Table S1. Surveillance definitions for very long chain acyl-CoA dehydrogenase deficiency (VLCADD) and 3-methylcrotonyl CoA carboxylase deficiency (3MCC), Four States Pilot Project: California, Iowa, New York, Utah
	Condition
	Definition
	Probable/Possible
	Comment

	VLCADD

	Two pathogenic mutations, preferable confirmed in trans by parental studies

OR

One pathogenic mutation with abnormal fibroblast assay

OR

In the absence of DNA sequencing, abnormal fibroblast assay with typical VLCAD plasma ACP pattern (including increased C14:1)
	Typical ACP (including C14:1), confirmed on repeat testing
	If two mutations, but no parental studies, accept as a case if ACP pattern is consistent

Not a case if:

No mutations identified on sequencing

OR

Normal fibroblast profiling

OR

Mild increase of C14:1, normal on confirmatory test, with no sequencing or fibroblast testing

	 3MCC 
	Abnormal UOA (increased 3MCGlycine, 3OH-IVA) PLUS low enzyme activity of 3MCC with normal other carboxylases (PC, PCC)
OR

In the absence of carboxylase testing, consistent pattern of UOA with marked increase of 3MCGlycine, and 3OH-IVA (at least 5 times upper limit of normal) and selectively increased C5OH-carnitine on ACP (to exclude multiple carboxylase deficiency), preferably confirmed on repeat testing of UOA and ACP, with normal maternal UOA, and normal biotinidase
	With no enzyme testing available, consistent pattern in UOA (increased 3MCGlycine, 3OH-IVA) and no maternal testing available
	If UOA not available, consider a case when positive carboxylase assay (very low 3MCC with normal PC and PCC) (UOA would have been done and been abnormal before carboxylase testing in most cases)
Not a case if:

Normal carboxylase activity

OR

Inconsistent UOA pattern (maternal pattern of low urine 3MCGlycine, high plasma C5OH; or increased 3OH-IVA with no elevation of 3MCGlycine) and no carboxylase testing

OR

Normalization of UOA over time (could be maternal) and no carboxylase testing.


ACP, acylcarnitine profile; C5OH, C5-hydroxy; 3OH-IVA, 3-hydroxy-isovaleric acid; 3MC, 3-methylcrotonyl; PC, pyruvate carboxylase; PCC, propionyl-CoA carboxylase; UOA, urine organic acids
