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Primary Marker:   Methionine

Current Screening and Algorithm for Classic HCU



Current Screening and Algorithm for Remethylation Disorders

Primary Marker - Methionine

C3



Strategies to Improve Screening Performance

Classical HCU

Analytes Specificity Sensitivity 

1. Decrease the  Met cut-off

2. #1 & Met/(Leu x Phe) 

3. #2 & 2nd Tier Hcy

4. #2 & 2nd Tier Hcy, cystathionine & cysteine



Strategies to Improve Screening Performance

Remethylation Disorders

Analytes Specificity Sensitivity

1. Increase the  Met cut-off

2. #1 & Met/(Val x Orn) 

3. #2 & 2nd Tier Hcy

4. #2 & 2nd Tier Hcy, cystathionine & cysteine

5. C3 & C3/C2* & 2nd Tier MMA

*Helps to distinguish CblC, CblD and CblF from other Remet disorders 



• Develop, optimize, and validate a simple, robust and high throughput LC-

MS/MS 2nd tier test: total homocysteine (tHcy), cystathionine, total cysteine 

(tCys) and MMA

• Determine reference ranges in neonates using DBSs

• Retrospectively analyze confirmed Classical and ReMet HCU disorders

• Assess, improve, and expand current algorithms for HCU using additional 

markers

Specific Aims
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