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Methylmalonyl-CoA Mutase
Ad-Chbl
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Met-Cbl *— Methionine Synthase
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Elevated methylmalonic acid (MMA) in urine or plasma

Plasma total homocysteine (tHC)

l elevated normal l
Nutritional history / serum B, MMAuria + related metabolites”
abnormal / normal persistent mild MMA elevation
low serum B, MMAuria + encephalomyopathy
+ C4DC
Nutritional B12 Loading test with consider “atypical”
deficiency parenteral OH-Cbl MMAuria (SUCL)
complets Repeat MMA and tHC
normalization
remains
elevated
Investigate Propionate incorporation Propionate incorporation £ OH-Cbl
transport defects and Methionine synthesis, enzymes Enzymes
transcobalamin deficiency ° Complementation analysis Complementation analysis
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Mutation analysis of specific gene
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cblD—Methylmalonic Aciduria cblD-Homocystinuria

A A
' ™ ' A
N-Terminal | 2 3 4 5 6 7 8 C-Terminal
9 154 372 478 609 696 391
- _/
'
cblD-Combined
cblD—-Methylmalonic Aciduria cblD-Combined cblD-Homocystinuria
@ Nonsense @ Nonsense (O Missense
-+ In-frame duplication A\ Splice-site deletion
A Frame-shift deletion VW Frame-shift duplication

N Engl J Med 2008;358:1454-64
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