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Supplementary Figures
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Supplementary Figure 1. Mass Spectrometry results of covalent modification of SETD8. (A) SETDS
C343S. (B) SETDS8 C343S + 3. (C) SETDS8 C343S + 3 + 5 mM glutathione (GSH). (D) SETDS. (E)

SETDS + 4.
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Supplementary Figure 2. Mass Spectrometry of SMYD2 with and without addition of 3.
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Supplementary Figure 3. Mass Spectrometry of SMYD3 with and without addition of 3.
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Supplementary Figure 4. Mass Spectrometry of PRC2 with and without addition of 3.
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Supplementary Figure 5. Residual activity of the SETD8-3 adduct in both monomer and dimer form

compared to that of wild type SETDS.
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NMR Spectra
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Extended Data Table 1 Data collection and refinement statistics (Molecular replacement)

SETDS8/2 SETDS8/3
(PDB: 5T5G) (PDB: 5TH7)
Data collection
Space group P3,21 C2
Cell dimensions
a,b,c(A) 74.58,74.58,111.47 83.15,31.64,114.89
a, B,y (©) 88.96,88.96,34.99 90.00,105.23.,90.00

Molecule per asymmetric unit
Resolution (A)

Ry OF Ryerge

1/s1

Completeness (%)
Redundancy

Refinement
Resolution (A)
No. unique reflections
Rions Riee
No. atoms /average B-factor
[A2]
Protein
Ligand/ion
Water
Other
R.m.s deviations
Bond lengths (A)
Bond angles (°)
Ramachandran plot
Most favoured (%)
Additional allowed (%)
Outliers (%)
Protein Data Bank entry

1
44.48-2.10 (2.16-2.10)*
0.081 (0.982)

199 (3.1)

99.9 (100.0)

10.7 (11.1)

2.10
9530 (775)
0.204/0.227
1145/54 8

1077/55.2
43/514
20/40.2
5/48.9

0.014
1.5

97.87
2.13
0

2

37.51-1.95 (2.00-1.95)*
0.084 (0.842)

112 (1.3)

99.0 (94.5)

34(2.6)

1.95

21342 (1397)
0.189/0.237
2366/38.3

2189/38.9
56/22.4
96/34.8
25/349

0.010
1.1

97.23
2.78
0

*The values in parentheses refer to statistics in the highest bin.
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