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Tet repressor a.
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Hemoglobin, alpha subunit




Hemoblobin, beta subunit
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d-3-phosphoglycerate dehydrogenase a.
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FBPase-1 a.




FBPase-1 b.
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Phosphofructokinase a.
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Aspartate transcarbamoylase, catalytic subunit a.
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Glycogen phosphorylase a.




Glycogen phosphorylase b.
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Cdc-42 a.
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glutamate dehydrogenase a.




-
O BB P C

P’ —

WOW =DM~

45
25
73

13
113
272
321
115
482

10
105
263

47
23
31

89
259
309
483
499

17
102

a3

16
119

80

83
196
344
319
132
246
389
486
440
388

I

I

T

291
305
303
392
416
448
458
464
289
304
469
384
418
456
408
410
422
417
451
415
467
413
419
429
428
471
472
425
458
120
293
345
368

glutamate dehydrogenase b.

288
307
173
229
294
187
257
295
194
222
228
227
203
220
264
281
282
120
155
156
161
213
230
292
283
358
484
500
31
405
437
444
442
446
475
487
445
402
476
55
57
122
205
232
154
189
191
335
406
407
414
421
455
233
457
408
450
465

208
275
387

222
228
227
203
220
264
281
282
130
155
156
161
213
230
292
293
358
484
500
311
405
437
444
442
446
475
487
445
402
476
g5
57
122
205
232
154
189
191
335
408
407
414
421
455
233
457
408
450
465
9
208
275
387
432
395




glucokinase a




—_D L POPSR e L0 0 L0 PO P L e e s L L ] e T

QO L0 LR Bl Lo '
N D P RO =) 0 B L P e D OO LAL) LR =00 TO TNt O - DD o ) (O D e e O D =] =) 00 0 e LD L) ot 2 D =100 |

AR AR AR AR

N D e 1 DOPD =l e QO CDLN LN O =l G =l 2 IS e ol o = J D =D )t et =] et 0 ] At SO LIE0 LMD A3t 3 QOO P 0=«

glucokinase b.

420 ——
o, —— 396, 300 ——
307 - —_— 20— = —
e g i o —
= — [of ) — 298 —
365 _ g%% 4150 ggg 270 39—
69 - _ 242 I 334 1 — 93 37—
196 — — 38— [} E— - QL [l S — 114 4 - —
3200 — 356 —o 00| —x= 255 f—ox— 284 101 ——
194 |- — T 1300 203 ——
13 230
881 — ]24 — 1] M— 102 L) E— “uy
67 = — 3?% = 132 —n— 2 35— 207 — —— 338
‘:ll]g s —= 1 — 3eal 3?‘;' 89— o — 53
o Paeme— 7] — L — 367 ——
2 —— da— 26| 359 251 — 904 - —— 251
M- 34— 427 —— 193 83 B4 —— 240
EN L — e 7 A 15 3 — 262
el — 15— LT 554 65— 123 —— 330
P LL | — 434 _—— 414 165 f— 152 —— 261
KT [ — 20%— 73l 269 184 }— 430 —— 363
[ — 237 —— 16 sl 257 ——
362 364 264
g 241 —— 397 —— 314 135 0— 285 - ——
19 [~ —_— 389 N 186 ——— 8 = — 129
Mk — 95 190 f—
36 gl 296 |- —— 192
gl 238 40l 433 245 — 15| —— 125
399 - — 61 ne—— 421 279 |—— 25— —— 154
mr — o o mp—
Msl 62 gé = Y98 387 —— 2‘;3 B
D 78 325 378 — - 127
8 — 68 anl 400 s 40§ —— 453
"ol — 8a ([ — A ) I—
113 A— as ]y — 99 42| 37— 380
a9l —— 145 15| 346 113 382 —— 213
426 —— 223 CET 174 G s —— 220
Al 417 2zl 545 308 f—- 405 — 233
360 |- E— 108 221 452 —— B — 416
sl —— £33 4l 422 i — 49— 57
P T I— 432 A= 428 297l 56— 510
393 — — 407 438 —— 243 319} 55— ——
103 - — 338 157 — 282 335 20 —— 235
(117 P 53l ([ — F—— ) — 252
4l — 267 — 22— 108 388 |—— sl 434
ARl — 240 |—— i — 263 175 f—no— AT ] E— a
77— 262 —— T ] — 309 372l 356 382
e gg? A 41 423 420 375 | ——
P11l A 563 b1y — P 124 —
305 —— b1z — 13 30— 19—
ET R | I— 129 —— 102 47 412 |— 315 ~-——
3901 — 192 —— 34 270 b8 [ S— 302 ——
#Hi- — 125 —o 3 93 1) 441 = —
= 154 — 359 114 43—
9
T 21— 193 374 ——
456 — 127 — 15 284 37— [} E—
L) — 230 = _
333 |- 5 354 41 1591
gﬁ- — i) — 2113: Lk e 10 f—o— 404 - ——
T — - 203 [—— 8 -—
1) — 314 202 —
W0 95

TTEEELTTTEPEEET T




Lac repressor a.
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Thrombin, chain B b.
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Figure S4. SCA data. Results for SCA are present for each protein from the training and independent data sets, except for myosin
IT where we relied on the previously published analysis by Yu et al. [F1]. a. Hierarchically clustered matrix of AAG values and
dendrogram where terminal branches correspond to residue indices of the protein sequence. Branches of the dendrogram
corresponding to regions in the matrix containing clusters of high AAG (regions with high fraction of points greater than or equal to
1.6 kT) are highlighted. The color scale is once displayed for CheY and applies to the subsequent protein systems. b.
Magnification of the ends of the highlighted branches to display the residue indices, which are based on the numbering in the
corresponding PDB file (except for thrombin, where negative numbers are for residues cleaved from prothrombin chain B and
thrombin residues start at 1).
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