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aÂ .Recognition of the hemoglobin beta 1171 mutation by automated DNA sequencing

and heteroduplex-based mismatch analysis: a case study. Hb S (beta 6 Glu leads to Lys)
is commonly detected in neonates with sickle cell disease (SCD). The most common

clinically severe Hb variant with S-antigen property in the Caucasian population is Hb S
beta 6 Glu leads to Val (HBB: c.-238 T-->G; HBS: c.-202 C-->T). Analyses of both

parental and 10-year-old daughter DNA with a hemoglobin analysis system (HBA, Miles
Diagnostics, INC., Elkhart, IN) showed that the father (Hb E) was compound

heterozygous for Hb S beta 6 Glu leads to Lys and Hb S beta 6 Glu leads to Val (HBB:
c.-238 T-->A), whereas the mother (Hb A) was heterozygous for Hb S beta 6 Glu leads to
Val. The proband was compound heterozygous for Hb S beta 6 Glu leads to Lys and Hb S
beta 6 Glu leads to Val (HBB: c.-238 T-->G; HBS: c.-202 C-->T) and was heterozygous for
Hb S beta 6 Glu leads to Lys. A 1-base substitution at nucleotide position -214 (T-->C) of
the beta globin gene was identified. The affected codon changed from GAA (beta globin)
to GAT (beta globin). A restriction fragment length polymorphism (RFLP) analysis of the

RsaI digestion products of the PCR products confirmed the mutation. Furthermore, a
mismatch analysis using heteroduplex-based restriction fragment length polymorphism

(HRLFP) showed that the proband carries a mutation at the HBB locus, while she was
compound heterozygous for Hb S beta 6 Glu leads to Lys and Hb S beta 6 Glu leads to
Val. This is the first report describing a triple-site hemoglobinopathy, Hb S beta 6 Glu

leads to Lys, Hb S beta 6 Glu leads to Val, and H
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