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WHI Clinical Coordinating Center
memorandum

Date:
January 19, 2021


To:
Tetsushi Nakao
From:
Lindsey Bull

P&P Committee Coordinator 

Subject:
Manuscript 4193 – Bidirectional mendelian randomization reveals bidirectional causality between telomere length and clonal hematopoiesis of intermediate potential
Congratulations! The Publications and Presentations (P&P) Committee has approved this paper with recommended changes. Please see the reviews at the end of this memo for details. 
You may now submit your manuscript for publication. It is important to keep WHI updated of your manuscript’s status on an ongoing basis. Please notify P&P when your manuscript is submitted to a journal and accepted for publication by e-mailing (p&p@whi.org). As they become available, please send (1) a copy of the manuscript as accepted by the journal, (2) the published manuscript in PDF form, and (3) the NIH Manuscript Submission number/PubMed Central number. Authors are required to submit their published manuscript to PubMed Central; see http://publicaccess.nih.gov if you are unfamiliar with the NIH Public Access Policy. 

Please be aware that lead authors are responsible for identifying and reporting any conflicts of interest among co-authors and noting these in the final manuscript, per journal requirements. Please ensure that all authors complete and report their conflicts on this paper. In addition, please be sure to keep all co-authors informed of your manuscript’s progress. If a journal requires revisions, please solicit and incorporate co-author input and inform the P&P Chairs of any major disagreements among the writing group.

Please be reminded that, in accordance with the data use agreement you signed to obtain WHI data for this paper, the data may only be used for this approved analysis and may not be shared with anyone without authorization from WHI.

WHI Policy requires papers to be published with an appendix acknowledging WHI Investigators; please use the “short” list of WHI investigators that is available online at https://www-whi-org.s3.us-west-2.amazonaws.com/wp-content/uploads/WHI-Investigator-Short-List.pdf. All WHI publications must also include an acknowledgement that approximates the following: “The WHI program is funded by the National Heart, Lung, and Blood Institute, National Institutes of Health, U.S. Department of Health and Human Services through contracts HHSN268201600018C, HHSN268201600001C, HHSN268201600002C, HHSN268201600003C, and HHSN268201600004C.” We also request that you consult www.whi.org for exact wording if you include a description of the WHI trials in your manuscript.
Review 1:
Comments:

This is a highly innovative study which was intended to understanding the directional causal relationship between telomere length and leukomegenic mutations. Using Mendelian randomization instruments, the authors found that the relationship is indeed bidirectional. The authors also found evidence that telomere length is a mediator between CHIP and CAD. The findings have implications on our understanding of fundamental mechanism of telomere shortening and the mechanistic role it and leokogenic mutations play in CAD.

Recommended changes:

One of the underlying assumptions is that the CHIP mutations are indeed somatic and that there is subsequent clonal expansion of leukocytes with these mutations. It would be helpful if the authors described a bit more how they can be confident that these variants truly are somatic (unlikely to be present at birth). It is interesting that variant frequencies for some of these are > 0.10, which implies similar mechanisms leading to the same somatic mutations cross the population. This is all important when interpreting the bi-directionality of the link between CHIP and LTL.

Review 2:

Comments:

This is an interesting report on results of a series of analyses in the large TOPMed and UK Biobank samples to investigate relationships among clonal hematopoiesis of indeterminate potential (CHIP), leukocyte telomere length (LTL), and coronary artery disease (CAD). Mendelian randomization analyses yielded results consistent with a negative causal association of CHIP on LTL, and a causal association of LTL on CHIP. Mediation analyses supported a causal mediation effect of LTL in the effect of CHIP on CAD, including an estimated 5% causal mediation effect of LTL in the total effect of CHIP on CAD in the Women's Health Initiative subsample of TOPMed. The investigators discuss implications of their findings on the role of LTL in both genesis of CHIP and CAD-related clinical consequences.
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