
our recent article,1 several other groups have reported
evidence for MS susceptibility haplotypes tagged by
HLA A*02 and HLA B*44 that are independent of
the effect of HLA DRB1*1501. The analysis of ex-
tended haplotypes published by Chao and colleagues
does not find the protective effect of HLA B*44, but its
size is too modest to definitively reject the possibility
that HLA B*44 (or HLA A*02) tagged haplotypes have
a role in MS susceptibility. Thus, clearly, we agree that
additional studies with many thousands of subjects with
MS and high-resolution sequence data will be needed to
definitively deconstruct the role of the MHC in MS
susceptibility in terms of HLA A*02, HLA B*44, and
the HLA DRB1 alleles that have not yet been consis-
tently replicated across populations and studies.

Comparisons of our results with those of Chao
and colleagues is also hampered by methodologic dif-
ferences. Assessing MHC class I/HLA DRB1 haplo-
types is a reasonable approach, but we felt that an
assessment of single alleles was more appropriate. As
noted in our article, HLA A*02 and HLA B*44 were
the most associated alleles after HLA DRB1*1501;
other DRB1 alleles had more modest evidence of as-
sociation than these 2 class I alleles and may be sec-
ondary to class I associations. Thus, we did not feel it
was appropriate to correct for other HLA DRB1 al-
leles. Cryptic population structure in our subjects
self-reported to be of non-Hispanic European ances-
try could affect the distribution of alleles, but even
gross imbalance would not explain the full effect of
our 2 MHC class I alleles. Uncorrected genome-wide
association studies in North American populations of
European ancestry can have genomic inflation factors
of 1.2 or 1.3 prior to the removal of subjects who are
population outliers, but even a very large genomic
inflation factor of 2.0 would yield a significant cor-
rected p value of 0.014 for HLA B*44 in our analysis.
So, population stratification alone does not explain
our result, although we cannot exclude the possibility
that it may have contributed to our result since we do

not have mathematical estimates of ancestry for our
subjects. Family-based analyses such as the transmis-
sion disequilibrium test used by Chao and col-
leagues4 have the advantage of obviating concerns
about population stratification, but even the very
large and useful family-based collection that they ex-
plored remains modest in size, limiting its statistical
power when compared to existing case-control MS
collections in the evaluation of common variants of
modest effect.

Overall, we cannot say that HLA A*02 and HLA
B*44 are causal alleles at this time; as noted in our
article, they simply represent the best markers of 2
separate HLA DRB1*1501-independent effects
within the MHC. We look forward to more studies
from the MS genetics community to refine the exact
variant or groups of variants that affect MS suscepti-
bility outside of the association tagged by HLA
DRB1*1501.

Philip L. De Jager, Boston, MA

Disclosure: See original article for full disclosure list.
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CORRECTION
Evidence-based guideline: Treatment of painful diabetic neuropathy: Report of the American Academy of
Neurology, the American Association of Neuromuscular and Electrodiagnostic Medicine, and the American
Academy of Physical Medicine and Rehabilitation
In the article “Evidence-based guideline: Treatment of painful diabetic neuropathy: Report of the American Academy of
Neurology, the American Association of Neuromuscular and Electrodiagnostic Medicine, and the American Academy of
Physical Medicine and Rehabilitation” by V. Bril et al. (Neurology® 2011;76:1758–1765), there was an error in the article
text regarding the dosage for the number needed to treat (NNT) and an error in the citation of references 7–9. “The NNT
for a 50% reduction in pain was 4 at 600 g/day.7–10” should read “The NNT for a 50% reduction in pain was 4 at 600
mg/day.10” The authors regret the errors.
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