JNCI J Natl Cancer Inst (2015) 107(10): djv238
doi:10.1093/jnci/djv238
First published online August 26, 2015
Correspondence

response
Mark M. Iles, D. Timothy Bishop, Jennifer H. Barrett; on behalf of the GenoMEL consortium
Affiliation of authors: Section of Epidemiology and Biostatistics, Leeds Institute of Cancer and Pathology, Leeds Cancer Research UK Centre, University of Leeds,
Leeds, UK (MMI, DTB, JHB).
Correspondence to: Mark M. Iles, PhD, Section of Epidemiology and Biostatistics, Leeds Institute of Cancer and Pathology, Leeds Cancer Research UK Centre,
University of Leeds, Leeds, UK (e-mail: m.m.iles@leeds.ac.uk).

References
1. Codd V, Nelson CP, Albrecht E, et al. Identification of seven loci affecting mean telomere length and their association with disease. Nat Genet.
2013;45(4):422–427.
2. Takubo K, Izumiyama-Shimomura N, Honma N, et al. Telomere lengths are
characteristic in each human individual. Exp Gerontol. 2002;37(4):523–531.
3. Aubert G, Baerlocher GM, Vulto I, Poon SS, Lansdorp PM. Collapse of telomere
homeostasis in hematopoietic cells caused by heterozygous mutations in
telomerase genes. PLoS Genet. 2012;8(5):e1002696.
4. Daniali L, Benetos A, Susser E, et al. Telomeres shorten at equivalent rates in
somatic tissues of adults. Nat Commun. 2013;4:1597.

Received: July 17, 2015; Accepted: July 23, 2015
© The Author 2015. Published by Oxford University Press. All rights reserved. For Permissions, please e-mail: journals.permissions@oup.com.

1 of 1

correspondence

it is likely that these SNPs influence telomere length in a variety
of cell types, such that LTL is strongly correlated with telomere
length in melanocytes. Melanocytic telomere length may then
have a direct or indirect effect on melanoma risk.
Whether or not you accept the authors’ assumption, extrapolating results based on genetic variants that explain only 1.2%
of the variation in LTL to estimate the effect of LTL directly on
melanoma risk appears to us overly optimistic, and the confidence intervals reported here do not reflect the huge uncertainty inherent in the modeling assumptions made.
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In our original paper we found that the seven genome-wide
statistically significant genetic determinants of telomere length
from the largest genome-wide association study of telomere
length (1) also influence melanoma risk and that their effects on
both traits were highly correlated (Pearson’s correlation = 0.92),
clearly establishing the existence of shared biology underlying
the two traits. However, we concluded that “Our findings do
not imply that telomere length acts directly on cancer risk and
could reflect pleiotropic effects of telomere-length loci (such as
the ease with which telomerase is reactivated in a melanocytic
nevus).” Despite acknowledging that they are underpowered to
detect pleiotropy, and indeed without any investigation of pleiotropy, Shen and Zhang assume that the effect of the singlenucleotide polymorphisms (SNPs) on melanoma risk is entirely
mediated by telomere length. This is the crux of the matter: If you
assume that there is no pleiotropy, then, yes, telomere length is
a direct determinant of melanoma risk. But making the assumption that leukocyte telomere length (LTL) should have a direct
impact on melanoma risk seems biologically implausible to us.
For instance, given that telomere lengths in different tissues are
highly correlated despite consistent differences in length (2,3,4),

