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Figure 3: Overall overlap of BSA cross-links for DSBU, DSPU, and DSAU. All cross-
linked products identified from three technical replicates with three cross-

linkers using three concentrations are included.
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Figure 4: Cross-linking sites identified in E. coli ribosome. (A) Cross-linking sites

identified in the E. coli ribosome are presented as Circular plot with xVis
(https://xvis.genzentrum.lmu.de). Intermolecular cross-links between different
ribosomal subunits are shown in blue, intramolecular cross-links within one
ribosomal subunit are shown in red. RL: large subunit; RS: small subunit; (B)
Venn diagram showing the overlap of cross-linking sites identified in four
replicates.
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Figure 5: Cross-link analysis of HEK293T cell nuclear lysates. (A) SEC separation of

one nuclear lysate sample; (B) unique cross-linking sites from three biological
replicates contained in selected SEC fractions; (C) Venn diagram showing the

overlap of cross-linking sites identified in three replicates.
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Figure 6: Protein-protein interaction network in HEK293T cell nuclear lysates. (A)

Unique cross-linking sites and potential protein-protein interactions identified
are schematically presented. The thickness of the lines corresponds to the
number of cross-links; (B) zoom-in view on the protein cluster involved in
nucleic acid processing; (C) unique cross-linking sites for the four histones of
the nucleosome, H2A, H2B, H3, and H4 (pdb entry 1EQZ), cross-links are
indicated in blue: < 40 A and in red: > 40 A; (D) intra- and interprotein cross-

linking data of H1.3, H2A type 3, and H3.3 as well as (E) intra- and
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interprotein cross-linking data of PHB1 and PHB2 are shown schematically
with XINET (http://crosslinkviewer.org); intramolecular cross-links are shown
in pink, intermolecular cross-links in green; homotypic cross-links in red.

Intrinsically disordered regions in the histones are presented in orange.
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Table 1: Unique cross-linking sites and cross-link spectral matches (CSMs) for
BSA. Numbers are given for three replicates for all three cross-linkers and
three concentrations as well as the combined numbers; unique cross-linking

site/CSMs.

DSAU DSAU DSAU DSPU DSPU DSPU DSBU DSBU DSBU
25x S0x 125x 25x S0x 125x 25x S0x 125x

Rebl 1 65/ 80/ 105/ 153/ 167/ 187/ 305/ 290/ 374/
P 243 267 310 520 562 630 1065 1042 1190
Rebl 2 62/ 69/ 91/ 156/ 134/ 186/ 234/ 315/ 402/
P 182 234 242 514 416 677 847 1270 1386
Rebl 3 59/ 88/ 123/ 123/ 154/ 220/ 255/ 289/ 400/
P 194 282 353 382 495 894 033 1078 1377
. 08/ 155/ 224/ 270/ 301/ 346/ 430/ 508/ 649/
combined

619 783 905 1416 1473 2201 2845 3390 3953
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Table 2: Unique cross-linking sites and cross-link spectral matches (CSMs) for E.
coli ribosome. Numbers are given for four replicates (DSBU, 50-fold molar

excess) as well as the combined numbers.

CSMs Unique sites

Repl 1 3407 587
Repl 2 2998 493
Repl 3 2984 488
Repl 4 3537 517
combined 12926 868
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