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Supplemental Table 1. ML372 is found in brain tissues of SMNA7 SMA mice after

administration of 50 mg/kg.

ﬁ;‘imal OGfell:i)zzpe 11:151311 7t21sl§::l (il"g jgy | ML372 level in brain tissue (mmol/ke)
1 SMA 10490 20.14
2 SMA 13508 37.52
3 SMA 3475 9.65
4 SMA 13185 36.63
5 SMA 5439 15.11
6 SMA 8757 2433
7 Unaffected 10992 30.53
8 Unaffected 13878 38.55

Supplemental Table 2. ML372 binding kinetics with the ubiquitin activating enzyme E1,
ubiquitin conjugating enzyme UBCHS5b and the E3 ligase Mibl.

UBAI UBCHS5b Mibl

Analyte injection 0.352, 1.06, | 0.122,0.242, | 0.156,0.311,
concentrations (uM) | and 3.19 and 0.485 and 0.622

Association rate No binding | No binding 1.77e5
constant (Ka,1/Ms)

Dissociation rate No binding | No binding 0.0278
constant (Kd, 1/s)

KD (M) No binding | No binding 1.57e-7




