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RE: Plasma Phospholipid 
Fatty Acids and Prostate 
Cancer Risk in the SELECT 
Trial

We would like to take this opportunity to 
comment on the recent article by Brasky 
et al. (1). This study is a case–control study, 
measuring only associations rather than 
cause and effect, and it uses inappropriate 
measures of dietary exposure to omega-3 
fatty acids, which show very low consump-
tion levels overall.

The abstract concludes by stating, “This 
study confirms previous reports of increased 
prostate cancer risk among men with high 
blood concentrations of LCω-3PUFA. 
The consistency of these findings suggests 
that these fatty acids are involved in pros-
tate tumorigenesis. Recommendations to 
increase LCω-3PUFA intake should con-
sider its potential risks” (1).

We would like to draw your readers’ 
attention to the following matters of bio-
logical relevance in this study. First, the 
research used plasma phospholipid (PL) 
fatty acids as a measure of long-term 
intake of different fatty acids, but the lit-
erature regards plasma PL only as a meas-
ure of recent fat intakes (2). However, for 
the sake of our argument, let’s assume that 
plasma PL long-chain omega-3 fatty acids 
from blood taken some years ago can be 
used to grade risk of a disease many years 
later. The Brasky et al. study (1) reported 
levels of long-chain omega-3s that are in a 
very narrow range as follows: the no can-
cer group had mean levels of 4.48%, the 

low-grade cancer group had mean values 
of 4.66%, and the high-grade cancer group 
had levels of 4.71%. By way of compari-
son, vegetarians who consume no long-
chain omega-3 have plasma PL long-chain 
omega-3 levels of 4.1% (3), and subjects 
fed a fish-rich diet for 2 weeks had plasma 
PL levels of 21.5% (4).

Thus, the authors’ conclusion that 
a difference of 0.23% in omega-3 lev-
els between the no cancer group and the 
high-grade cancer group is one that repre-
sents a biologically meaningful difference 
in long-chain omega-3 dietary intakes is 
fanciful. The statistics may give a P value 
implying significance, but the actual dif-
ference is so small as to be biologically 
irrelevant. The literature shows that this 
very narrow range of values is within the 
measurement error for these fatty acids. In 
fact, the authors suggest that all subjects 
had similar low dietary intakes. Thus, we 
believe the conclusions drawn substan-
tially overstate the biological relevance of 
the research.

The authors could have referred to 
a number of meta-analyses published 
recently, which have reported that intake of 
fish is associated with a reduction in deaths 
from prostate cancer, see for example, 
Szymanski et al. (5).

J. Thomas Brenna
Graham C. Burdge

Michael A. Crawford
Paul Clayton

Stephen C. Cunnane
Rachel Gow

Joseph R. Hibbeln
Andrew J. Sinclair

John Stein
Peter Willatts

References
	 1.	 Brasky TM, Darke AK, Song X, et al. Plasma 

phospholipid fatty acids and prostate cancer 
risk in the SELECT Trial. J Natl Cancer Inst. 
2013;105(15):1132–1141.

	 2.	 Harris WS, Thomas RM. Biological variabil-
ity of blood omega 3 markers. Clin Biochem. 
2010;43(3):338–340.

	 3.	 Li D, Sinclair AJ, Wilson A, et al. The effect of 
dietary alpha-linolenic acid on thrombotic risk 
factors in vegetarian men. Amer J Clin Nutr. 
1999;69(5);872–882.

	 4.	M ann NJ, Sinclair AJ, Pille M, et al. The effect of 
short-term diets rich in fish, red meat or white 
meat on thromboxane and prostacyclin synthe-
sis in humans. Lipids. 1997;32(6):635–644.

	 5.	 Szymanski KM, Wheeler DC, Mucci LA. 
Fish consumption and prostate cancer risk: 
a review and meta-analysis. Am J Clin Nutr. 
2010;92(5):1223–1233.

Notes

Affiliations of authors: Department of Nutritional 
Sciences, Cornell University, Ithaca, NY (JTB); 
University of Southampton, Southampton, 
UK (GCB); Department of Cancer and Surgery, 
Imperial College, London, UK (MAC); Institute 
of Food Brain and Behaviour, Oxford, UK (PC); 
University of Sherbrooke, Sherbrooke, Canada 
(SCC); National Institute on Alcohol Abuse 
and Alcoholism, National Institutes of Health, 
Bethesda, MD (RG, JRH); Department of Medicine, 
Deakin University, Victoria, Australia (AJS); 
Department of Physiology, Oxford University, 
Oxford, UK (JFS); School of Psychology, 
University of Dundee, Dundee, UK (PW).

Correspondence to: Andrew J Sinclair, PhD, 
Department of Medicine, Deakin University, 75 
Pigdons Rd, Waurn Ponds, Victoria, Australia 3216 
(e-mail: andrew.sinclair@deakin.edu.au).

DOI:10.1093/jnci/dju015
First published online March 31, 2014

© The Author 2014. Published by Oxford University 
Press. All rights reserved. For Permissions, please 
e-mail: journals.permissions@oup.com.

Correspondence

 at D
eakin U

niversity L
ibrary on N

ovem
ber 17, 2014

http://jnci.oxfordjournals.org/
D

ow
nloaded from

 

mailto:andrew.sinclair@deakin.edu.au?subject=
http://jnci.oxfordjournals.org/

