.37 141 —64.82 -64.91 —62.87 —64.20 1.15
Merck_20 —61.94 —60.97 —59.62 —60.84 1.17 —61.53 —59.25 —59.76 —60.18 1.20

SD, Standard deviation
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Table S6. The post-MD MM-GBSA analysis of three different replicas (continued).

20ns 50ns
Compound

Replical Replica2 Replica3 Mean SD Replical Replica2 Replica3 Mean SD
BC-001 —65.94 —64.73 =70.77 —67.15 3.19 —68.97 —64.96 —69.11 —67.68 2.36
BC-002 —64.80 —60.46 —58.42 —61.23 3.26 —62.28 —59.18 —55.93 —59.13 3.17
BC-003 —68.48 -64.49 —65.68 -66.22 2.05 —65.57 —-64.37 —63.63 —64.52 0.98
BC-004 -71.98 -71.98 -78.78 —-74.24 3.93 —68.36 —68.36 -76.14 —70.95 4.49
BC-005 —63.01 -63.01 -60.70 —-62.24 134 —59.62 -59.62 —58.95 —-59.39 0.39
BC-006 —65.06 -57.90 —-62.55 —-61.84 3.63 —66.62 -56.49 —62.59 —61.90 5.10
BC-007 —67.50 —58.38 —60.07 —61.98 4.85 —68.25 —55.41 —55.58 —59.75 7.37
BC-008 —56.47 -51.69 -52.92 -53.70 248 -57.50 -52.94 -50.93 -53.79 3.36
BC-009 —67.09 —65.10 —62.17 —64.79 247 —67.45 —59.44 —62.39 —63.09 4.05
BC-010 —72.45 —60.71 —60.58 —64.58 6.82 —70.67 —62.97 —63.87 —65.84 4.21
BC-011 —68.12 -66.42 —65.42 —66.66 1.36 —69.29 -66.23 —68.65 —68.05 1.61
BC-012 —63.87 -60.25 -55.77 -59.96 4.06 —62.37 -58.16 —56.58 —59.04 2.99
BC-013 —69.62 -66.05 —-62.30 —65.99 3.66 —70.66 -57.06 —61.62 —63.11 6.92
VT-105 —89.27 -91.61 -89.58 -90.15 1.27 —90.32 -91.30 -91.10 —90.91 0.52
VT-104 -91.59 —78.57 —80.02 —83.39 7.13 —91.41 —72.50 —78.27 —80.73 9.69
EX64 —78.82 —68.75 —70.20 —72.59 5.44 —82.22 —67.30 —69.92 —73.15 7.97
MSC-4106 —64.26 —64.79 —62.72 —63.92 1.08 —63.44 —-63.91 —63.85 -63.73 0.25
Merck_20 —60.89 -57.79 -59.63 -59.44 1.56 —60.84 -58.22 —58.53 -59.20 1.43

SD, Standard deviation
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Table S6. The post-MD MM-GBSA analysis of three different replicas (continued).

100ns RMSD Stable
Compound

Replical Replica2 Replica3 Mean SD Replical Replica2 Replica3 Mean SD
BC-001 —69.53 —65.16 —68.79 —67.83 2.34 —71.55 —68.82 —63.82 —68.06 3.92
BC-002 —61.48 —57.98 —60.04 —59.84 1.76 —66.18 —61.50 —61.51 —63.06 2.70
BC-003 —63.73 -61.50 —-61.85 —-62.36 1.20 —62.16 —-64.18 —67.58 —64.64 2.74
BC-004 —69.16 -69.16 -74.11 -70.81 2.86 -70.51 —-69.31 —~74.61 —-71.48 2.78
BC-005 -58.71 -58.71 -55.49 -57.64 1.86 —60.78 -55.72 —60.71 —-59.07 2.90
BC-006 —66.74 -60.42 —-62.97 —-63.38 3.18 —67.30 -59.37 —65.55 —64.07 4.17
BC-007 —66.95 —54.19 —55.81 —58.98 6.95 —67.73 —58.29 —58.90 —61.64 5.28
BC-008 —59.69 —49.62 —49.23 -52.85 5.93 -59.66 —49.33 -46.82 -51.94 6.81
BC-009 —65.46 -56.77 -60.18 -60.81 4.38 -65.91 -59.23 -59.26 -61.47 3.85
BC-010 —70.66 —63.31 —65.54 —66.51 3.77 —-70.17 —69.72 —67.22 —69.04 1.59
BC-011 —70.36 -67.10 —-69.13 —68.86 1.65 —70.99 -68.03 —69.74 —69.58 1.48
BC-012 —60.08 —54.65 —55.58 —56.77 291 -57.13 —49.53 -52.70 —53.12 3.82
BC-013 —70.38 —57.24 —61.00 —62.87 6.77 —70.94 —55.76 —56.52 -61.07 8.55
VT-105 —90.08 -91.31 -91.78 -91.06 0.88 —-91.69 -91.21 —-91.06 -91.32 0.33
VT-104 -91.16 —75.11 —76.15 —80.81 8.98 —91.45 —79.16 —79.14 —83.25 7.10
EX64 —82.28 —66.64 —66.33 —71.75 9.12 —81.93 —71.45 —66.06 —73.15 8.07
MSC-4106 —63.89 -63.89 —-63.58 —-63.79 0.17 —64.72 —-63.38 —62.94 -63.68 0.93
Merck_20 —60.40 -59.38 -58.77 -59.51 0.83 —60.27 —60.06 —59.40 -59.91 0.45

SD, Standard deviation
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