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We read with interest the article by Li
et al. (1). The authors reported a case
with an extremely abnormal HbA1c value
due to interference of a hemoglobin (Hb)
variant. We agree with the authors re-
garding the necessity of visual inspec-
tion of chromatograms of HbA1c prior to
reporting the results, especially in the
scenario of discordance between HbA1c
and other clinical findings. However, we
believe some comments and suggestions
for future investigation are important for
exploring this issue.
Li et al. (1) should double-check their

gene sequencing data, which were not
included in the case report. We note that
they identified a heterozygous mutation
(c.242T.A, Leu81His) in the HBB gene.
However, according to the record of
human hemoglobin variants in database
HbVar (http://globin.bx.psu.edu/hbvar/
menu.html) and the National Center
for Biotechnology Information (NCBI),
the nucleotide at position c.242 in the
HBB gene is A instead of T. The mutation
reported by Li et al. is more likely to have
been c.245T.A in the HBB gene, which
results in a transition of leucine to his-
tidine. Besides, the clinical features of the
reported case were similar to those in the
proband with hemoglobin variant Hb La
Roche-sur-Yon (b81[EF5]Leu→His, HBB:
c.245T.A) (2).
Apart from cation-exchange high-

performance liquid chromatography (HPLC)

used for the HbA1c measurement in the
case report (1), other common methods
based on different principles include
capillary electrophoresis (CE), immuno-
assay, enzymatic assays, and boronate
affinity HPLC (3). Based on our clinical
practice and research, we want to em-
phasize the following points: 1) Rec-
ognition of the interference is crucial
in order to prevent reporting errone-
ous results, especially in populations
with a high prevalence of Hb variants
such as in southern China. However,
recognition of Hb variants depends on
testing methods and the features of
the Hb variants. For instance, we found
that the common a- and b-globin var-
iants in China, including Hb E, Hb New
York, Hb J-Bangkok, Hb G-Coushatta, Hb
Q-Thailand, Hb G-Honolulu, Hb Ube-2,
and Hb G-Taipei, all can be separated by
CE. Determination of HbA1c levels using
CE showed less interference than cation-
exchange HPLC instruments (4). The de-
gree of impact on the measurement of
HbA1c depends on the separation of Hb
variants from Hb A (4,5). 2) For newly
identified Hb variants, the degree of
interference with HbA1c might be case
dependent. Unlike the case reported by
Li. et al. (1) with a low level of HbA1c
(initially measured at 2%), some Hb
variants may present with a normal level
of HbA1c. These Hb variants may be hard
to discover if the analytical methods

have a limited capacity to prevent in-
terference by Hb variants. For these
patients, their geographic origins and
the other indices of metabolic control
should be carefully checked before any
crucial treatment regimen is begun. 3)
For those suspicious cases with Hb var-
iants, repeat analysis of HbA1c should
ideally be performed using a method
based on a different analytical principle
from the initial assay.
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