Supplemental Table 1. Frequency of occurrence of E75 in selected groups of TIR domains.

Group # Frequency of E75 NADase activity
root 70-80%
2 (TIR-NB-LRRs) >90% ++
2.1 >90%
2.2 >90%
2.3 >90%
2.4 >90%
2.5 >80%
16 >90%
21 >90%
24 (SARM) >90% ++
3 (Toll proteins and 80-90% Not tested in all
TLRs) subgroups
3.2 (TLR1, 2, 6, 10) >90% absent
3.4 (TLR3) <10% Not tested
3.6 (TLRs present in >90% Not tested
cold-blooded chordata
and birds)
7 (TLR7-9) <10% Not tested
4 (IL-1R family) 70-80% Not tested
10 (TIRAP) <10% absent
23 (MyD88) <10% absent
32 (Arthropoda MyD88) <10% Not tested
8 (bacterial) >90% Not tested
9 (bacterial) >90% Not tested
11 (bacterial) >90% Not tested
12 (bacterial) <10% Not tested
13 (bacterial) >90% Not tested
14(bacterial) 80-90% Not tested
35 (bacterial) >90% Not tested

E75 is critical for catalytic function of TIR domains of NB-LRR plant receptors and SARM1
(Horsefield et al. 2019; Wan et al. 2019). The frequencies of E75 in TIR groups, however, do not
necessarily correlate with the enzymatic activity. Thus, E75 is present in more than 90% of TIRs in the
groups with reported NADase activity, i.e. groups 2 and 24; whereas the E75 frequency varies widely in
groups that do not catalyze degradation of NAD. Thus, E75 is frequent in group 3.2, but rare in groups
10 and 23.
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