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Table 2. Average Free Energy (W - TAS®™) Per Residue for the GCN4-p1 Sequence during Four
0.6 ns (300 Frames) Nose-Hoover MD Simulations®

RESIDUE | 1 1] \Y4 Vv
Ace -4.04 331 -4.58 -4.60 -4.58
Arg2g 4.04 3.39 6.29 6.93 5.34
Met3a -1.97 -1.62 -1.18 -0.75 -1.94
Lysdb 0.86 1.26 1.05 0.88 0.88
GlIn5c -8.50 -8.61 -8.49 -8.28 -8.27
Leusd 421 -6.92 -5.90 -5.49 -6.00
Glu7e -3.49 -4.53 -4.12 -3.66 -4.67
Aspsf -10.47 -10.84 -10.64 -10.33 -10.82
Lys9g -1.17 -0.99 -0.66 -0.56 -0.34
Vall0a -2.53 -4.63 -4.82 -4.30 -4.47
Glullb -4.15 -4.79 -4.45 -3.97 -4.43
Glul2c -4.45 -4.86 -4.44 -4.06 -4.40
Leu13d -4.68 -7.70 -6.08 -6.78 -7.18
Leulde 578 -5.81 -5.86 -6.45 -5.40
Ser15f 821 -7.96 781 -8.41 -7.98
Lys16g 0.14 0.71 152 1.04 151
Asnl7a -11.57 -11.19 -12.22 -10.81 -10.68
Tyri8b -1.42 -1.57 -1.18 -051 -0.83
His19¢ 332 -3.28 341 -3.70 -4.14
Leu20d -4.52 -6.60 -6.31 -6.49 -5.92
Glu2le -4.19 -4.63 -4.36 -4.60 -3.68
Asn22f -11.63 -11.35 -11.49 -11.14 -11.12
Glu23g -3.97 -3.74 -4.16 -4.04 -3.99
Val24a 261 -3.68 -4.46 -3.87 -4.40
Ala25b? 551 -6.39 -6.21 -5.93 -6.14
Arg26c 1.24 1.87 1.96 1.76 2.14
Leu27d -4.03 -6.81 -6.45 -6.35 -6.70
Lys28e 1.30 0.59 1.10 1.33 1.33
Lys29f 175 1.61 1.85 1.65 271
Leu30g -1.78 -1.70 -1.70 -2.40 -2.86
Val3la 2.20 2.17 1.08 1.32 0.31
Cbx -1.41 -1.39 -1.44 -1.62 -1.97
2 [W - TAS®"] -108.08 -123.32 -117.58 -114.15 -118.69

& All entries are in units of kcal/(mol-helix). Lowest energy values among the oligomers are
underlined. The monomer energies have been included for completeness, but only the multimers

are compared. The values reported here do not include the constant Ziﬂ. G7"solv contribution.
The error bar on these values is around 0.1 kcal/mol. Ace is the acetyl blocking group and Chx
the methyl amide blocking group.” The stabilization observed for Ala® is an artifact, resulting
from the rebuilding of part of helix A of the trimer (see Methods). This rebuilding results in a

suboptimal hydrogen bond between Ala® and Lys*".



Table 3. Average Free Energy (W - TAS®™) Per Residue for the H38-p1 Sequence during Four
0.6 ns (300 Frames) Nose-Hoover MD Simulations®

RESIDUE | 1 1] \Y4 Vv
Ace -4.67 -3.46 -4.91 -4.80 -4.65
Arg2g 3.79 2.10 3.71 3.79 3.72
lle3a -0.20 -0.98 -1.32 -0.07 -0.79
Lysdb 0.58 1.35 0.80 1.03 0.90
GlIn5c -8.16 -8.20 -8.43 -7.78 -8.41
GlInéd 933 -10.37 -10.86 -10.84 -10.45
Glu7e -4.03 -3.95 -4.10 -3.79 -4.43
Aspsf -10.62 -10.87 -10.63 -10.44 -10.87
Lys9g 235 -1.22 245 -2.45 -1.69
Leul0a -4.30 -4.22 -6.24 -6.28 -6.21
Glullb -481 -4.92 -4.74 421 -4.90
Glul2c -4.95 -5.47 -5.13 -4.83 -4.98
Thr13d -4.85 -5.16 -5.35 -5.65 -5.32
Leulde -5.24 -5.24 -5.53 -5.05 -4.00
Ser15f -8.11 775 -7.78 -8.13 -8.09
Lys16g 0.03 0.64 1.18 1.23 1.22
llel7a 311 3.12 -4.66 -4.02 371
Tyri8b -1.30 -1.19 -1.21 -0.23 071
His19¢ 351 -3.67 345 -3.68 -4.05
Leu20d -4.76 -7.36 -6.93 -7.08 -6.53
Glu2le -3.56 -3.26 -3.49 -4.18 -2.97
Asn22f -11.28 -11.43 -11.40 -11.15 -10.87
Glu23g -4.10 379 -4.29 -5.01 -4.09
lle24a -1.89 -1.57 -3.77 -3.22 -3.46
Ala25b -5.61 -6.16 -6.13 -6.01 -6.09
Arg26c 1.22 1.95 117 1.22 1.40
Val27d 271 -3.45 -4.74 -4.64 -4.27
Lys28e 1.36 0.73 1.07 1.31 1.59
Lys29f 1.96 1.94 1.88 1.84 2.00
Leu30g -1.92 -1.94 -2.05 -3.15 -3.09
Leu3la 121 1.94 -0.03 -1.24 -1.41
Cbx -1.39 -1.26 -1.56 -1.66 -1.91
2 [W - TAS®"] -106.62 -109.35 -121.36 -119.17 -117.13

& All entries are in units of kcal/(mol-helix). Lowest energy values among the oligomers are
underlined. The monomer energies have been included for completeness, but only the multimers

fsolv

are compared. The values reported here do not include the constant L.& GV contribution.
The error bar on these values is around 0.1 kcal/mol. Ace is the acetyl blocking group and Chx
the methyl amide blocking group.



Table 4. Average Free Energy (W - TAS®™) Per Residue for the GCN4-LI Sequence during Four
0.6 ns (300 Frames) Nose-Hoover MD Simulations®

RESIDUE | 1 1] \Y4 Vv
Ace -4.78 -3.39 -4.45 -4.56 -4.30
Arg2g 5.27 4.10 5.85 6.49 6.11
Met3a 212 -1.23 -0.54 -1.22 -1.65
Lysdb 0.02 155 0.78 0.50 0.89
GlIn5c 9.21 -8.75 -8.43 -8.31 -8.46
lle6d -1.68 3.20 3.01 -3.92 -3.66
Glu7e -4.07 -4.10 -4.06 372 -4.20
Aspsf -10.19 -10.72 -10.52 -10.14 -10.38
Lys9g -1.40 -1.41 -0.50 -0.86 -0.24
Leul0a -4.17 -4.87 571 -7.18 -7.33
Glullb 473 -4.70 -5.01 -4.55 -4.96
Glul2c -4.32 -4.76 -4.53 -4.18 -4.45
lle13d 221 -3.04 -4.39 -4.97 -4.41
Leulde 5.72 -6.05 -6.14 -6.53 -5.50
Ser15f -8.06 -7.93 773 -7.95 -7.93
Lys16g -0.14 -0.32 1.38 0.66 0.43
Leul7a -5.56 -6.49 -7.09 771 -7.56
Tyri8b -1.36 -1.44 -1.33 -0.60 -1.01
His19¢ 353 -3.47 335 -3.78 -4.47
lle20d -2.40 252 -4.23 -4.95 -4.62
Glu2le -3.38 378 -3.56 -4.21 341
Asn22f -11.30 -11.56 -11.51 -11.08 -10.87
Glu23g -3.82 -3.85 -3.90 -4.67 -3.87
Leu24a -4.15 -4.63 -5.74 731 -7.73
Ala25b 571 -6.29 -6.31 -6.23 -6.39
Arg26¢ 0.89 1.41 1.63 1.23 1.74
lle27d -1.61 254 -4.22 421 -4.22
Lys28e 1.60 0.86 0.65 1.01 1.13
Lys29f 1.80 2.06 1.33 1.82 1.86
Leu30g -2.09 -2.06 -1.96 -3.09 -3.17
Leu3la 0.77 2.04 -0.14 -1.60 -1.56
Cbx -1.35 -1.20 -1.58 -1.68 -1.94
2 [W - TAS®"] -98.70 -102.28 -109.22 -117.52 -116.15

& All entries are in units of kcal/(mol-helix). Lowest energy values among the oligomers are
underlined. The monomer energies have been included for completeness, but only the multimers

fsolv

are compared. The values reported here do not include the constant L.& GV contribution.
The error bar on these values is around 0.1 kcal/mol. Ace is the acetyl blocking group and Chx
the methyl amide blocking group.



Table 5. Average Free Energy (W - TAS®™ Per Residue for the COMP Sequence during Four 0.6
ns (300 Frames) Nose-Hoover MD Simulations?

RESIDUE | 1 1] \Y4 Vv
Ace -3.16 -3.33 -3.75 -3.68 371
Leu2g -3.27 -2.92 27 242 2.74
Ala3a 0.09 041 -0.48 0.14 -0.93
Pro4b 5.56 5.48 5.25 4.84 4.98
GlIn5c -8.04 -8.38 -8.46 -8.46 -8.65
Met6d -451 -3.87 -4.33 -4.09 -4.57
Leu7e -5.05 -4.76 -5.23 -5.07 -5.23
Argsf 1.46 155 1.44 2.21 1.84
Gludg -5.91 -6.04 -6.36 -6.28 -5.65
Leul0a -4.57 -4.92 -6.29 -6.71 -6.76
GInllb -8.65 -8.44 -8.60 -8.49 -8.94
Glul2c -5.20 -5.42 -5.52 -4.94 -5.43
Thr13d -4.57 -4.39 -6.06 -5.23 -5.34
Asnlde -10.59 -10.99 -11.43 -10.56 -11.26
Ala15f 6.72 -6.81 -6.68 -6.64 -6.18
Alal6g -6.56 712 -7.20 -7.42 -7.92
Leul7a -4.15 -4.78 -5.09 -5.55 -5.64
GIn18b -8.99 -9.20 -9.16 -8.50 -8.95
Asploc -10.33 -10.17 -10.63 -10.45 -9.65
Val20d -3.07 -4.01 -4.35 -5.27 -4.92
Arg2le 2.48 2.36 3.30 2.54 1.73
Glu22f -4.44 -4.24 -4.44 -4.20 431
Leu23g -4.95 5.27 5.20 -6.27 -7.06
Leu24a -4.40 -5.37 -6.46 -6.86 -6.88
Arg25b 2.95 2.23 2.44 3.62 3.00
GIn26¢ -9.63 -8.74 950 -10.01 -9.25
GIn27d -8.00 -7.63 -9.67 931 -10.24
Val28e -1.49 227 -2.09 -2.98 -4.01
Lys29f 1.85 1.90 1.89 1.31 2.40
Glu30g -1.38 -1.78 -1.60 -1.77 -0.95
lle3la 3.57 3.53 2.45 2.16 1.69
Cbx -1.48 -1.29 -1.48 -1.58 -2.03
2 [W - TAS®] -121.15 -125.51 -135.98 -135.94 -141.56

& All entries are in units of kcal/(mol-helix). Lowest energy values among the oligomers are
underlined. The monomer energies have been included for completeness, but only the multimers

are compared. The values reported here do not include the constant 2 G contribution.
The error bar on these values is around 0.1 kcal/mol. Ace is the acetyl blocking group and Chx
the methyl amide blocking group.



