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Figure S1. LC-MS analysis. (A) SIM chromatogram of TBZ sample. (B) Chromatogram of TBZ sample 

treated with acid citric 1.5 M for 70 h at 70 °C. 

 

Figure S2. TBZ 500 MHz 1H NMR spectra. Top: TBZ 500 MHz 1H NMR spectrum in DMSO-d6 

solution. Bottom: TBZ 500 MHz 1H NMR spectrum in citric acid 1.5 M / D2O solution. 
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Figure S3. Expanded 500 MHz 1H NMR spectra of TBZ. (A) Expanded area between 6.35 and 6.85 

ppm in DMSO-d6 solution. (B) Expanded area between 6.35 and 6.6 ppm in in citric acid 1.5 M / D2O 

solution. (C) Expanded area between 4.1 and 5 ppm in citric acid 1.5 M / D2O solution. 

 

Figure S4. Deuterated TBZ 500 MHz 1H NMR spectrum. Top: TBZ 500 MHz 1H NMR spectrum in 

DMSO-d6 with protons assignments. Bottom: [1,1-di-2H,3-2H]-TBZ 1H NMR spectrum in DMSO-d6. 
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Figure S5. ROESY Experiments. (A) ROESY spectrum expansion between 4 and 5 ppm of TBZ in citric 

acid 1.5 M / D2O solution. Correlation peaks from the ROE effect are opposite to diagonal peaks and 

of non-zero intensity. On the other hand, correlation peaks resulting from a chemical exchange 

phenomenon as indicated by the black box are of the same signs as the diagonal. (B) TBZ 500 MHz 
1H NMR spectrum expansion between 4 and 5 ppm in citric acid 1.5 M / D2O solution with 

hypothetical assignments. 
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Reference tetrabenazine LC-MS data 
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Stability of F1 sample in LC-MS at 1 month 
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Stability of F2 sample in LC-MS at 1 month 
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Stability of F3 sample in LC-MS at 1 month 
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Stability of F4 sample in LC-MS at 1 month 
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Stability of F1 sample in LC-MS at 3 months 
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Stability of F2 sample in LC-MS at 3 months 
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Stability of F3 sample in LC-MS at 3 months 
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Stability of F4 sample in LC-MS at 3 months 
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Stability of F1 sample in LC-MS at 6 months 
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Stability of F2 sample in LC-MS at 3 months 
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Stability of F3 sample in LC-MS at 6 months 
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Stability of F4 sample in LC-MS at 6 months 
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Figure S6. LC-MS data for TBZ analyses contained in ODF. 



 

 

 

Figure S7. Kinetic experiments on TBZ in acetic acid-d4 / D2O (10 mg TBZ plus 0.4 mL D2O plus 4 

drops of acetic acid-d4) over time at 24°C. 1H NMR spectra in aromatic protons area every 10 min. 

 
Figure S8. Kinetic experiments on TBZ in citric acid / D2O (10 mg TBZ plus 0.4 mL D2O plus 4 drops 

of citric acid 1.5 M in D2O) at variable temperatures. 1H NMR spectra in aromatic protons area with 

increasing temperature. 


