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SMN Tudor / sDMA

Y127L mutant / sDMA

PRI 006
1 I 004
et L
= ] — o] YiIm N v
= @ 1 1
® ] T 002
2 s 2 004
o 1 o oo
o L & 006
| -0.08]
-25-] 01
4 012~
| T LA A T 1 T B . O B e e s e e e e e e e e
o 5 W 15 20 25 30 35 40 45 50 ] 5 W 15 20 25 30 35 40 45 50
Time (min) Time (min)
02+ 004 .
-0.4-] L
1 002
-0.6— 1 - .
= ] = 001
[} <] ]
£ 08 £ o] .
= 4 = 4 . .
= . Mode! One Set of Sites T 001 . .*
o] - [Cell] (M) = 300e-6 R - *
= 1 [Syr] (M) = 5.00e-3 = 002 » .
— 1.2 M (sites) = 1.00 T o0 . "
=] 1 KD (M) = 3596 4 45.5e-5 q 003 .
-14 4H (kealimol) = -3 71 + 0. 209 004 .
4 Ofrset (kealimol) = 0 ]
16 AG (kealmol) = -4 70 005
i -TAS (kealmal) = -0.989 R . -
— T T T T T T T T T T T T T T T T T
0 05 1 15 z 25 3 35 o 05 1 s 2 25 3
Molar Ratio Molar Ratio
N132E mutant/ sDMA W102F mutant / sDMA
w w
= =
m [
1~ w
= =]
o o
(a] (=]
T T T T T T T T T T T T T T T T T T T T
0 5 10 15 320 25 30 35 40 45 5D 0 5 10 15 20 25 30 35 40 45 5D
Time (min) Time (min)
. ] .
o1 . 0.05
’ - « . . . . .04 .
[ I 0 . 0.03-] ’
= - = ]
<] o .
£ 01 g 0o
= = 001 .
™ T ]
g -o.z__ g o] .
T 03 T oot °
b .
g < o0z . * . .
0.4 1 * .
] -0.03 .
0.5+ . -0.04~ .
T T T T T T 1 T T T T T T T
0 05 1 15 2 25 3 0 1 2 3 4 5 6 7
Molar Ratio Molar Ratio

Appendix Figure S1. ITC titrations of wild type or mutant SMN Tudor with sDMA.
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Halo-Tudor fusion protein

Appendix Figure S2. Coomassie blue staining after incubating 100 uL of Halo-link agarose resin with 360 pg

of Halo-Tudor fusion protein at room temperature for 2.5 hours.
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Appendix Figure S3. Correlation of the peptide precursor abundances.

used as a measure of linear correlation.
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Appendix Figure S4. Venn diagram illustrates the overlapping sites or proteins containing DMA (both
sDMA and aDMA) between our study and the UniProt database (2023 01).
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Appendix Figure S5. Immunoblot analysis of arginine dimethylation of immunoprecipitated Flag-eIF3D in
HEK293T cells. Anti-sDMA and anti-aDMA antibodies were purchased from cell signaling technology with
catalog numbers CST-13222 and CST-13522, respectively.
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Appendix Figure S6. Dot blot analysis of anti-R99me2a antibody generated in the study. Lane 1: antigen Cys-
RNRMRye2.FAQRNL at different concentrations; Lane 2: antigen Cys-RNRMRFAQRNL at different
concentrations. Antibody was diluted 1:4000.

PRMT486 KO#1
| PRMT486 KO#2

IB:PRMT4

| IB:GAPDH

I PRMT4 genomic DNA PRMT6E genomic DNA
Wild type IGGACATCATCATCTCGGAGCCCATGGGCTACATGCTCT ICGCCTGCGCGTGCTGCTGCGCTACAAAGTGGGAGACCA
kaACATCATCATCTCGGAG——TCT (-16)

Pi’g;i&e ICGCCTGCGCGTGCTGCTGCGCTACAAAAGTGGGAGACCA (+1)

IGGACATCATCATCTCGGAGCGATGGGCTACATGCTCT 1)

PRMT4&6 [CGACATCATCATCTCGG———-CTACATGCTCT (-10) ICGCCTGCGCGTGCTGCTGCGCTAC——-—CA(-12)
KO#2 [GGACATCATCATCTCGGAGC——TACATGCTCT (-8) ICGCCTGCGCGTGCTGCTGCGCTACAAAAGTGGGAGACCA (+1)

Appendix Figure S7. (A). Western blot analysis of PRMT4 and PRMT6 in both PRMT4 and PRMT6 double
knockout HEK293T cell clones. GAPDH was used as a loading control. (B). Genomic DNA sequence of gRNA
targeting site in both PRMT4 and PRMT6 double knockout HEK293T cell clones.
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