N

N

Genetic variants related to longer telomere length are
associated with increased risk of renal cell carcinoma
Mitchell Machiela, Jonathan Hofmann, Robert Carreras-Torres, Kevin Brown,
Mattias Johansson, Zhaoming Wang, Matthieu Foll, Peng Li, Nathaniel

Rothman, Sharon Savage, et al.

» To cite this version:

Mitchell Machiela, Jonathan Hofmann, Robert Carreras-Torres, Kevin Brown, Mattias Johansson,
et al.. Genetic variants related to longer telomere length are associated with increased risk of renal
cell carcinoma. European Urology, 2017, 72 (5), pp.747-754. 10.1016/j.eururo.2017.07.015 . cea-
04475372

HAL 1d: cea-04475372
https://cea.hal.science/cea-04475372

Submitted on 18 Jun 2024

HAL is a multi-disciplinary open access L’archive ouverte pluridisciplinaire HAL, est
archive for the deposit and dissemination of sci- destinée au dépot et a la diffusion de documents
entific research documents, whether they are pub- scientifiques de niveau recherche, publiés ou non,
lished or not. The documents may come from émanant des établissements d’enseignement et de
teaching and research institutions in France or recherche francais ou étrangers, des laboratoires
abroad, or from public or private research centers. publics ou privés.

Distributed under a Creative Commons Attribution - NoDerivatives 4.0 International License


https://cea.hal.science/cea-04475372
http://creativecommons.org/licenses/by-nd/4.0/
http://creativecommons.org/licenses/by-nd/4.0/
https://hal.archives-ouvertes.fr

UNIVERSITY OF LEEDS

This is a repository copy of Genetic variants related to longer telomere length are
associated with increased risk of renal cell carcinoma.

White Rose Research Online URL for this paper:
http://eprints.whiterose.ac.uk/119343/

Version: Supplemental Material

Article:

Machiela, MJ, Hofmann, JN, Carreras-Torres, R et al. (109 more authors) (2017) Genetic
variants related to longer telomere length are associated with increased risk of renal cell
carcinoma. European Urology, 72 (5). pp. 747-754. ISSN 0302-2838

https://doi.org/10.1016/j.eururo.2017.07.015

Published by Elsevier B.V. on behalf of European Association of Urology. This manuscript
version is made available under the CC-BY-NC-ND 4.0 license
http://creativecommons.org/licenses/by-nc-nd/4.0/

Reuse

Items deposited in White Rose Research Online are protected by copyright, with all rights reserved unless
indicated otherwise. They may be downloaded and/or printed for private study, or other acts as permitted by
national copyright laws. The publisher or other rights holders may allow further reproduction and re-use of
the full text version. This is indicated by the licence information on the White Rose Research Online record
for the item.

Takedown
If you consider content in White Rose Research Online to be in breach of UK law, please notify us by
emailing eprints@whiterose.ac.uk including the URL of the record and the reason for the withdrawal request.

eprints@whiterose.ac.uk
https://eprints.whiterose.ac.uk/



mailto:eprints@whiterose.ac.uk
https://eprints.whiterose.ac.uk/

Supplementary Tables

Supplementary Table 1. Minimac R? (IARC) or IMPUTE2 info scores (MDA, NCI1, NCI2, UK) for imputed variants.

IARC
MDA
NCi1
NCiI2
UK

rs11125529 rs6772228 rs10936599 rs7675998 rs2736100 rs9420907 rs3027234 rs8105767 rs755017
1.00 0.70 Genotyped 0.99 Genotyped | Genotyped 0.99 0.95 1.00
1.00 0.84 Genotyped 1.00 Genotyped | Genotyped 1.00 1.00 1.00
1.00 0.83 Genotyped 1.00 Genotyped | Genotyped 1.00 1.00 1.00
1.00 0.81 Genotyped 1.00 Genotyped 1.00 1.00 1.00 Genotyped
1.00 0.85 Genotyped 1.00 Genotyped 0.99 1.00 1.00 Genotyped

Variants that were directly genotyped are denoted as “Genotyped”. Differences in which variants were imputed and genotyped
across studies reflects differences in array coverage for commercially available lllumina genotyping platforms used by the studies.




Supplementary Table 2. Telomere length associated variant associations with each major RCC subtype and RCC overall.

Variant Alleles Clear Cell RCC Chromophobe RCC Papillary RCC RCC Overall

Short Long OR LCL UCL OR LCL UCL OR LCL UCL OR LCL UCL
rs10936599 T C 1.126 1.063 1.192 1.055 0.830 1.341 1.015 0.878 1.172 1.105 1.059 1.154
rs2736100 A C 1.091 1.040 1.144 1.040 0.848 1.274 1.161 1.025 1.315 1.070 1.032 1.110
rs7675998 A G 0.976 0.921 1.033 1.163 0.908 1.489 0.976 0.843 1.131 1.013 0.969 1.059
rs9420907 A C 1.148 1.074 1.227 1.154 0.879 1.517 1.242 1.053 1.465 1.124 1.067 1.183
rs8105767 A G 1.002 0.951 1.057 0.982 0.785 1.228 1.013 0.884 1.160 1.049 1.007 1.092
rs755017 A G 1.030 0.956 1.109 1.290 0.967 1.720 1.080 0.898 1.298 1.012 0.956 1.071
rs11125529 C A 1.041 0971 1.116 1.071 0.799 1.436 0.953 0.794 1.145 1.014 0.962 1.070
rs6772228 A T 1.062 0.938 1.202 0.801 0.485 1.324 1.159 0.836 1.608 1.127 1.026 1.239
rs3027234 T C 0.975 0.920 1.034 1.000 0.780 1.281 0.899 0.776 1.042 1.016 0.972 1.063

OR=0dds ratio; LCL=lower 95% confidence interval; UCL=upper 95% confidence interval



Supplementary Figures

Supplementary Figure 1. Forest plots for associations of each telomere length associated

variant with RCC risk.
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Supplementary Figure 2. Forest plot for RCC association of the telomere length associated GRS

that removes rs10936599—TERC and rs9420907—0OBFC1 GWAS variants.
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Supplementary Figure 3. Comparison of Egger regression effect estimates (dashed lines) to
standard (dotted lines) and IVW based estimation approaches. Egger regression estimated an
intercept of -0.043 (95% Cl=-0.133-0.047, P-value=0.352) and an estimated odds ratio of 3.20

(95% Cl=1.10-9.27, P-value=0.03).
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Supplementary Figure 4. Forest plot for associations of the telomere length associated GRS

with clear cell RCC risk.
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Supplementary Figure 5. Forest plot for associations of the telomere length associated GRS

with papillary RCC risk.
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Supplementary Figure 6. Forest plot for associations of the telomere length associated GRS

with chromophobe RCC risk.
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Supplementary Figure 7. Forest plot for associations of telomere length associated GRS with

RCC by strata of sex.
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RCC by strata of BMI.

GRS by Body Mass Index

Supplementary Figure 8. Forest plot for associations of telomere length associated GRS with

BMI 15-24
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Supplementary Figure 9. Forest plot for associations of telomere length associated GRS with

RCC by strata of hypertension.
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Supplementary Figure 10. Forest plot for associations of telomere length associated GRS with

RCC by strata of smoking.
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