Accepted Manuscript

RESEARCH
“

Title: Discovering human germ cell mutagens with whole

genome sequencing: insights from power calculations reveal

the importance of controlling for between family variability

Authors: R.J. Webster, A. Williams, F. Marchetti, C.L. Yauk

PII: S1383-5718(18)30093-7

DOI: https://doi.org/10.1016/j.mrgentox.2018.04.004
Reference: MUTGEN 402899

To appear in: Mutation Research

Received date: 7-3-2018

Revised date: 9-4-2018

Accepted date: 10-4-2018

Please cite this article as: R.J.Webster, A.Williams, F.Marchetti, C.L.Yauk,
Discovering human germ cell mutagens with whole genome sequencing: insights
from power calculations reveal the importance of controlling for between
family variability, Mutation Research/Genetic Toxicology and Environmental
Mutagenesis https://doi.org/10.1016/j.mrgentox.2018.04.004

This is a PDF file of an unedited manuscript that has been accepted for publication.
As a service to our customers we are providing this early version of the manuscript.
The manuscript will undergo copyediting, typesetting, and review of the resulting proof
before it is published in its final form. Please note that during the production process
errors may be discovered which could affect the content, and all legal disclaimers that
apply to the journal pertain.


https://doi.org/10.1016/j.mrgentox.2018.04.004
https://doi.org/10.1016/j.mrgentox.2018.04.004

Special issue of Mutation Research - "DeMarini tribute"

Discovering human germ cell mutagens with whole genome sequencing: insights from power

calculations reveal the importance of controlling for between family variability

Webster, R.J., Williams, A., Marchetti, F., & Yauk, C.L.*

Environmental Health Science and Research Bureau, Health Canada, Ottawa, ON, K1A 0K9

*To whom correspondence should be addressed: 50 Colombine Driveway, Ottawa, ON, K1A

0K9; Tel: 613-941-7376; Fax: 613-941-8530; email: carole.yauk@canada.ca

Highlights

Pedigree whole genome sequencing may be used to identify human germ cell mutagens

e Power analyses were performed to determine sample size to identify germ cell

mutagens

e Modeling inter-family variability of the mutation-by-paternal age effect increased power

e Sufficient power is achieved by sampling 4-28 multi-sibling families per treatment group
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