Supplementary Table 1. Interpretation of thiopurine metabolites

	6- TG Levels
	6- MMP Levels
	6-MMP/6-TG ratio 
	Interpretation

	Low
	Low
	Therapeutic or Low
	Non - compliance

	Therapeutic or Low
	High
	High
	Selective 6 – MMP shunter

	Therapeutic
	Therapeutic
	Therapeutic
	Refractory disease


Therapeutic 6-TG levels > 238 pmol/8 x 108 RBC
Therapeutic 6-MMP levels < 1335 pmol/8 x 108 RBC

Low 6-TGN + 6-MMP below 150 pmol/8 x 108 RBC

Therapeutic ratio < 4
Supplemental Figure 1 - Metabolism of AZA.

AZA is cleaved to form 6MP. Further metabolism occurs through competing pathways by three different enzymes: XO oxidizes 6MP into the inactive 6-thiouric acid; HPRT converts 6MP into 6-thioinosine 5-monophosphate, of which further intracellular metabolism results in the formation of the active metabolite, 6 – thioguanine nucleotide; TPMT methylates 6MP into the inactive 6-methylmercaptopurine. TPMT also methylates thioinosine monophosphate into 6-methylmercaptopurine nucleotides.

XO, xanthine oxidase; HPRT, hypoxanthine phosphoribosyltrasferase.
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Supplemental figure 2 - Flow of the study
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Supplemental figure 3 - Correlation between 6-Thioguanine and 6-Methyl Mercaptopurine with ALT
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