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Table S1. Proposed hydrogen bonds between methyltransferase and cofactor based on
the crystal structure of each methyltransferase with bound AdoHcy

“Amino acid *Amino acid Nucleoside
Enzyme PDB Substrate COH NH, OH N6 N1 N3
L1 L4 X L1 L4 X
Hhal IMHT DNA C(C5) |LyGys S30s E4 Deo Ie1 Wy
DNMT2 1G55 DNA C(C5) |ViGis S376 S76 D3y Esg Is7 Yio
Pvull IBOO DNA C(N4) | G387 Faso | HaasEnos D34 Sss
Taql 1AQI DNA A (N6) Tos E4sA47Cas E; Dgo Foo l7
"DpnM 2DPM  DNA A (N6) |E41GasAss Ko EaiFas Dios Wi:Deo Diry Fizis  Fe
T4dam 1Q0T DNA A (N6) [Sy Ky Dz Y7 Dso Qsz Figq Fis7
"Rsrl INW5 DNA A (N6) Ko7 Sas3 Dgs Haps Do Das [
‘Rl INW7 DNA A (N6) Dgs Pos Hy,; Doy Dyg Cy7 Ay
“Fts] 1EIZ RNA Ge3G6aGes S33 Ds7Gso Disg As1Ds3 Doy Fioo
Ermc 1QAN RNA A (N6) 15 Niot Gss Eso D4 Iss
Vp39 1AV6  RNA OH GpoHys Qy Dgs Gisg DysRy7 Viie
CheR 1AF7 Protein E (O) T94Rgg A123E129 R230 D154 A3g Nz]z
Prmtl 10RI Protein R (N) Rss Has Eioo Ei Vi
Prmt3 1F3L Protein R (N) Rase Dsss Dysy Esn I310
PIMT IDL5  Protein D-NH, | GgsGgs Gg3 Eips Diss Giss Vios
CI’IPIMT 111N Protein D-NHZ Sgg S59 H54 D109 D]41 Tz[b G]42
‘PIMT 1JG1 Protein D-NH, | Si2 Nyos Eg7 Goo Eiy D4s Lo,
hDOTlL INW3 Protein K (N) ngg T139 D161 Gl(,g E]gg Dzzg F223
"HemK INVS  Protein Q(N) |G N Dy; D5,
CmaAl 1KPG Llpld C=C Y;;S34 G72 113(, G74 T90 L94 Q95 E124
CmaA2 1KPI Lipid C=C Y4, S | Ggo Ligs G T L103Quor  Ein Wiz
PcaA 1L1E Llpld C=C Y33 S G2 i3 G4 Tos Los Qr)r) Wi Eia
ChOMT 1FP1 Small Ky74 Dy Dy4o Dyso
1IOMT 1FP2 Small Koss Doy Dy9 Dyos
"COMT  1VID  Small Vi GesSn2 Dy Eso St Siio
Gamt IKHH  Small My 172 Az Disa Geo Ego Coo Eipr Wiis
Pnmt IHNN  Small Yss YisYa0 | G7oSso A Dg;Gioy Dsg Viso
"COMT _ IKYZ Small Koss Do Dy3 Dys;
Gnmt INBH Small Wg,() R40 A(,4 L]g(, Dg5 N] 16 W] 17
Hnmt 1JQD  Small Egs Eos Hy | Geo Des HigoLia Ego Qo4 Si20 Sia1 Si2
"SAMT _ IM6E _ Small Nes Ds; Dog Siz

aThe residues contacting the methionine moiety are grouped according to their position
in the type I AdoMet-dependent methyltransferase fold: L1 indicates the loop following
strand B1, L4 the loop following 4 and X indicates residues outside the conserved
domain. Residues forming side chain interactions are written in black, main chain
interactions in blue and water mediated interactions in magenta. Conserved residues are
highlighted in yellow.

b 2DPM, INWS5, 1G60, 1EIZ, INW3, INVS, 1VID, 1KYZ and 1M6E were solved with
bound AdoMet and 1IM8 was solved with AdoHcy.

cHydrogen bonds with adenine N7 were predicted: made by the main chain of Thr 216
in 111N and Ile 221 in 1JG1.

d AdoMet and AdoHcy have different conformations and different interactions with
M.Rsrl in INW5 and INW?7, therefore both structures are included.



