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Abstract

Background: Trans fatty acids (TFAs) have been hypothesised to influence breast cancer risk. However, relatively
few prospective studies have examined this relationship, and well-powered analyses according to hormone
receptor-defined molecular subtypes, menopausal status, and body size have rarely been conducted.

Methods: In the European Prospective Investigation into Cancer and Nutrition (EPIC), we investigated the
associations between dietary intakes of TFAs (industrial trans fatty acids [ITFAs] and ruminant trans fatty acids
[RTFAs]) and breast cancer risk among 318,607 women. Multivariable hazard ratios (HRs) and 95% confidence
intervals (CIs) were estimated using Cox proportional hazards models, adjusted for other breast cancer risk factors.

Results: After a median follow-up of 8.1 years, 13,241 breast cancer cases occurred. In the multivariable-adjusted
model, higher total ITFA intake was associated with elevated breast cancer risk (HR for highest vs lowest quintile,
1.14, 95% CI 1.06–1.23; P trend = 0.001). A similar positive association was found between intake of elaidic acid, the
predominant ITFA, and breast cancer risk (HR for highest vs lowest quintile, 1.14, 95% CI 1.06–1.23; P trend = 0.001).
Intake of total RTFAs was also associated with higher breast cancer risk (HR for highest vs lowest quintile, 1.09, 95%
CI 1.01–1.17; P trend = 0.015). For individual RTFAs, we found positive associations with breast cancer risk for dietary
intakes of two strongly correlated fatty acids (Spearman correlation r = 0.77), conjugated linoleic acid (HR for highest
vs lowest quintile, 1.11, 95% CI 1.03–1.20; P trend = 0.001) and palmitelaidic acid (HR for highest vs lowest quintile,
1.08, 95% CI 1.01–1.16; P trend = 0.028). Similar associations were found for total ITFAs and RTFAs with breast cancer
risk according to menopausal status, body mass index, and breast cancer subtypes.
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Conclusions: These results support the hypothesis that higher dietary intakes of ITFAs, in particular elaidic acid, are
associated with elevated breast cancer risk. Due to the high correlation between conjugated linoleic acid and
palmitelaidic acid, we were unable to disentangle the positive associations found for these fatty acids with breast
cancer risk. Further mechanistic studies are needed to identify biological pathways that may underlie these
associations.
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Background
Breast cancer is the most commonly diagnosed malig-
nancy among women with over 2 million cases diag-
nosed globally in 2018 [1]. Despite being extensively
studied, few established dietary risk factors for breast
cancer have been identified [2]. The association between
dietary fat intake and breast cancer risk has been a
source of controversy with conflicting results reported in
past decades [3–5]. Limited epidemiological evidence
suggests that rather than total fat intake, types of fatty
acids may diversely influence breast cancer risk [6, 7].
Trans fatty acids (TFAs) have been hypothesised to in-

fluence breast cancer risk [8]. TFAs can come from in-
dustrial processes generating industrial trans fatty acids
(ITFAs), used in frying oils, margarines, and bakery
products, or from ruminant trans fatty acids (RTFAs),
from dairy and meat sources. Dietary intake of TFAs has
been linked in experimental and observational studies to
adiposity, insulin resistance, and systemic inflammation
[9, 10], all risk factors for breast cancer [2, 11, 12]. How-
ever, the few prospective studies that have examined
how dietary intakes of TFAs relate to breast cancer risk
have generally reported null results [13]. These prior
prospective studies were usually of relatively small size
and generally did not examine the associations between
TFAs and hormone receptor-defined molecular subtypes
of breast cancer. Recently, in a case–control study
nested within the European Prospective Investigation
into Cancer and Nutrition Study (EPIC), higher plasma
phospholipid levels of ITFAs were associated with a
raised risk of oestrogen receptor-negative (ER−) breast
cancer, but not overall breast cancer risk [14]. This re-
sult suggests that the relation between TFAs and breast
cancer may differ according to hormone receptor sub-
type. A comprehensive and sufficiently powered examin-
ation of how dietary intakes of TFAs are associated with
overall breast cancer and its molecular-defined subtypes
is therefore warranted.
We investigated the association between dietary in-

takes of TFAs (ITFAs and RTFAs) with breast cancer
risk in the EPIC study, an ongoing multinational cohort
with more than 318,000 women. The large number of
incident breast cancer cases (> 13,200 cases) affords high
statistical power to examine the TFA associations across

hormone receptor-defined molecular subtypes and body
habitus.

Methods
Study population
EPIC is a multicentre cohort of 521,330 participants
(mostly aged 35 years and older) who were recruited be-
tween 1992 and 2000, predominantly from the general
population of 10 European countries (Denmark, France,
Germany, Greece, Italy, Netherlands, Norway, Spain,
Sweden, and the UK) [15, 16]. Written informed consent
was provided by all study participants. Ethical approval
for this study was provided by the International Agency
for Research on Cancer and the institutional review
boards of the local participating EPIC centres. The
present analysis excluded men (n = 157,994), women
from Greece (n = 15,239; excluded due to an ongoing
data protection issue), women with prevalent cancers at
any site (n = 19,853), those with missing diagnosis or
censoring date (n = 2892), and those with missing dietary
or lifestyle information (n = 6745). Our analysis therefore
included 318,607 women.

Assessment of dietary intake and other covariates
Dietary intake was assessed during the baseline enrol-
ment visit (1992–2000) by country-specific instruments
that were developed and validated within the various
source populations in EPIC [15, 16]. Self-administered
questionnaires were used in all centres, except in Spain
and Ragusa (Italy), where data were collected during per-
sonal interviews. In Malmo (Sweden), a combined semi-
quantitative food frequency questionnaire and 7-day
dietary diary and diet interview was used. In order to es-
timate the intakes of individual fatty acids, the EPIC Nu-
trient Database (ENDB) was matched with the National
Nutrient Database for Standard Reference of the United
States (NNDSR; developed at the United States Depart-
ment of Agriculture [USDA]) [17, 18]. To date, most of
the national food composition databases of the ten re-
spective EPIC countries do not contain nutritional
values for specific dietary components such as fatty acid
isomers that have been included in the NNDSR food
composition tables. In addition, the USDA database in-
cludes a large number of food and recipe items from
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various countries and eating cultures (> 8000 food items)
and used standard reference analytical methods to ob-
tain the respective nutritional values [19]. The USDA
database was matched with the EPIC food list to extend
the ENDB database with extra food components, includ-
ing dietary fatty acids. Specific foods and recipes that
were not included in the USDA were decomposed into
ingredients that were available in the USDA table. The
fatty acid intakes reported in this manuscript were ob-
tained through this extra USDA matching, and their
quality has been confirmed through different quality
controls. The first type of quality control includes the
double-checking of the work performed by the three die-
titians among each other. The second type of quality
control includes the comparison between the nutrient
values obtained through the ENDB procedures (match-
ing with the national food composition databases) and
this new USDA matching for the 28 food components
that had already been matched with the EPIC food con-
sumption data. The third type of quality control includes
the comparison of the nutrients included in the ex-
tended EPIC database with nutritional biomarkers avail-
able in the nested case–control studies in EPIC. All
these quality controls confirmed the validity of the data
on fatty acids and their different isomers included in this
manuscript (e.g. the correlation between TFAs derived
from the dietary questionnaires and from plasma phos-
pholipids was 0.53). ITFAs included elaidic acid and its
isomers. For RTFA, the individual fatty acids included
were palmiteaidic acid, conjugated linoleic acid, and vac-
cenic acid. Palmitelaidic acid could also be classified as
an ITFA; however, in our population, its main sources
were from dairy products.
Lifestyle questionnaires, administered at recruitment,

were used as a source of information on educational at-
tainment, smoking habits, alcohol intake, physical activ-
ity, reproductive and menstrual characteristics, and
other variables.

Follow-up and ascertainment of breast cancer
Incident cancer cases were identified using population
cancer registries in Denmark, Italy, the Netherlands,
Norway, Spain, Sweden, and the UK. In France and
Germany, cancer cases were identified during follow-up
from a combination of sources including health insur-
ance records, cancer and pathology registries, and active
follow-up directly through study participants or their
next of kin. Incident breast cancer cases included inva-
sive epithelial tumours at the primary site. Breast cancer
cases were classified as ICD-10 code C50. Data on ER
status was available for 9500 cases (1716 ER− and 7784
ER+) and on progesterone receptor (PR) for 7973 cases
(2708 PR− and 5265 PR+). When stratified by positive
or negative receptor status, there were 1259 ER− and PR

− cases and 4830 ER+ and PR+ breast cancer cases. Im-
munohistochemical measurements of ER and PR expres-
sion were carried out in each EPIC centre. The following
criteria were applied for a positive receptor status: ≥ 10%
cells stained, any ‘plus system’ description, ≥ 20 fmol/
mg, an Allred score of > 3, and IRS ≥ 2, or an H-score ≥
10. Participants with ambiguous positive hormone recep-
tor scores were excluded from analyses involving tumour
receptor status (10% cells stained, = 20 fmol/mg, Allred
score = 3, IRS ‘1–2’ or 2, H-score = e10). Further stratifi-
cation by compilation of human epidermal growth factor
receptor 2 (HER2) was made delimiting four categories:
(1) ER− and PR− and HER2−, with 412 cases; (2) ER+
and PR+ and HER2+, with 349 cases; (3) ER− and PR−
and HER2+, with 248 cases; and (4) ER+ and PR+ and
HER2−, with 2174 cases.

Statistical analyses
Hazard ratios (HRs) and 95% confidence intervals (CIs)
for breast cancer risk were estimated using Cox propor-
tional hazards regression models. Age was used as the
time-scale in all models. Time at entry was age at re-
cruitment. Exit time was age at whichever of the follow-
ing came first: cancer diagnosis (except non-melanoma
skin cancer), death, emigration, or last follow-up. Models
were stratified by age at recruitment in 1-year categories
and study centre.
Dietary estimates of TFAs were classified into quintiles

or quartiles (for the analyses by hormonal receptor sub-
types) based on the distribution of dietary intakes of
fatty acid levels in all women. Statistical tests for trend
were calculated using the ordinal quintile/quartile vari-
able entered into the models as a continuous variable
(primary method) and by using the quintile median
values as a continuous variable (sensitivity analysis).
Multivariable models were adjusted for the following
variables, all assessed at recruitment: height (cm; con-
tinuous), education level (none and primary, technical or
professional, secondary, higher education, and missing/
unknown), body mass index (BMI, kg/m2; continuous),
physical activity index (inactive, moderately inactive,
moderately active, active and missing/unknown), energy
intake (kcal/day; continuous), age at first birth and parity
combined (nulliparous, first birth before age 30 years, 1–
2 children; first birth before age 30 years, ≥ 3 children;
first birth at age or after age of 30 years and missing/un-
known), alcohol consumption (g/day; continuous),
menopausal status (premenopausal, postmenopausal,
perimenopausal, surgical postmenopausal bilateral ovari-
ectomy), and smoking status (never, former, current,
missing/unknown). Additional adjustment for meno-
pausal hormone replacement therapy, age at menopause,
breastfeeding, oral contraceptive use, and family history
of breast cancer resulted in virtually unchanged HR
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estimates. False discovery rate correction was computed
(Q value) for the overall breast cancer multivariable
models using the Benjamini–Hochberg method [20]. In
sensitivity analyses, we adjusted for total energy intake
using the residuals method; mutually adjusted the total
ITFA and RTFA models; adjusted the total ITFA and
RTFA multivariable models for dietary intakes of satu-
rated fatty acids (SFA), monounsaturated fatty acids
(MUFAs), and polyunsaturated fatty acids (PUFA); and
adjusted the total ITFA and RTFA multivariable models
for the Mediterranean diet and the World Cancer Re-
search Fund (WCRF) diet scores.
Analyses were also conducted according to hormonal

receptor status (ER− and PR−, ER+ and PR+, ER, and
PR) leading to another stratification compiling HER2
with four categories (ER− and PR− and HER2−; ER+
and PR+ and HER2+; ER− and PR− and HER2+; ER+
and PR+ and HER2−). Tests of heterogeneity of associa-
tions were carried out based on chi-square statistics, cal-
culated as the deviation of logistic β-coefficients
observed in each of the breast cancer subgroups relative
to the overall β-coefficients. We also examined the asso-
ciation between dietary intakes of TFAs and breast can-
cer risk by menopausal status (premenopausal,
postmenopausal) and BMI group (normal, overweight,
obese), as prior evidence suggests that the fatty acid and
breast cancer relationship may differ according to body
size [21]. Interaction terms (multiplicative scale) between
these variables and dietary intakes of TFAs were in-
cluded in separate models, and the statistical significance
of the cross-product terms was evaluated using likeli-
hood ratio tests. Heterogeneity across countries was ex-
plored using a meta-analytic approach [22].
Statistical tests were all two-sided, and a P value of <

0.05 was considered statistically significant. Analyses
were conducted using Stata version 14.2 (StataCorp,
College Station, TX, USA).

Results
During a median follow-up of 8.1 years, 13,241 malig-
nant breast cancer cases were diagnosed. Baseline char-
acteristics of study participants are summarised in
Table 1 by dietary intakes of total ITFA and RTFA and
for breast cancer cases and non-cases in Additional file 1:
Table S1. Compared with the non-cases, breast cancer
cases were older with a greater proportion of postmeno-
pausal women. Breast cancer cases reported higher alco-
hol consumption, were less physically active, and were
more likely to have used hormone replacement therapy.
The Spearman correlation matrix for dietary intake of
the different TFAs is presented in Additional file 1:
Table S2. Modest correlations were found between indi-
vidual TFAs, with the exception of a high correlation
(r = 0.77) found between the RTFAs, palmitelaidic acid,

and conjugated linoleic acid. Food group sources of con-
jugated linoleic acid and elaidic acid (the predominant
ITFA) are presented in Additional file 1: Table S3.

Dietary industrial trans fatty acid (ITFA) intake and breast
cancer risk
In the multivariable model, higher dietary intake of total
ITFAs was associated with elevated breast cancer risk
(HR for highest vs lowest quintile, 1.14, 95% CI 1.06–
1.23; P trend = 0.001) (Table 2). Higher breast cancer
risk for total ITFA intake was found from the second
quintile onwards (intakes ≥ 0.54 g/day). For individual
ITFAs, a positive association was found between dietary
intakes of elaidic acid and breast cancer risk (HR for
highest vs lowest quintile, 1.14, 95% CI 1.06–1.23; P
trend = 0.001) (Table 2). In analyses by tumour hormo-
nal receptor status, there was little evidence of statistical
heterogeneity (Table 3; Additional file 1: Tables S4-S6),
although statistically significant positive associations
were found for elaidic acid and total ITFAs with ER+/
PR+ breast cancer (total ITFAs: HR for highest vs lowest
quartile, 1.14, 95% CI 1.02–1.28; P trend = 0.009; elaidic
acid: HR for highest vs lowest quartile, 1.14, 95% CI
1.01–1.27; P trend = 0.007), but not for ER−/PR− breast
cancer (total ITFAs: HR for highest vs lowest quartile,
1.08, 95% CI 0.87−1.33; P trend = 0.48; elaidic acid: HR
for highest vs lowest quartile, 1.08, 95% CI 0.87−1.34; P
trend = 0.49) (Table 3). Similarly, when human HER2
status was further taken into consideration, more con-
sistent positive associations were found for ITFAs with
ER+/PR+/HER2− breast cancer than the ER+/PR+/
HER2+ subtype (Additional file 1: Table S6).

Dietary ruminant trans fatty acid (RTFA) intake and breast
cancer risk
In the multivariable model, dietary intake of total RTFA
was positively associated with breast cancer risk (HR for
highest vs lowest quintile, 1.09, 95% CI 1.01–1.17; P
trend = 0.015) (Table 2). Among individual RTFAs, higher
dietary intake of palmitelaidic acid (HR for highest vs low-
est quintile, 1.08, 95% CI 1.01–1.16; P trend = 0.028) and
conjugated linoleic acid was associated with greater breast
cancer risk (HR for highest vs lowest quintile, 1.11, 95%
CI 1.03–1.20; P trend = 0.001). No association was found
between intake of vaccenic acid and breast cancer risk
(HR for highest vs lowest quintiles, 1.02, 95% CI 0.95–
1.10; P trend = 0.51). For RTFAs, there was little evidence
of heterogeneity by hormonal receptor status (Table 3 and
Additional file 1: Tables S4-S6).

Subgroup and sensitivity analyses
In subgroup analyses, there was no heterogeneity for the
associations between total ITFAs and RTFAs with breast
cancer risk by BMI group, menopausal status (P
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heterogeneities ≥ 0.18; Additional file 1: Tables S7
and S8), and country (I2 = 0%, P heterogeneities > 0.9;
Additional file 1: Figures S1 and S2). Similar associations
were found when we adjusted for total energy intake
using the residuals method (Additional file 1: Table
S9); mutually adjusted the total ITFA and RTFA
models (Additional file 1: Table S10); additionally
adjusted the total ITFA and RTFA models for

dietary intakes of SFA, MUFA, and PUFA (Add-
itional file 1: Table S11); and additionally adjusted
the total ITFA and RTFA models for the Mediterra-
nean or WCRF diet scores (Additional file 1: Table
S12). Similar tests for trend across dietary intake
groups were found when the quintile median values
were used as a continuous variable (Additional file 1:
Table S13).

Table 1 Characteristics of study participants by dietary intake of total industrial trans fatty acid and total ruminant trans fatty acid

Total industrial trans fatty acid intake, median
(IQR)

Total ruminant trans fatty acid intake, median
(IQR)

Quintile 1 Quintile 5 Quintile 1 Quintile 5

Age at recruitment, years 51.2 (44.0–57.2) 51.2 (43.8–58.5) 53.0 (48.3–59.1) 50.1 (44.8–57.1)

Follow-up, years 14.9 (13.8–16.3) 15.9 (14.1–17.3) 16.1 (14.1–17.5) 14.8 (12.2–15.2)

Weight, kg 63.5 (57.0–71.1) 64.1 (58.0–72.0) 66 (59.5–74.0) 61.4 (55.7–68.6)

Height, cm 159.5 (155.0–164) 164 (160.0–168.1) 163.0 (158.2–167.5) 162.4 (158.2–167.0)

Body mass index (BMI), kg/m2 24.9 (22.3–28.2) 23.8 (21.6–26.6) 24.8 (22.4–28.0) 23.1 (21.1–25.8)

Number of full-term pregnancies 1.0 (1.0–1.0) 1.0 (1.0–1.0) 1.0 (1.0–1.0) 1.0 (1.0–1.0)

Ever use oral contraceptives (%)

Yes 31,013 (48.8) 36,167 (61.8) 31,779 (53.1) 40,973 (65.0)

Age at first birth combinations (%)

Nulliparous 8374 (13.1) 9642 (15.1) 7700 (12.1) 9773 (15.3)

Age at first birth < 30 (1–2 children) 29,686 (46.6) 24,325 (38.1) 27,918 (43.8) 28,447 (44.6)

Age at first birth < 30 (3< children) 16,456 (25.8) 15,082 (23.6) 17,540 (27.5) 14,536 (22.8)

Age at first birth ≥ 30 7486 (11.7) 7003 (10.9) 5672 (8.9) 7655 (12.0)

Ever use hormone replacement therapy for menopause (%)

Yes 13,345 (48.9) 15,832 (54.9) 18,372 (54.9) 16,432 (65.2)

Ever breastfed (%)

Yes 44,205 (71.8) 37,254 (74.0) 43,305 (78.9) 39,427 (66.6)

Menopausal status (%)

Premenopausal 24,076 (37.7) 21,332 (33.4) 15,837 (24.8) 23,139 (36.3)

Postmenopausal 26,710 (41.9) 28,886 (45.3) 34,109 (53.5) 26,157 (41.0)

Age at menopause, years 48.6 (46.0–52.0) 48.6 (46.0–52.0) 48.7 (46.0–52.0) 48.9 (46.0–52.0)

Alcohol intake (g/day)

None 16,483 (25.8) 8166 (12.8) 12,376 (19.4) 7330 (11.5)

> 60 g/day 7193 (11.2) 2908 (4.5) 5138 (8.0) 5521 (8.6)

Total dietary energy intake (kcal/day) 1779 (1835–2527) 2155 (1835–2527) 1667 (1370–2008) 2305 (1960–2700)

Education status (%)

None and primary school 29,078 (45.6) 15,907 (24.9) 25,398 (39.8) 10,750 (16.8)

Higher education 12,360 (19.4) 12,291 (19.2) 9581 (15.0) 20,510 (32.2)

Physical activity (%)

Inactive 20,789 (32.6) 11,591 (18.1) 13,776 (21.6) 13,467 (21.1)

Active 6703 (10.5) 11,457 (17.9) 12,725 (19.9) 7922 (12.4)

Smoking status (%)

Never 38,253 (60.0) 32,130 (50.4) 33,578 (52.6) 38,912 (61.1)

Current 12,300 (19.3) 15,844 (24.8) 15,468 (24.2) 9095 (14.2)

IQR interquartile range
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Table 2 Associations between dietary intake of trans fatty acids and breast cancer risk
Cases/
participants

Intake range
(mg/day)

Basic§ Multivariable†

HR (95% CI) HR (95% CI)

Total industrial trans fatty acidsa Q1 2324/63,722 < 544 1 (reference) 1 (reference)

Q2 2674/63,721 544–< 973 1.10 (1.04–1.17) 1.10 (1.04–1.17)

Q3 2692/63,722 973–< 1520 1.11 (1.04–1.18) 1.12 (1.05–1.20)

Q4 2780/63,721 1520–< 2535 1.13 (1.06–1.21) 1.15 (1.07–1.23)

Q5 2771/63,721 ≥ 2535 1.11 (1.04–1.19) 1.14 (1.06–1.23)

P trend 0.009 0.001

Q value 0.002

Elaidic acid Q1 2323/63,722 < 506 1 (reference) 1 (reference)

Q2 2651/63,721 506–< 924 1.09 (1.03–1.16) 1.10 (1.03–1.17)

Q3 2719/63,722 924–< 1455 1.12 (1.05–1.19) 1.13 (1.06–1.20)

Q4 2771/63,721 1455–< 2470 1.14 (1.07–1.22) 1.16 (1.08–1.24)

Q5 2777/63,721 ≥ 2470 1.11 (1.04–1.19) 1.14 (1.06–1.23)

P trend 0.005 0.001

Q value 0.002

Total ruminant trans fatty acidsb Q1 2961/63,724 < 13.58 1 (reference) 1 (reference)

Q2 2406/63,726 13.58–< 26.41 1.04 (0.98–1.11) 1.03 (0.97–1.10)

Q3 2499/63,715 26.41–< 49.03 1.05 (0.98–1.12) 1.03 (0.97–1.10)

Q4 2629/63,721 49.03–< 86.31 1.10 (1.03–1.18) 1.08 (1.01–1.16)

Q5 2746/63,721 ≥ 86.31 1.11 (1.04–1.19) 1.09 (1.01–1.17)

P trend 0.001 0.015

Q value 0.022

Palmitelaidic acid Q1 3031/63,722 < 1.28 1 (reference) 1 (reference)

Q2 2698/63,698 1.28–< 2.98 1.04 (0.98–1.10) 1.03 (0.97–1.09)

Q3 2389/63,723 2.98–< 6.56 1.02 (0.96–1.09) 1.01 (0.95–1.08)

Q4 2473/63,715 6.56–< 18.01 1.08 (1.01–1.15) 1.07 (1.00–1.14)

Q5 2650/63,721 ≥ 18.01 1.09 (1.02–1.17) 1.08 (1.01–1.16)

P trend 0.007 0.028

Q value 0.034

Conjugated linoleic acid Q1 2953/63,725 < 10.18 1 (reference) 1 (reference)

Q2 2394/63,720 10.18–< 19.25 1.03 (0.97–1.09) 1.02 (0.96–1.09)

Q3 2494/63,720 19.25–< 35.63 1.07 (1.00–1.14) 1.05 (0.99–1.13)

Q4 2632/63,721 35.63–< 65.32 1.13 (1.05–1.21) 1.11 (1.03–1.19)

Q5 2768/63,721 ≥ 65.32 1.14 (1.06–1.22) 1.11 (1.03–1.20)

P trend < 0.001 0.001

Q value 0.002

Vaccenic acid Q1/Q2c 5701/130,242 < 0.07 1 (reference) 1 (reference)

Q3 2434/60,976 0.07–< 0.08 1.03 (0.96–1.11) 1.03 (0.96–1.11)

Q4 2646/63,675 0.08–< 2.24 1.04 (0.97–1.11) 1.03 (0.96–1.11)

Q5 2460/63,714 ≥ 2.24 1.04 (0.96–1.12) 1.02 (0.95–1.10)

P trend 0.34 0.51

Q value 0.51

HR hazard ratio, CI confidence interval
§Stratified by study centre and age (in 1-year categories)
†Stratified by study centre and age (in 1-year categories) and adjusted for total energy intake (kcal/day; continuous), body mass index (kg/m2; continuous), height (cm;
continuous), alcohol consumption (g/day; continuous), education level (none and primary, technical or professional and secondary, higher education), age at first birth
and parity combined (nulliparous, first birth before age 30 years, 1–2 children; first birth before age 30 years, ≥ 3 children; first birth ≥ 30 years), physical activity
(inactive, moderately inactive, moderately active, and active), menopausal status (premenopausal, postmenopausal, perimenopausal, surgical postmenopausal bilateral
ovariectomy), and smoking status (never, former, current smoker, unknown)
aTotal industrial trans fatty acids included 18:1n-9 t, 18:2n-6tt
bTotal ruminant trans fatty acids included 16:1n-9 t, 18:1n-7t, conjugated linoleic acid
cQuintiles 1 and 2 merged due to extreme low intake values in these groups
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Discussion
In this large multinational European study, we found
that higher dietary intakes of total ITFAs and RTFAs
were associated with greater breast cancer risk. For
ITFAs, a positive association was found for intake of
elaidic acid, with no heterogeneity found across breast

cancer hormone receptor-defined molecular subtypes.
For RTFAs, higher intake of dietary conjugated linoleic
acid was unexpectedly associated with greater breast
cancer risk, although intake of conjugated linoleic acid
in our population was strongly correlated with intake of
palmitelaidic acid, which was also positively associated

Table 3 Associations between dietary intake of trans fatty acids and molecular subtypes of breast cancer risk

ER− and PR− ER+ and PR+ Pheterogeneity

n = 1259
HR (95% CI)

n = 4830
HR (95% CI)

Total industrial trans fatty acidsa Q1 1 (reference) 1 (reference)

Q2 0.99 (0.84–1.18) 1.13 (1.04–1.23)

Q3 1.02 (0.85–1.22) 1.18 (1.07–1.29)

Q4 1.08 (0.87–1.33) 1.14 (1.02–1.28)

P trend 0.48 0.009 0.55

Elaidic acid Q1 1 (reference) 1 (reference)

Q2 0.99 (0.83–1.17) 1.12 (1.03–1.22)

Q3 1.01 (0.84–1.21) 1.19 (1.08–1.31)

Q4 1.08 (0.87–1.34) 1.14 (1.01–1.27)

P trend 0.49 0.007 0.52

Total ruminant trans fatty acidsb Q1 1 (reference) 1 (reference)

Q2 1.08 (0.89–1.32) 1.02 (0.92–1.13)

Q3 1.13 (0.92–1.39) 1.01 (0.91–1.12)

Q4 1.07 (0.85–1.34) 1.11 (0.99–1.25)

P trend 0.63 0.055 0.64

Palmitelaidic acid Q1 1 (reference) 1 (reference)

Q2 0.91 (0.76–1.09) 1.01 (0.92–1.11)

Q3 1.05 (0.86–1.28) 1.07 (0.96–1.18)

Q4 1.03 (0.84–1.26) 1.09 (0.98–1.21)

P trend 0.46 0.07 0.84

Conjugated linoleic acid Q1 1 (reference) 1 (reference)

Q2 1.09 (0.90–1.33) 0.99 (0.89–1.09)

Q3 1.11 (0.90–1.38) 1.01 (0.90–1.12)

Q4 1.12 (0.89–1.41) 1.10 (0.98–1.24)

P trend 0.38 0.056 0.90

Vaccenic acid Q1 1 (reference) 1 (reference)

Q2 0.98 (0.76–1.26) 1.08 (0.94–1.23)

Q3 0.90 (0.71–1.14) 1.14 (1.01–1.29)

Q4 0.92 (0.72–1.17) 1.09 (0.96–1.23)

P trend 0.39 0.26 0.20

Stratified by study centre and age (in 1-year categories) and adjusted for total energy intake (kcal/day; continuous), body mass index (kg/m2; continuous), height
(cm; continuous), alcohol consumption (g/day; continuous), education level (none and primary, technical or professional and secondary, higher education), age at
first birth and parity combined (nulliparous, first birth before age 30 years, 1–2 children; first birth before age 30 years, ≥ 3 children; first birth ≥ 30 years), physical
activity (inactive, moderately inactive, moderately active, and active), menopausal status (premenopausal, postmenopausal, perimenopausal, surgical
postmenopausal bilateral ovariectomy), and smoking status (never, former, current smoker, unknown)
ER− and PR− oestrogen receptor-negative/progesterone receptor-negative, ER+ and PR+ oestrogen receptor-positive and progesterone receptor-positive, HR
hazard ratio, CI confidence interval
aTotal industrial trans fatty acids included 18:1n-9t, 18:2n-6tt
bTotal ruminant trans fatty acids included 16:1n-9t, 18:1n-7t, conjugated linoleic acid
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with breast cancer risk. For all TFAs, similar associations
with breast cancer risk were found according to meno-
pausal status and BMI group.
To our knowledge, this is the first prospective study to

find that higher dietary intake of ITFAs was associated
with raised breast cancer risk. We found a similar mag-
nitude positive association for dietary intake of elaidic
acid, the predominant ITFA. Previously, an analysis in
the VITamins And Lifestyle (VITAL) cohort reported a
suggestive positive association for the intake of elaidic
acid that did not reach the threshold of statistical signifi-
cance [23], while other perspective studies found no evi-
dence of an association between ITFA intake and risk of
breast cancer [24, 25]. Our positive association for diet-
ary intake of ITFAs with overall breast cancer risk is
concordant with findings from a nested case–control
study in the French E3N study, in which higher serum
phospholipid ITFA levels were associated with elevated
breast cancer risk (odds ratio [OR] for highest vs lowest
quintile, 1.75, 95% CI 1.08–2.83; P trend = 0.018) [26]. In
another previous analysis in the EPIC study, a similar
positive association was found between serum ITFA
levels and breast cancer risk, but only for ER− tumours
(OR for highest vs lowest tertile, 2.01, 95% CI 1.03–3.90;
P trend = 0.047) [14]. In contrast, we found no hetero-
geneity in the association between total ITFA intake and
breast cancer risk according to hormone receptor-
defined molecular subtypes. Collectively, evidence from
most of these European studies supports a positive rela-
tionship between dietary intakes of ITFAs and breast
cancer risk. However, further studies are required to
understand the heterogeneity of this relationship across
molecular subtypes of breast cancer defined by tumour
hormonal receptor status.
Prior experimental evidence linking ITFAs with breast

cancer is limited. Elaidic acid has been shown to modu-
late hepatic lipogenesis through upregulating the
SREBP-1 pathway [27]. However, further mechanistic
studies are needed to better understand the possible det-
rimental health effects of ITFAs in relation to breast
cancer development.
ITFAs, created when fats and oils are partially hydro-

genated during industrial processing, are found in fast
foods, industrially produced products and snacks, deep
fried foods, baked goods, and ultra-processed foods.
Since the 1990s, ITFA content in popular food products
found in Europe has declined [28, 29], and many coun-
tries do not limit their content in food products [30]. In
2019, the European Union (EU) set new recommenda-
tions for ITFA intake, in accordance with those from the
World Health Organization (WHO), for foods to be
largely free of industrial trans fats by 2023 [31, 32].
These recommendations set a threshold of no more than
2 g per 100 g on ITFA products, and country members

have until 2021 to implement these changes [33]. It is of
note, however, that in our data, raised breast cancer risk
was found at relatively low total dietary ITFA intake
levels (≥ 0.54 g per day), when compared with partici-
pants with intake below this level. Consequently, adher-
ence to the new EU regulations on IFTA content of
foods may have minimal impact on the dietary ITFA in-
take and breast cancer relationship. However, further
high-quality studies are required to confirm the positive
association we found between dietary ITFA intake and
breast cancer risk.
We also found an unexpected association between

higher dietary intake of total RTFAs and elevated breast
cancer risk. This result was driven by positive associa-
tions of similar magnitude for conjugated linoleic acid
and palmitelaidic acid, with vaccenic acid being unre-
lated to breast cancer risk. Conjugated linoleic acid com-
prises a family of positional and geometric isomers of
linoleic acid and is mostly found in meat and dairy prod-
ucts derived from ruminants. Several experimental stud-
ies have demonstrated protective effects of conjugated
linoleic acid in the mammary gland at pharmacological
doses [34–38]. In rodent models, conjugated linoleic
acid had anti-proliferative effects in mammary tumori-
genesis [37]. While in human breast tissue and in vitro
studies, conjugated linoleic acid has been shown to in-
duce apoptosis and inhibit breast cancer cellular prolif-
eration via ER-mediated pathways [35, 38]. Finally,
specific conjugated linoleic acid isomers have been
shown to regulate mammary tumour growth, inducing
expression of apoptotic genes and inhibiting cellular
growth [34]. This experimental evidence, however, is not
supported by prospective epidemiological evidence. Ana-
lyses in the Swedish Mammography Cohort and Mel-
bourne Collaborative Cohort Study found no association
between dietary intake of conjugated linoleic acid and
breast cancer risk [39, 40]. An analysis in the
Netherlands Cohort Study on Diet and Cancer, similar
to our result, found a positive association between con-
jugated linoleic acid and breast cancer risk (relative risk
for highest vs lowest quintile, 1.24, 95% CI 0.91–1.69; P
trend = 0.02) [41]. In our data, dietary intake of conju-
gated linoleic acid was strongly correlated with intake of
palmitelaidic acid (Spearman correlation r = 0.77), an
RTFA sourced from hydrogenated vegetable oils and
dairy foods, for which we also found a positive associ-
ation with breast cancer risk; consequently, we are un-
able to separate the positive associations found for these
fatty acids. Overall, prospective epidemiological data
provide little evidence to support the anti-tumorigenic
effects of conjugated linoleic acid on breast cancer devel-
opment found in experimental studies.
This was the largest study to comprehensively examine

the association between dietary intakes of TFAs and
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breast cancer. The large sample size and high-quality
epidemiological and clinical data allowed us to exam-
ine the association by tumour molecular subtypes and
according to menopausal status and BMI group. A
limitation of our study is that dietary intake was mea-
sured once at baseline (using questionnaires) and con-
sequently may be subject to random measurement
error and not reflective of longer-term habits; any
such bias would likely lead to an underestimation of
true associations. In addition, like all studies using
self-reported dietary intake assessments, the estimated
fatty acid intakes may be prone to respondent bias
and measurement error related to data included in
food composition tables. However, as outlined above,
we adopted several quality control measures for the
matching procedure with the USDA database [42]. An
additional limitation was that despite our comprehen-
sive analyses according to tumour molecular subtypes
we lacked data to examine the dietary TFA intake
and breast cancer association for luminal A and lu-
minal B tumours. Another possible limitation of our
study is that dietary conjugated linoleic acid supple-
ment use data was not collected so our analyses were
limited to dietary intakes only.

Conclusion
Our findings support the hypothesis that dietary in-
take of ITFAs, in particular elaidic acid, may increase
breast cancer risk. Although we observed positive re-
lationships for intake of both conjugated linoleic acid
and palmitelaidic acid with breast cancer risk, the
high correlation between these fatty acids means we
were unable to differentiate these associations. Further
mechanistic studies are needed to identify biological
pathways that may underlie these associations. If our
results are confirmed in future studies, the current
EU and WHO limits for acceptable thresholds for in-
dustrial trans fats in foods may need to be revised to
safeguard public health [31, 32]. However, given the
results of our study, as well as the accumulating evi-
dence of their deleterious effects on health, recom-
mendations to limit as much as possible human
consumption of industrial trans fats should be consid-
ered globally.

Abbreviations
BMI: Body mass index; CIs: Confidence intervals; ENDB: EPIC Nutrient
Database; EPIC: European Prospective Investigation into Cancer and
Nutrition; ER−: Oestrogen receptor; EU: European Union; HER2: Human
epidermal growth factor receptor 2; HRs: Hazard ratios; ITFAs: Industrial trans
fatty acids; MUFA: Monounsaturated fatty acids; NNDSR: National Nutrient
Database for Standard Reference of the United States; OR: Odds ratio;
PUFA: Polyunsaturated fatty acids; RTFAs: Ruminant trans fatty acids;
SFA: Saturated Fatty Acids; TFAs: Trans fatty acids; USDA: United States
Department of Agriculture; VITAL: VITamins And Lifestyle; WCRF: World
Cancer Research Fund; WHO: World Health Organization

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/s12916-021-01952-3.

Additional file 1: Table S1. Population characteristics. Table S2.
Spearman rank correlations between dietary intakes of trans fatty acids.
Table S3. Food group sources of predominant ruminant and industrial
trans fatty acids. Table S4. Associations between dietary intake of trans
fatty acids and breast cancer risk according to oestrogen receptor status.
Table S5. Associations between dietary intake of trans fatty acids and
breast cancer risk according to progesterone receptor status. Table S6.
Associations between dietary intake of trans fatty acids and breast cancer
risk according to human epidermal growth factor receptor 2 status.
Table S7. Associations between dietary intake of trans fatty acids and
breast cancer risk according to body mass index group. Table S8.
Associations between dietary intake of trans fatty acids and breast cancer
risk according to menopausal status. Table S9. Associations between
dietary intake of total trans industrial and ruminant fatty acids and breast
cancer risk after adjustment for total energy using the residuals method.
Table S10. Associations between dietary intake of total trans industrial
and ruminant fatty acids and breast cancer risk after mutual adjustment.
Table S11. Associations between dietary intake of total trans industrial
and ruminant fatty acids and breast cancer risk after adjustment for
dietary intakes of saturated fatty acid, monounsaturated fatty acid, and
polyunsaturated fatty acid. Table S12. Associations between dietary
intake of total trans fatty acids and breast cancer risk adjusted for the
World Cancer Research Fund and Mediterranean diet scores. Table S13.
P for trend values for the associations between dietary intakes of trans
fatty acids and breast cancer risk using the continuous variable and
quintile-median approaches. Figure 1. Associations between dietary in-
take of total trans industrial fatty acids and breast cancer risk by country.
Figure 2. Associations between dietary intake of total trans ruminant
fatty acids and breast cancer risk by country.

Acknowledgements
The authors thank the EPIC participants and staff for their valuable
contribution to this research and Bertrand Hemon (International Agency for
Research on Cancer) for managing the data for the EPIC project.

Disclaimer
Where authors are identified as personnel of the International Agency for
Research on Cancer/World Health Organization, the authors alone are
responsible for the views expressed in this article and they do not
necessarily represent the decisions, policy, or views of the International
Agency for Research on Cancer/World Health Organization.

Authors’ contributions
MM, VC, MJG, and NM conceived the study. MM performed the statistical
analyses. MM and NM drafted the manuscript. All other authors contributed
to the acquisition and interpretation of data and critically revised the
manuscript for important intellectual content. All authors have read and
approved the final manuscript for publication. NM and MM are the
guarantors.

Funding
The coordination of EPIC is financially supported by the European
Commission (DG-SANCO) and the International Agency for Research on
Cancer. The national cohorts are supported by Danish Cancer Society
(Denmark); Ligue Contre le Cancer, Institut Gustave Roussy, Mutuelle
Générale de l’Education Nationale, Institut National de la Santé et de la
Recherche Médicale (INSERM) (France); German Cancer Aid, German Cancer
Research Center (DKFZ), Federal Ministry of Education and Research (BMBF),
Deutsche Krebshilfe, Deutsches Krebsforschungszentrum and Federal Ministry
of Education and Research (Germany); the Hellenic Health Foundation
(Greece); Associazione Italiana per la Ricerca sul Cancro-AIRC-Italy and Na-
tional Research Council (Italy); Dutch Ministry of Public Health, Welfare and
Sports (VWS), Netherlands Cancer Registry (NKR), LK Research Funds, Dutch
Prevention Funds, Dutch ZON (Zorg Onderzoek Nederland), World Cancer
Research Fund (WCRF); ERC-2009-AdG 232997 and Nordforsk, Nordic Centre
of Excellence programme on Food, Nutrition and Health (Norway); Health

Matta et al. BMC Medicine           (2021) 19:81 Page 9 of 11

https://doi.org/10.1186/s12916-021-01952-3
https://doi.org/10.1186/s12916-021-01952-3


Research Fund (FIS), PI13/00061 to Granada; PI13/01162 to EPIC-Murcia, Re-
gional Governments of Andalucía, Asturias, Basque Country, Murcia and Na-
varra, and the Catalan Institute of Oncology (Spain); Swedish Cancer Society,
Swedish Research Council and County Councils of Skåne and Västerbotten
(Sweden); Cancer Research UK (14136 to EPIC-Norfolk; C570/A16491 and
C8221/A19170 to EPIC-Oxford), Medical Research Council (1000143 to EPIC-
Norfolk, MR/M012190/1 to EPIC-Oxford) (UK). We thank the Julius Center for
Health Sciences and Primary Care, University Medical Center Utrecht, and the
National Institute for Public Health and the Environment (RIVM)-Bilthoven,
the Netherlands, for their contribution and ongoing support to the EPIC
Study.

Availability of data and materials
For information on how to submit an application for gaining access to EPIC
data and/or biospecimens, please follow the instructions at http://epic.iarc.fr/
access/index.php.

Declarations

Ethics approval and consent to participate
Informed consent was given by all study participants, and ethical approval
for the entire EPIC cohort was obtained from the Institutional Review Board
of the International Agency for Research on Cancer in Lyon, France, under
protocol numbers SC/24/4 and SC/24/6, as well as from local ethics
committees in the participating countries.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1Nutrition and Metabolism Branch, International Agency for Research on
Cancer, 150 cours Albert Thomas, 69372 Lyon Cedex 08, France. 2CESP
“Health Across Generations”, INSERM, Univ Paris-Sud, UVSQ, Univ Paris-Saclay,
Villejuif, France. 3Gustave Roussy, Villejuif, France. 4Department of Community
Medicine, University of Tromsø, The Arctic University of Norway, Tromsø,
Norway. 5Navarra Public Health Institute, Pamplona, Spain. 6IdiSNA, Navarra
Institute for Health Research, Pamplona, Spain. 7Centro de Investigación
Biomédica en Red de Epidemiología y Salud Pública (CIBERESP), Madrid,
Spain. 8Escuela Andaluza de Salud Pública (EASP), Granada, Spain. 9Instituto
de Investigación Biosanitaria ibs.GRANADA, Granada, Spain. 10Department of
Preventive Medicine and Public Health, University of Granada, Granada,
Spain. 11Division of Cancer Epidemiology, German Cancer Research Centre
(DFKZ), Heidelberg, Germany. 12Department of Molecular Epidemiology,
German Institute of Human Nutrition Potsdam-Rehbruecke, Nuthetal,
Germany. 13German Center for Diabetes Research (DZD),
München-Neuherberg, Germany. 14NutriAct - Competence Cluster Nutrition
Research Berlin-Potsdam, Nuthetal, Germany. 15Public Health Division of
Gipuzkoa, BioDonostia Research Institute, Donostia-San Sebastian, Spain.
16Unit of Nutrition and Cancer, Catalan Institute of Oncology - ICO, Nutrition
and Cancer Group, Bellvitge Biomedical Research Institute - IDIBELL,
L’Hospitalet de Llobregat, 08908 Barcelona, Spain. 17Department of
Epidemiology, Murcia Regional Health Council, IMIB-Arrixaca, Murcia, Spain.
18Research Group on Demography and Health, National Faculty of Public
Health, University of Antioquia, Medellín, Colombia. 19Public Health
Directorate, Asturias, Spain. 20Cancer Registry and Histopathology
Department, Provincial Health Authority (ASP 7), Ragusa, Italy. 21Dipartimento
Di Medicina Clinica e Chirurgia, Federici II University, Naples, Italy. 22Cancer
Risk Factors and Lifestyle Epidemiology Unit, Institute for Cancer Research,
Prevention and Clinical Network – ISPRO, Florence, Italy. 23Epidemiology and
Prevention Unit, Fondazione IRCCS Istituto Nazionale dei Tumori, di Milano
Via Venezian, 1, 20133 Milan, Italy. 24Unit of Cancer Epidemiology, Città della
Salute e della Scienza University-Hospital, Via Santena 7, 10126 Turin, Italy.
25Danish Cancer Society Research Center, Copenhagen, Denmark.
26Department of Public Health, Copenhagen University, Copenhagen,
Denmark. 27Department of Public Health, Aarhus University, Aarhus,
Denmark. 28Clinical Sciences Lund, Oncology, Lund University and Skåne
University Hospital, Lund, Sweden. 29Department of Oncology, Aarhus
University Hospital, Aarhus University, Aarhus, Denmark. 30Department of

Public Health and Clinical Medicine, Section of Sustainable Health, Umeå
University, Umeå, Sweden. 31Department of Epidemiology and Biostatistics,
Imperial College London, London, UK. 32Department of Nutrition, Bjørknes
University College, Oslo, Norway. 33Department of Endocrinology, Morbid
Obesity and Preventive Medicine, Oslo University Hospital Ullevål, Oslo,
Norway. 34Cancer Epidemiology Unit, Nuffield Department of Population
Health, University of Oxford, Oxford, UK. 35Office of the Director, International
Agency for Research on Cancer, Lyon, France.

Received: 15 October 2020 Accepted: 25 February 2021

References
1. Ferlay J, Colombet M, Soerjomataram I, Mathers C, Parkin DM, Piñeros M,

et al. Estimating the global cancer incidence and mortality in 2018:
GLOBOCAN sources and methods. Int J Cancer. 2019;144(8):1941–53.

2. World Cancer Research Fund International/American Institute for Cancer
Research. Continuous update project report: diet, nutrition, physical activity
and breast cancer. [Internet]. 2017 p. 124. Available from: wcrf.org/Breast-Ca
ncer-2017. All CUP reports are available at wcrf.org/cupreports.

3. Boyd NF, Stone J, Vogt KN, Connelly BS, Martin LJ, Minkin S. Dietary fat and
breast cancer risk revisited: a meta-analysis of the published literature. Br J
Cancer. 2003;89(9):1672–85.

4. Terry PD, Rohan TE, Wolk A. Intakes of fish and marine fatty acids and the
risks of cancers of the breast and prostate and of other hormone-related
cancers: a review of the epidemiologic evidence. Am J Clin Nutr. 2003;77(3):
532–43.

5. Fay MP, Freedman LS, Clifford CK, Midthune DN. Effect of different types
and amounts of fat on the development of mammary tumors in rodents: a
review. Cancer Res. 1997;57(18):3979–88.

6. Zheng J-S, Hu X-J, Zhao Y-M, Yang J, Li D. Intake of fish and marine n-3
polyunsaturated fatty acids and risk of breast cancer: meta-analysis of data
from 21 independent prospective cohort studies. BMJ. 2013;346:f3706.

7. Sieri S, Chiodini P, Agnoli C, Pala V, Berrino F, Trichopoulou A, et al. Dietary
fat intake and development of specific breast cancer subtypes. J Natl
Cancer Inst. 2014;106(5):dju068.

8. Anjom-Shoae J, Sadeghi O, Larijani B, Esmaillzadeh A. Dietary intake and
serum levels of trans fatty acids and risk of breast cancer: a systematic
review and dose-response meta-analysis of prospective studies. Clin Nutr.
2019;39(3):755–64.

9. Mozaffarian D, Aro A, Willett WC. Health effects of trans-fatty acids:
experimental and observational evidence. Eur J Clin Nutr. 2009;63(Suppl 2):
S5–21.

10. Wallace SK, Mozaffarian D. Trans-fatty acids and nonlipid risk factors. Curr
Atheroscler Rep. 2009;11(6):423.

11. Shu X, Wu L, Khankari NK, Shu X-O, Wang TJ, Michailidou K, et al.
Associations of obesity and circulating insulin and glucose with breast
cancer risk: a Mendelian randomization analysis. Int J Epidemiol. 2019;48(3):
795–806.

12. Chan DSM, Bandera EV, Greenwood DC, Norat T. Circulating C-reactive
protein and breast cancer risk-systematic literature review and meta-analysis
of prospective cohort studies. Cancer Epidemiol Biomark Prev. 2015;24(10):
1439–49.

13. Thompson AK, Shaw DI, Minihane AM, Williams CM. Trans-fatty acids and
cancer: the evidence reviewed. Nutr Res Rev. 2008;21(2):174–88.

14. Chajès V, Assi N, Biessy C, Ferrari P, Rinaldi S, Slimani N, et al. A prospective
evaluation of plasma phospholipid fatty acids and breast cancer risk in the
EPIC study. Ann Oncol. 2017;28(11):2836–42.

15. Riboli E, Kaaks R. The EPIC Project: rationale and study design. European
Prospective Investigation into Cancer and Nutrition. Int J Epidemiol. 1997;
26(Suppl 1):S6–14.

16. Riboli E, Hunt KJ, Slimani N, Ferrari P, Norat T, Fahey M, et al. European
Prospective Investigation into Cancer and Nutrition (EPIC): study
populations and data collection. Public Health Nutr. 2002;5(6b):1113–24.

17. Nicolas G, Witthöft CM, Vignat J, Knaze V, Huybrechts I, Roe M, et al.
Compilation of a standardised international folate database for EPIC. Food
Chem. 2016;193:134–40.

18. Slimani N, Deharveng G, Unwin I, Southgate DAT, Vignat J, Skeie G, et al.
The EPIC nutrient database project (ENDB): a first attempt to standardize
nutrient databases across the 10 European countries participating in the
EPIC study. Eur J Clin Nutr. 2007;61(9):1037–56.

Matta et al. BMC Medicine           (2021) 19:81 Page 10 of 11

http://epic.iarc.fr/access/index.php
http://epic.iarc.fr/access/index.php
http://wcrf.org/Breast-Cancer-2017
http://wcrf.org/Breast-Cancer-2017
http://wcrf.org/cupreports


19. Composition of Foods Raw, Processed, Prepared USDA National Nutrient
Database for Standard Reference, Release 20 Documentation and User
Guide [Internet]. U.S. Department of Agriculture; 2008 Feb. Report No.:
Release 20. Available from: https://www.ars.usda.gov/ARSUserFiles/8040053
5/DATA/sr20/sr20_doc.pdf.

20. Benjamini Y, Hochberg Y. Controlling the false discovery rate: a practical
and powerful approach to multiple testing. J R Stat Soc Ser B Methodol.
1995;57(1):289–300.

21. Hirko KA, Chai B, Spiegelman D, Campos H, Farvid MS, Hankinson SE, et al.
Erythrocyte membrane fatty acids and breast cancer risk: a prospective
analysis in the nurses’ health study II. Int J Cancer. 2018;142(6):1116–29.

22. Greenland S, Longnecker MP. Methods for trend estimation from
summarized dose-response data, with applications to meta-analysis. Am J
Epidemiol. 1992;135(11):1301–9.

23. Sczaniecka AK, Brasky TM, Lampe JW, Patterson RE, White E. Dietary intake
of specific fatty acids and breast cancer risk among postmenopausal
women in the VITAL cohort. Nutr Cancer. 2012;64(8):1131–42.

24. Byrne C, Rockett H, Holmes MD. Dietary fat, fat subtypes, and breast cancer
risk: lack of an association among postmenopausal women with no history
of benign breast disease. Cancer Epidemiol Biomark Prev. 2002;11(3):261–5.

25. Farvid MS, Cho E, Chen WY, Eliassen AH, Willett WC. Premenopausal dietary
fat in relation to pre- and post-menopausal breast cancer. Breast Cancer Res
Treat. 2014;145(1):255–65.

26. Chajès V, Thiébaut ACM, Rotival M, Gauthier E, Maillard V, Boutron-Ruault M-
C, et al. Association between serum trans-monounsaturated fatty acids and
breast cancer risk in the E3N-EPIC Study. Am J Epidemiol. 2008;167(11):
1312–20.

27. Shao F, Ford DA. Elaidic acid increases hepatic lipogenesis by mediating
sterol regulatory element binding protein-1c activity in HuH-7 cells. Lipids.
2014;49(5):403–13.

28. Craig-Schmidt MC. World-wide consumption of trans fatty acids. Atheroscler
Suppl. 2006;7(2):1–4.

29. Stender S, Astrup A, Dyerberg J. A trans European Union difference in the
decline in trans fatty acids in popular foods: a market basket investigation.
BMJ Open. 2012;2(5):e000859.

30. Stender S, Dyerberg J, Bysted A, Leth T, Astrup A. A trans world journey.
Atheroscler Suppl. 2006;7(2):47–52.

31. Ghebreyesus TA, Frieden TR. REPLACE: a roadmap to make the world trans
fat free by 2023. Lancet. 2018;391(10134):1978–80.

32. Countdown to 2023: WHO report on global trans-fat elimination 2020
[Internet]. [cited 2020 Sep 25]. Available from: https://apps.who.int/iris/
bitstream/handle/10665/334170/9789240010178-eng.pdf.

33. BINNS J. Trans fat in food [Internet]. Food safety - European Commission.
2019 [cited 2020 Jun 4]. Available from: https://ec.europa.eu/food/safety/la
belling_nutrition/trans-fat-food_en.

34. Kelley NS, Hubbard NE, Erickson KL. Conjugated linoleic acid isomers and
cancer. J Nutr. 2007;137(12):2599–607.

35. Wang L-S, Huang Y-W, Liu S, Yan P, Lin YC. Conjugated linoleic acid induces
apoptosis through estrogen receptor alpha in human breast tissue. BMC
Cancer. 2008;8:208.

36. Lavillonnière F, Chajès V, Martin J-C, Sébédio J-L, Lhuillery C, Bougnoux P.
Dietary purified cis-9,trans-11 conjugated linoleic acid isomer has
anticarcinogenic properties in chemically induced mammary tumors in rats.
Nutr Cancer. 2003;45(2):190–4.

37. Ip C, Singh M, Thompson HJ, Scimeca JA. Conjugated linoleic acid
suppresses mammary carcinogenesis and proliferative activity of the
mammary gland in the rat. Cancer Res. 1994;54(5):1212–5.

38. Durgam VR, Fernandes G. The growth inhibitory effect of conjugated
linoleic acid on MCF-7 cells is related to estrogen response system. Cancer
Lett. 1997;116(2):121–30.

39. Larsson SC, Bergkvist L, Wolk A. Conjugated linoleic acid intake and breast
cancer risk in a prospective cohort of Swedish women. Am J Clin Nutr.
2009;90(3):556–60.

40. Bassett JK, Hodge AM, English DR, MacInnis RJ, Giles GG. Plasma
phospholipids fatty acids, dietary fatty acids, and breast cancer risk. Cancer
Causes Control. 2016;27(6):759–73.

41. Voorrips LE, Brants HAM, Kardinaal AFM, Hiddink GJ, van den Brandt PA,
Goldbohm RA. Intake of conjugated linoleic acid, fat, and other fatty acids
in relation to postmenopausal breast cancer: the Netherlands Cohort Study
on Diet and Cancer. Am J Clin Nutr. 2002;76(4):873–82.

42. Van Puyvelde H, Perez-Cornago A, Casagrande C, Nicolas G, Versele V, Skeie
G, et al. Comparing calculated nutrient intakes using different food
composition databases: results from the European Prospective Investigation
into Cancer and Nutrition (EPIC) cohort. Nutrients. 2020;12(10):2906.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Matta et al. BMC Medicine           (2021) 19:81 Page 11 of 11

https://www.ars.usda.gov/ARSUserFiles/80400535/DATA/sr20/sr20_doc.pdf
https://www.ars.usda.gov/ARSUserFiles/80400535/DATA/sr20/sr20_doc.pdf
https://apps.who.int/iris/bitstream/handle/10665/334170/9789240010178-eng.pdf
https://apps.who.int/iris/bitstream/handle/10665/334170/9789240010178-eng.pdf
https://ec.europa.eu/food/safety/labelling_nutrition/trans-fat-food_en
https://ec.europa.eu/food/safety/labelling_nutrition/trans-fat-food_en

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study population
	Assessment of dietary intake and other covariates
	Follow-up and ascertainment of breast cancer
	Statistical analyses

	Results
	Dietary industrial trans fatty acid (ITFA) intake and breast cancer risk
	Dietary ruminant trans fatty acid (RTFA) intake and breast cancer risk
	Subgroup and sensitivity analyses

	Discussion
	Conclusion
	Abbreviations
	Supplementary Information
	Acknowledgements
	Disclaimer
	Authors’ contributions
	Funding
	Availability of data and materials
	Declarations
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

