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Synthesis of methyl-ADP
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Supplementary Figure S1. Synthesis of methyl-ADP and *H-NMR data.



Synthesis of THF-ADP
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Supplementary Figure S2. Synthesis of THF-ADP and *H-NMR data.
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Synthesis of a- and B-1"-O-methyl-ADPR
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Supplementary Figure S3. Synthesis and separation of a-1"-0O-methyl-ADPR and [3-1"-O-methyl-ADPR and

chromatographic data.



JM51024HPLC
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Supplementary Figure S4. 'H-NMR data for a-1”-O-methyl-ADPR and 3-1"-O-methyl-ADPR.



PDB Structure Species Protein Reference

1G9Q Escherichia coli ADPRase [18]
1MK1 Mycobacterium tuberculosis ADPRase [19]
1V8L Thermus thermophilus ADPRase [20]
2QJO Synechocystis sp. PCC6803 NMN [25]

adenyltransferase/ADPRase

3GZ8 Shewanella oneidensis Transcriptional Regulator [28]

Supplementary Table S1. Possible templates for modelling ADPR into the TRPM2 Nudix domain binding site.



Mutagenesis primers

T1347V for TTCGGACCCAACCACGTGCTGTACCCCATGGTC
T1347V rev GACCATGGGGTACAGCACGTGGTTGGGTCCGAA
Y1349F for CCCAACCACACGCTGTTCCCCATGGTCACGCGG
Y1349F rev CCGCGTGACCATGGGGAACAGCGTGTGGTTGGG
L1381] for GTGGTGAAGCTCCCTATCTCCGAGCACTGGGCC
L1381l rev GGCCCAGTGCTCGGAGATAGGGAGCTTCACCAC
R1433M for TACATGGATGACCCGATGAACACGGACAATGCC
R1433M rev GGCATTGTCCGTGTTCATCGGGTCATCCATGTA
Y1485F for CGCATCCCACTCTTCGCGAACCACAAGACC

Y1485F rev GGTCTTGTGGTTCGCGAAGAGTGGGATGCG

Sequencing primers

CMvVfor CGCAAATGGGCGGTAGGCGTG
TRPM2.5 GCTCATCACCATCGGAGTCGC
TRPM2.7 CACCTTGCTCTACCTGTACGA
TRPM2.9 CTCTGCCTGTTCGCCTACGTG
TRPM2.11 CTGCAGCTCTTCATCAAGAGG
TRPM2.13 CAGGCCGGGTTGCCCCTGAAC
TRPM2.15 GGGAGACACCCTGGAGCCAC

Supplementary Table S2. Primers used for QuikChange mutagenesis and sequencing of the coding sequence for
TRPM2



