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A1298C allele
To date, data on the prevalence of the A1298C allele in the popula3on is limited to 
rela3vely small groups of controls from case‐control studies. The frequency of 
A1298C homozygotes among controls was approximately 9 percent in two studies, 
one from Canada (11) and one from the Netherlands (12). S3ll among controls, the 
frequency of C677T/A1298C compound heterozygotes was 15 percent in the 
Canadian study (11) (18 percent in the mothers and 11 percent in the children), 20 
percent in the Dutch study (12), and appeared to be 17 percent in a U.S. study (13).
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This chart depicts the metabolic roles of the monocarbon folate pool, and its rela3onship to methionine metabolism. 5,10‐
methylenetetrahydrofolate ‐ produced when serine donates a carbon to tetrahydrofolate ‐ provides carbon groups for synthesis of 
purines as well as deoxythymidine monophosphate (dTMP) ‐ crucial for DNA synthesis and repair. (10‐formyl tetrahydrofolate also 
par3cipates in purine synthesis ‐ not depicted here.)
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of the 
forward 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5 methyl 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increases 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levels
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Reverse reac'on of MTHFR to 
drive BH4 synthesis
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Taken together,
B12 can increase SAMe, or SAMe 
itself in high doses will bind to 
MTHFR and allow for the reverse 
reac3on to increase BH4




