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Dear editorial board of European Journal of Cardiology,

Please find enclosed the manuscript: “ The angiotensin-converting enzyme is not a risk factor for
myocardial infarction in French individuals” [ by Sarah H., et al., to be submitted as a Short
Communication to the European Journal of Neurology for consideration of publication. All co-authors have
seen and agree with the contents of the manuscript and there is no financial interest to report. We certify that
the submission is original work and is not under review at any other publication.

In this manuscript, we report the results of the first study on the genetic and functional roles of the ACE on
the risk of suffering a myocardial infarction in the French population. Indeed, we genotyped the rs4341
polymorphism in 531 IS cases and 549 healthy controls, and then performed functional studies by measuring
serum ACE protein level and activity in healthy controls, stroke patients at baseline and stroke patients 24h
after stroke symptoms onset. The results from our study did not reveal any association of the ACE variant
with myocardial infarction, although it affected ACE protein level, and ischemic stroke patients showed
lower ACE level than controls in the acute phase but not in the chronic phase.

We believe that our findings could be of interest to the readers of European Journal of Cardiology because
they bring new and strong evidence that the ACE gene and protein are not a risk factor for myocardial
infarction.

We hope that the editorial board will agree on the interest of this study.

Sincerely yours,

Sarah H. on behalf of the authors.

Corresponding author: Sarah Hamilton at Cardiovascular Research Laboratory, Marie Curie Research
Institute, 75000, Paris, France, xxx@mariecurie.fr, phone number: +33582246xxx, fax number:
+33582246xxX.
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Dear Dr Enzo Montanero,
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Thank you for considering the revised version of our manuscript ACE variants and risk of Cardiovascular
Disease, by Sarah H. et al. for publication in Atherosclerosis. We are thankful to the referees and the Editor
for pointing out some important modifications needed in the report. We have thoughtfully taken into
account these comments. The explanation of what we have changed in response to the reviewers’ concerns
Is given point by point in the following pages.

We believe that the comments have been highly constructive and very useful to restructure the manuscript.
We also believe that the new data included in the article really improved the quality of both our genetic and
functional analysis. Indeed, we now show that the A allele of the rs10947 SNP of the ACE gene is a risk factor
for all etiologies of cardiovascular disease (the association in the overall population resisted correction for
multiple testing by Bonferroni)[J Moreover, we now show that mRNA levels of the ACE gene are higher in
MI cases during the acute phase than in healthy controls or Ml cases 3 months after the event. and IS cases in
the stable condition.

We hope that all these changes fulfil the requirements to make the manuscript acceptable for publication in
Atherosclerosis.

Looking forward to hearing from you soon.
Sincerely yours,
Sarah H. and Lucas Delphino on behalf of the authors.

Corresponding author: Lucas Delphino at Alzheimer’ s Disease Laboratory, Marie Curie Research Institute,
75000, Paris, France, xxx@mariecurie.fr, phone number: +33582246xxx, fax number: +33582246xxX.
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Dear editorial board of Neurobiology of Aging,

Please find enclosed the manuscript: ACE variants and risk of Alzheimer’ s Disease, by Sarah Hamilton et
al., to be submitted as an Original Research Article to Neurobiology of Aging. All co-authors have seen and
agree with the contents of the manuscript and there is no financial interest to report. We certify that the
submission is not under review at any other publication.

In this manuscript, we report the results of a genetic and functional study in a white population of sporadic
Alzheimer’ s Disease patients on the risk of suffering cognitive impairments.

We believe that our findings could be of interest to the readers of Neurobiology of Aging, because they could
have a great impact on the diagnostic, prognostic and treatment of patients with Alzheimer’ s Disease.
Indeed, the ApoE gene is the only well recognized risk factor for Alzheimer’ s Disease at the moment
(Goder et al. 1998), and we report here evidence that the ACE gene could also be involved in this disease.
Moreover, we show that the variant studied modulates ACE levels and increase the predictive value of the
ApoOE gene.

This study could thus have a great pharmacogenetic interest and bring new and important light in the field of
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Alzheimer’ s Disease management and we hope that the editorial board and the reviewers will agree on the
interest of this study.

Sincerely yours,
Sarah H. and Lucas Delphino on behalf of the authors.

Corresponding author: Lucas Delphino at Alzheimer’ s Disease Laboratory, Marie Curie Research Institute,
75000, Paris, France, xxx@mariecurie.fr, phone number: +33582246xxx, fax number: +33582246xxX.
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Dear Dr Broderick,

Please find enclosed the manuscript: Association between Estrogen Receptor Alpha (ESR1) genetic variants
and risk of Stroke, by Sarah H., Isaac S., Marta L., Marc C. and Julien S. to be submitted as an new article to
Clinical Chemistry.

In this manuscript, we report the results of a nested case-control study in a French population on the risk of
suffering an ischemic stroke associated with genetic variants in the gene coding for the protein Estrogen
Receptor Alpha.

We believe that our findings could be of interest to the readers of Clinical Chemistry because they replicate
partially the results observed by Rexrode et al. in a white American population and published in Clinical
Chemistry in October 2007. Indeed, we demonstrate an association of the rs1271673 SNP T variant and a
very common haplotype encompassing the rs1271673 variant with an increased risk of ischemic stroke.

We hope that the editorial board and the reviewers will agree on the interest of this study.

Sincerely yours,

Sarah H
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Dear editorial board of Cerebrovascular Diseases,

Please find enclosed the manuscript: Association of a SNP in the ALOX5AP gene with risk of Ischemic
Stroke, by Sarah H., et al., to be submitted as a Original Research Article to Cerebrovascular Diseases for
consideration of publication. All co-authors have seen and agree with the contents of the manuscript and
there is no financial interest to report. We certify that the submission is original work and is not under review
at any other publication.

In this manuscript, we report the results of the first study on the genetic and functional roles of the

ALOX5AP and PDEA4D genes on the risk of suffering an ischemic stroke in the French population. We
believe that our findings could be of interest to the readers of Cerebrovascular Diseases because they bring
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new light on the controversial role of the ALOX5AP and PDE4D genes in stroke and replicate some of the
results observed by Helgadottir et al. in an Icelandic population and published in Nature Genetics in 2004.
Indeed, we demonstrate an association resistant to Bonferroni of the SG135114 (rs10507391) T allele of the
ALOX5AP gene with an increased risk of ischemic stroke in white populations through an actualized meta-
analysis, and in the never tested before Iberian population through case-control study. Moreover, we
investigated and showed for the first time that ALOX5AP mRNA levels depended on the SG13S114
genotypes and stroke patients had higher ALOX5AP mRNA levels than healthy controls. These results thus
support a role for the ALOX5AP gene in stroke and uncover diagnostic and therapeutic expectations.

We hope that the editorial board will agree on the interest of this study.
Sincerely yours,
Sarah H. and Lucas D. on behalf of the authors.

Corresponding author: Lucas D. at Stroke Laboratory, Marie Curie Research Institute, 75000, Paris, France,
xxx@mariecurie.fr, phone number: +33582246xxx, fax number: +33582246xxx.
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