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Enzymatic assay data

Table S1. The inhibition potency, ligand efficiency and target MTase of commercially
obtained HTVS hits
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(ICs0, M)
(Ligand Efficiency (LE), kcal/mol)

Compound Target
No (MolPort ID) MTase nsp14 nsp16 Human
(ZINC ID)
o)
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* NMR and MS analysis indicated that sample contains mixture of compounds

** compound not soluble in DMSO
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Table S2. Enzymatic potency, ligand efficiency of commercially available
ZINC23398144 hit analogues

OG-

Percent inhibition at 100 uM, %
(ICs0, M)
(Ligand Efficiency (LE), kcal/mol)

Compound
No (MolPort ID) nsp14 nsp16 Human
(ZINC ID)
@)
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Table S3. Enzymatic potency, ligand efficiency of commercially available

ZINC38661771hit analogues

Percent inhibition at 100 uM, %

(ICs0, pM)
(Ligand Efficiency (LE), kcal/mol)
Compound
No (MolPort ID) nsp14 nsp16 Human
(ZINC ID)
Os
N
o s _&2/\;(”“ 58 7 69 8 63 5
1 S O IC50=118 +4  [Cs50=51 £2 IC50=58 £3
LE=0.19 LE=0.21 LE=0.21
009-724-498
ZINC000038661771
NH
o
2 3\ ,Sﬁg)j/\of( 27 +2 A7 4 not tested
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N
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F
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N)\S/\H,NH
O
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* Only 3 ZINC38661771 analogues were purchased due to limited chemical space
covered by commercially available compounds — majority of analogues varied with
the placement of minor functional groups, mostly halogen atoms, at the terminal

benzene ring.
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Table S4. Enzymatic potency and ligand efficiency of commercially available SAM

analogues
HzNw/\'\b;\N/,SSZmE
NQN HO OH
Percent inhibition at 100 yM, %
(ICs0, uM)
(Ligand Efficiency (LE), kcal/mol)
Compound
No (MolPort ID) nsp14 nsp16 Human
(ZINC ID)
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ZINC000017654909
H
8 \\WNW 32 46 54 £10 56 +1
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16



039-336-807
ZINC000004475116

e

AN

035-706-611
ZINC000100074350

30 +4

68 £7

not tested

10

|1|-|O
9 ,Np
- (@) O

o
046-417-911
ZINC000028567519

28 £2

14 £3

not tested

11

HN™

~N” NH,

WOH
(0]

046-594-122
ZINC000584905214

22 5

not tested

12

NH,
o_R NH,
oS
00 0
046-683-328
ZINC000036477981

20 3

50 +11

89 +8

13

o H N
- o) 0 z

046-416-871
ZINC000013488353

34 +6

not tested

17



Figure S1. Analysis of RNA transcripts by 20 % polyacrylamide denaturing gel
electrophoresis.

1. — 5.8 kDa standard

2.-8.3kDa

3.-19.3 kDa

4. — DNA template

5. - m7G(5")ppp(5')Co25 co-transcriptionally capped RNA, before DNAse digestion

6. - m7G(5")ppp(5')Co25 co-transcriptionally capped RNA, after DNAse digestion,
desalted

18



