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Supplementary Figure 1: Box annotation for USP domain structures.

A) Structure of USP2 (pdb-id 2hd5, "), with boxes coloured in blue (box 1),
light blue (box 2), light green (box 3), dark green (box 4), orange (box 5) and
dark red (box 6). Regions in grey are not part of any box, and represent the
points where insertions can occur. The catalytic as well as Zn-binding
residues are shown in a stick model with yellow carbon atoms, blue nitrogen
atoms, red oxygen atoms and green sulphur atoms. B) Structure of USP8
(pdb-id 2gfo, ?) coloured as in A. USP8 contains a small helical insertion
between boxes 4/5. C) Structure of USP14 (pdb-id 2ayo, *), coloured as in A.
USP14 contains a small mainly disordered insert between boxes 4/5. D)
Structure of CYLD (pdb-id 2vhf, #), coloured as in A. CYLD displays a
truncated Fingers subdomain, and contains a B-box insertion (yellow)

between box 4 and box 5 (see main text).

Supplementary Figure 1: Box annotation for USP domain structures.

Alignment as in Fig.2 of main text, in larger format.

Supplementary Table I: catalytic domain and insertion boundaries for all
human USPs

Catalytic domain boundaries, according to ProSite annotation, and position of
insertions identified in this study. All numbers are based on the human

sequences.
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Supplementary Table I. Catalytic domain boundaries, according to ProSite annotation, and position of insertions identified in this study. All numbers are

based on the human sequences. USP names in bold letters contain insertions, and USP names not underlined are catalytically inactive.

Catalytic core Insert 1 Insert 2
Total
Enzyme length Insertion point | Start End Length Start End Length Start End Length
1 UsP1 785 2-3and5-6 | 81 785 705 219 413 195 600 741 142
2 uspP2 605 267 600 334
3 USP3 520 159 512 354
4 USP4 963 3-4 302 914 613 485 773 289
5 USP5/IsoT 858 3-4 326 857 532 610 795 186
6 UsP6 1406 3-4and4-5 | 532 1370 839 715 1028 314 1116 1306 191
7 USP7/HAUSP 1102 214 522 309
8 uspP8 1118 777 1110 334
9 USP9X 2547 1-2 1550 1950 401 1586 1630 45
10 USP9Y 2555 1-2 1559 1959 401 1596 1639 44
11 USP10 798 415 796 382
12 USP11 920 3-4 266 888 623 449 733 285
13 USP12 370 39 370 332
14 USP13 863 3-4 336 862 527 622 800 179
15 UsSP14 494 105 484 380
16 UsP15 981 3-4 289 934 646 472 783 312
17 USP16 823 3-4 196 823 628 393 628 236
18 USP17L2 530 80 376 297
19 USP18 372 55 371 317
20 USP19 1318 3-4 497 1215 719 680 1055 376
21 USP20 914 2-3 145 686 542 251 432 182
22 uUsP21 565 212 559 348
23 uspP22 525 176 521 346
24 uskP24 2620 1689 2043 355
25 UsP25 1087 4-5 169 658 490 412 585 174
26 USP26 913 4-5 295 887 593 558 818 261
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