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W
e read with surprise and disappointment the
comment in Diabetes by Brunetti et al. (1)
who made unfair comments about our nega-
tive study published in the same journal (2).

Therefore, we felt the necessity to provide a point-by-point
response to all raised issues.

1) In contrast to the claims by Brunetti et al. (1), we have
never reported in meeting abstracts any consistent asso-
ciations between HMGA1 variants and type 2 diabetes
(T2D) risk when all French samples were analyzed
together. Trends observed in obese subjects were not
confirmed in a larger number of individuals and BMI
was finally found not to influence association with
T2D susceptibility (2). Therefore, the so-called “incon-
sistencies” between our previous abstracts and our pub-
lished study are not justified and do not question our
recent findings.

2) Discrepancies in allele frequencies between our study (2)
and that of Chiefari et al. (3) are unlikely to be due to
different selections of control samples. In both studies,
two groups of normoglycemic controls were selected, or
not, based on their family history of T2D. Contrary to
what was reported in Italians (3), no difference was ob-
served between the French control group of subjects
without family history of T2D and the French control
group composed of individuals without specific selection
criteria (c.136–14_136–13insC allele frequency: 2.82% and
2.59%, respectively) (2).

3) In our study (2), genomic DNA was directly sequenced or
genotyped for the c.136–14_136–13insC variant using the
high-resolution melting (HRM) method, with an esti-
mated concordance rate of 99%. HRM was preferred for
genotyping since the genotype calling of this variant us-
ing a custom Taqman assay was not satisfying. Therefore,
our results were based on accurate genotypes.

4) Our expression study was not performed in T2D
patients, contrary to what was reported by Chiefari
et al. (3), given that glucose-lowering medications could
bias the results. Instead, we analyzed the adipose tissue
of Swedish individuals (c.136–14_136–13insC allele fre-
quency: 3.30%) who share similar T2D genetic loci with

other Europeans, including French subjects, as con-
firmed in previous genome-wide studies (4–9). If true,
the strong functional effects reported in Italians (3)
should have been observed in other Europeans carrying
the c.136–14_136–13insC variant.

5) In our large meta-analysis comprising 16,605 T2D case
subjects and 46,179 control subjects of European origin,
the association of the c.136–14_136–13insC variant with
T2D risk was not close to significance (odds ratio 5
0.95 [0.83–1.08], P 5 0.44) (2) in contrast to what was
suggested by Brunetti et al. (1).

Replication of research findings enhances the positive
predictive value of research findings being true (10). In
Europeans, there is no consistent evidence showing that
the c.136–14_136–13insC variant is associated with T2D
risk (2). Therefore, the comments made by Brunetti et al.
(1) were inappropriate since they were based on un-
founded assumptions.

ACKNOWLEDGMENTS

No potential conflicts of interest relevant to this article
were reported.

REFERENCES

1. Brunetti A, Chiefari E, Pullinger CR, et al. Comment on: Marquez et al.
Low-frequency variants in HMGA1 are not associated with type 2 diabetes
risk. Diabetes 2012;61:524-530 (Letter). Diabetes 2012;61:e3. DOI: 10.2337/
db12-0051

2. Marquez M, Huyvaert M, Perry JR, et al.; DIAGRAM Consortium. Low-
frequency variants in HMGA1 are not associated with type 2 diabetes
risk. Diabetes 2012;61:524–530

3. Chiefari E, Tanyolaç S, Paonessa F, et al. Functional variants of the
HMGA1 gene and type 2 diabetes mellitus. JAMA 2011;305:903–912

4. Sladek R, Rocheleau G, Rung J, et al. A genome-wide association study
identifies novel risk loci for type 2 diabetes. Nature 2007;445:881–885

5. Scott LJ, Mohlke KL, Bonnycastle LL, et al. A genome-wide association
study of type 2 diabetes in Finns detects multiple susceptibility variants.
Science 2007;316:1341–1345

6. Zeggini E, Weedon MN, Lindgren CM, et al.; Wellcome Trust Case Control
Consortium (WTCCC). Replication of genome-wide association signals in
UK samples reveals risk loci for type 2 diabetes. Science 2007;316:1336–
1341

7. Saxena R, Voight BF, Lyssenko V, et al.; Diabetes Genetics Initiative of
Broad Institute of Harvard and MIT, Lund University, and Novartis In-
stitutes for BioMedical Research. Genome-wide association analysis
identifies loci for type 2 diabetes and triglyceride levels. Science 2007;316:
1331–1336

8. Steinthorsdottir V, Thorleifsson G, Reynisdottir I, et al. A variant in
CDKAL1 influences insulin response and risk of type 2 diabetes. Nat Genet
2007;39:770–775

9. Voight BF, Scott LJ, Steinthorsdottir V, et al.; MAGIC investigators; ; GI-
ANT Consortium. Twelve type 2 diabetes susceptibility loci identified
through large-scale association analysis. Nat Genet 2010;42:579–589

10. Moonesinghe R, Khoury MJ, Janssens AC. Most published research find-
ings are false-but a little replication goes a long way. PLoS Med 2007;4:e28

From 1CNRS UMR 8199, University of Lille 2, Pasteur Institute of Lille, Lille,
France; and 2Genomics of Common Disease, School of Public Health, Im-
perial College London, London, U.K.

Corresponding author: Philippe Froguel, p.froguel@imperial.ac.uk.
DOI: 10.2337/db12-0800
� 2012 by the American Diabetes Association. Readers may use this article as

long as the work is properly cited, the use is educational and not for profit,
and the work is not altered. See http://creativecommons.org/licenses/by
-nc-nd/3.0/ for details.

diabetes.diabetesjournals.org DIABETES, VOL. 61, SEPTEMBER 2012 e15

ONLINE LETTERS TO THE EDITOR

mailto:p.froguel@imperial.ac.uk
http://creativecommons.org/licenses/by-nc-nd/3.0/
http://creativecommons.org/licenses/by-nc-nd/3.0/

