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Simple Summary: This study assessed the association between short-term weight change and
mammographic density in premenopausal women losing weight through diet and exercise to reduce
their risk of postmenopausal breast cancer. We aimed to understand whether a reduction in body
mass index affects various components of the breast, which could indicate a potential pathway for the
reduction in postmenopausal breast cancer risk seen with premenopausal weight loss. Understanding
this pathway is useful for monitoring the effectiveness of prevention strategies based on lifestyle
advice. We found that a short-term reduction in premenopausal body mass index through diet and
exercise is associated with a reduction in breast fat, but it is unlikely to have a significant effect on the
quantity of breast glandular tissue. Breast cancer risk determined by changes in breast density might
not capture potential weight loss-induced breast cancer risk reduction, instead falsely ascribing an
increased risk due to increased percent density.

Abstract: We evaluated the association between short-term change in body mass index (BMI) and
breast density during a 1 year weight-loss intervention (Manchester, UK). We included 65 pre-
menopausal women (3545 years, >7 kg adult weight gain, family history of breast cancer). BMI and
breast density (semi-automated area-based, automated volume-based) were measured at baseline,
1 year, and 2 years after study entry (1 year post intervention). Cross-sectional (between-women)
and short-term change (within-women) associations between BMI and breast density were measured
using repeated-measures correlation coefficients and multivariable linear mixed models. BMI was
positively correlated with dense volume between-women (r = 0.41, 95%CI: 0.17, 0.61), but less so
within-women (r = 0.08, 95%CI: —0.16, 0.28). There was little association with dense area (between-
women ¥ = —0.12, 95%CI: —0.38, 0.16; within-women r = 0.01, 95%CI: —0.24, 0.25). BMI and breast fat
were positively correlated (volume: between r = 0.77, 95%CI: 0.69, 0.84, within r = 0.58, 95%CI: 0.36,
0.75; area: between r = 0.74, 95%CI: 0.63, 0.82, within r = 0.45, 95%CI: 0.23, 0.63). Multivariable
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models reported similar associations. Exploratory analysis suggested associations between BMI
gain from 20 years and density measures (standard deviation change per +5 kg/m? BMI: dense area:
+0.61 (95%ClI: 0.12, 1.09); fat volume: —0.31 (95%CI: —0.62, 0.00)). Short-term BMI change is likely to
be positively associated with breast fat, but we found little association with dense tissue, although
power was limited by small sample size.

Keywords: mammographic density; body mass index; weight loss; breast cancer risk; breast cancer
prevention; premenopausal

1. Introduction

Mammographic density (herein referred to as ‘density’) is an established risk factor
for breast cancer. Women in the highest density category are at a 4- to 6-fold increased
risk of breast cancer relative to those with little or no dense tissue [1]. When assessed by
mammography, the breast is broadly characterised by two components: fibroglandular
dense tissue and fatty non-dense tissue. Percent breast density is measured as the relative
proportion of dense tissue in the breast, either in terms of area or volume depending
on the measurement method. Visual assessment measures percent density with respect
to the total breast area (TA) whilst automated and semi-automated methods can also
measure the extent of dense and fatty tissue separately. Both absolute dense area (DA) and
percentage dense area (PDA) are positively associated with risk of premenopausal (and
postmenopausal) breast cancer [2—4], and absolute dense volume (DV) and percentage
dense volume (PDV) have also shown positive associations [5,6]. Associations of breast
fat area (FA) and volume (FV) with breast cancer risk are unclear, although there is some
suggestion of an inverse relationship with premenopausal breast cancer risk [4,6].

In postmenopausal women, higher attained body mass index (BMI) is associated
with a higher risk of breast cancer [7-9], with an estimated 40% increase in risk for ev-
ery 10 kg/m? of BMI in never users of hormone replacement therapy [9]. This increase
in risk is partly explained by increased aromatisation of androgens to oestrogen in pe-
ripheral adipose tissue, which promotes cell proliferation [10,11], carcinogenesis [10,11],
and insulin resistance [12]. Whilst BMI is a widely accepted risk factor for breast can-
cer in postmenopausal women, there may be an inverse relationship in premenopausal
women [13].

Weight gain across the premenopausal years has also been linked to an increased risk
of postmenopausal breast cancer. Every 5 kg of adult weight gain is associated with an
approximate 10% increase in risk amongst never or low-hormone replacement therapy
users [14,15]. However, a number of studies (as summarised by Hardefeldt et al. [16])
suggest that these effects are reversible with efficient weight loss [16]. In particular, weight
loss in the premenopausal years has been shown to reduce postmenopausal breast can-
cer risk [17,18]. Risk reductions of approximately 40% have also been seen with large
weight losses as a result of bariatric surgery in populations of pre- and postmenopausal
women [19].

The effects of short-term weight change on breast density are less well understood,
particularly those as a result of dietary weight loss. Mammographic density is a dynamic
phenotype and has the potential to respond to short-term weight changes, making density
reduction a possible biomarker for reduction in risk as a result of weight loss. This study
aims to explore the effect of short-term dietary weight change on density using both area-
based and volumetric methods in a cohort of premenopausal women to ascertain whether
the relationship between weight loss and reduced postmenopausal breast cancer risk could,
in part, be mediated by reductions in mammographic tissue.
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2. Materials and Methods
2.1. Study Design and Participants

The Lifestyle Study is a prospective non-randomised 1 year diet and exercise weight
loss intervention study amongst 79 high-risk premenopausal women attending annual
screening within the Breast Cancer Family History clinic at the Prevent Breast Cancer
research unit at the Manchester University Hospital Foundation NHS Trust [20-23]. Atten-
dees of our regional Family History Clinic, aged 35-45 years, received a mailed invitation
to enter either a 12-month intensive diet and exercise weight loss programme or a usual
care group receiving standard written advice only, depending on their proximity to the
hospital. Eligibility required women to be premenopausal with regular menstrual cycles,
non-smokers, have a self-reported adult weight gain > 7 kg, and a sedentary lifestyle
(<40 min moderate physical activity per week). All women had a family history of breast
cancer (with lifetime risk 17-40% as assessed by the Tyrer—Cuzick model [24,25]), but
were excluded if they had a known BRCA1/2 mutation or a previous history of cancer.
Women were also excluded if they were already successfully dieting or losing weight, were
pregnant or planning to become pregnant over the next year, had used hormonal oral
contraceptives in the last six months, or had psychiatric or physical co-morbidities that
could affect their ability to take part in a diet and physical activity weight loss programme.

In the intervention group (1 = 40), women followed a 12-month intensive supervised
weight loss programme involving a 25% energy-restricted Mediterranean type diet and an
individualised physical activity program (150 min moderate intensity physical activity and
40 min of resistance exercise per week). The usual care group (n = 39) received standard
written advice about diet and physical activity but no additional support for weight loss.
Women provided baseline information on alcohol intake (from a 4-day food diary) and
physical activity (7-day recall from an interview questionnaire) at their baseline clinic visit.
All subjects gave their informed consent for inclusion before they participated in the study.
The study was conducted in accordance with the Declaration of Helsinki, and the protocol
was approved by the South Manchester Ethics Committee (Reference no. 01/426).

The objective of this analysis was to assess the relationship between BMI and breast
density in the entire cohort of women. All participants had changing BMI measures
irrespective of the type of weight loss advice they received, hence the intervention and
usual care groups were combined and treated as one cohort. Furthermore, to limit the effect
of women contributing observations to an area-based measure or volumetric measure only,
the cohort was restricted to those with both an area and volumetric density measurement
at any one or more time points (1 = 65, 82% of the cohort).

2.2. Mammographic Density

Mammographic films were digitised using a Kodak LS85 digitiser at a pixel size of
50 um and with 12-bits (4096 grey levels) pixel depth. The images were then anonymised
and randomised to ensure the radiologists remained unaware of the time point of each
mammogram. Mammograms were analysed using three different methods: (1) a semi-
automated area-based measure based on computer-assisted thresholding by a single expert
user (Cumulus, Sunnybrook health sciences centre, Toronto, Canada, [26]); (2) an automated
volumetric Stepwedge method developed at Manchester University [27]; and (3) a visual
assessment score of percentage density read to the nearest 5% by two experienced readers
and expressed as an average of the two scores to calculate PDA. Cumulus was used to
calculate TA, DA, FA, and PDA, and the Manchester Stepwedge method calculated total
volume (TV), DV, FV, and PDV. Density assessments were made at 3 time points: baseline,
1 year follow-up (at the end of the intervention) and 1 year after the end of the intervention.
Baseline mammograms were taken at the point of entry to the study; for those women
with a mammogram performed within one year of entry, their most recent mammogram
within the last 12 months was used. Each woman had four mammographic views taken
at each time point: Left Cranial-Caudal, Right Cranial-Caudal, Left Mediolateral-Oblique,
and Right Mediolateral-Oblique, and a final mammographic score at each time point
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was calculated using an average of the four views. The main analysis refers to Cumulus
measured area-based density and Stepwedge measured volumetric density only to assess
the effects of BMI on dense and non-dense tissue separately. Visually-assessed density
had similar results to Cumulus-assessed PDA, so was included as a secondary density
measure only. Results for TA and TV are also reported as secondary density measures in
the Supplementary Materials.

2.3. Body Weight and Body Composition

Weight, BMI, and a variety of different measures of body composition were assessed
at baseline, 1 year follow-up (at the end of the intervention), and 1 year after the end of
the intervention. Weight (kg) and height (m) were determined using a calibrated beam
balance and stadiometer and used to calculate BMI (kg/m?). Other body composition
assessments were also made such as waist circumference; total body fat, fat free mass and
% body fat (assessed using a DXA whole body scanner (Hologic Inc., Bedford, MA, USA)
and bioelectrical impedance (Tanita TBF-300A, Tanita Europe B.V., Hoogoorddreef 56E,
1101 BE Amsterdam, The Netherlands)); and intra-abdominal and abdominal subcutaneous
area (assessed using a magnetic resonance imaging (MRI) scan with a single transverse scan
taken at the level of the intervertebral disc between the L2 and L3 vertebrae). Weight, BMI,
waist circumference, and total body fat, fat free mass, and % body fat (impedance) were
recorded at all three time points. Intra-abdominal area, abdominal subcutaneous area, and
total body fat, fat free mass, and % body fat (DXA) were only measured at baseline and at
1 year. Weight at age 20 years was self-reported via questionnaire, and BMI at age 20 years
was calculated using weight at age 20 years and height at study entry. Long-term adult
BMI gain was calculated as the difference between baseline BMI and BMI at age 20 years.
We discuss BMI as the measure of body weight throughout the main analysis because BMI
is a commonly used adjustment for density and it is a well-established risk factor for breast
cancer. Other body composition measures gave similar correlations with density to those of
BMI and were highly correlated with BML Therefore, other body composition measures are
included as secondary analyses in the Supplementary Materials. Weight gain during the
intervention was defined as >+3% of baseline weight, weight loss was defined as <—3%
of baseline weight, and a weight change >—3% to <+3% of the baseline weight was defined
as a stable weight [28].

2.4. Statistical Analysis

Data were visualised using custom-made ‘tadpole plots’, where each tadpole repre-
sents a woman, the head plots the woman’s BMI and density at her last time point, and the
points on the tail plot her BMI and density at earlier time points. Correlation (r) between
BMI and mammographic density was assessed on a cross-sectional basis (between women),
and within women as their short-term BMI changed, using repeated measures methods that
use all of the measurements at the same time [29,30]. Briefly, between women correlation
was a weighted Pearson correlation coefficient [30], and within women correlation was
based on the decomposition of sums of squares from an analysis of variance [29]. The
95% confidence intervals were estimated using an empirical bootstrap (10,000 resamples).
The simultaneous association of between and within women correlations was tested using
a linear mixed model adjusted for age [31] (Appendix A). To help with comparisons across
different measures of breast density, the breast density values were first standardised
(Appendix B). To make density measures more symmetric and approximately normally-
distributed, they were transformed: a square root transformation for area measures and a
cube root transformation for volumetric measures. An exploratory analysis was undertaken
to assess the effect of adding BMI gain since 20 years of age to the model. An additional ex-
ploratory analysis tested whether there was an association between breast density and DXA
bone density. A sensitivity analysis assessed repeated measures correlation coefficients for
BMI and density stratified by intervention group.
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Analysis used the statistical software R [32]. All tests were two-sided and considered
significant at the 5% level.

3. Results

Baseline characteristics of the cohort are shown in Table 1. Median age was 41 years
(interquartile range (IQR), 3843 years), and the majority of women were Caucasian (1 = 60,
92%) and parous (n = 55, 85%). At baseline, 27 women (42%) were classified as overweight
(BMI > 25 kg/m? and <30 kg/m?), 20 (31%) were obese (BMI > 30 kg/m?), and 18 (28%)
were in the normal BMI range (BMI > 18.5 kg/ m? and <25 kg/ m?). By the end of the
2 year study period (1 year post intervention), 22 women (34%) had lost weight, 16 (25%)
had gained weight, and 26 (41%) maintained their original weight. Overall, women in
the intervention group lost more weight than the usual care group (mean percentage of
baseline weight at 1 year = —4.4% and 0.1%, respectively; mean percentage of baseline
weight at 2 years = —2.9% and 2.0%, respectively).

Median PDA, DA, and FA of each woman'’s average density measure over the inter-
vention were 37.1% (IQR, 2.5%—71.3%), 59.9 cm? (IQR, 5.8-158.4 cm?) and 107.3 cm? (IQR,
23.6-405.1 cm?), respectively. For Stepwedge measures, PDV, DV, and FV were 22.7% (IQR,
6.7%—69.4%), 191.5 cm? (IQR, 56.7-710.4 cm?), and 573.0 cm? (IQR, 72.8-1992.1 cm?), respec-
tively. A flow chart detailing the availability of mammographic density measures across
the intervention is shown in Figure S1 (all women had BMI available at all time-points
except for one woman with missing BMI at 2 years—this data point was excluded from
analyses involving BMI).

Table 2 shows the repeated measures correlations. DV was positively correlated with
BMI between women (r = 0.41, 95%CI 0.17 to 0.61) but less so within women (r = 0.08, 95%CI
—0.16 to 0.28). There was little association between DA and BMI (between women r = —0.12,
95%CI —0.38 to 0.16; within women r = 0.01, 95%CI —0.24 to 0.25). PDV was inversely
associated with BMI between and within women (between r = —0.48, 95%CI —0.64 to —0.33;
within 7 = —0.36, 95%CI —0.54 to —0.12), and PDA was inversely associated with BMI
between women (r = —0.58, 95%CI —0.72 to —0.42), but less so within women (r = —0.22,
95%CI —0.44 to 0.01). FV and FA were positively correlated with BMI between and within
women (volume: between r = 0.77, 95%CI 0.69 to 0.84, within r = 0.58, 95%CI 0.36 to
0.75; area: between r = 0.74, 95%CI 0.63 to 0.82, within r = 0.45, 95%CI 0.23 to 0.63).
The magnitude of correlations was stronger between women than within women. These
associations were also seen in Figure 1 when data were visually assessed using tadpole
plots (trends in the tadpole heads represented the between women correlations and trends
in the tadpole tails represented within women correlations).

Results for repeated measures correlation coefficients were similar when evaluated in a
sensitivity analysis stratifying the cohort by intervention group. Within women associations
for BMI and FA or FV were slightly stronger for women following the supervised weight
loss programme compared with the usual care group, but there was little association
(within women) for BMI and DA or DV in both intervention groups (Table S6).

Other body fat composition measures were highly correlated with BMI (Table S3),
and the associations between breast density and other body fat compositions were similar
to those with BMI (Tables S1 and S2). The correlations between various mammographic
density measures are also reported in the Supplementary Materials (Table S4).
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Table 1. Participant characteristics at study entry.

Characteristic All Intervention Usual Care
Total 65 33 32
Age * (years) 41 (38-43) 41 (39-43) 40 (38-42)
Baseline BMI * (kg/ m?) 27.1 (24.7-33.4)

27.1(25.1-31.9)

27.0 (24.4-34.0)

Baseline BMI categories * (kg/m?)

Normal (>18.5 to <25) 18 (28%) 7 (21%) 11 (34%)
Overweight (>25 to <30) 27 (42%) 16 (48%) 11 (34%)
Obese (>30) 20 (31%) 10 (30%) 10 (31%)
BMI gain since 20 years * (kg/mz) 5.8 (4.7-9.4) 6.3 (4.7-10.0) 5.7 (4.6-8.9)
Height * (m) 1.64 (1.60-1.68) 1.63 (1.60-1.68) 1.65 (1.59-1.68)
Age at menarche * (years) 12 (12-13) 12 (12-13) 12 (12-13)
Number of live births #
Nulliparous 10 (15%) 6 (18%) 4 (13%)
1-2 41 (63%) 20 (61%) 21 (66%)
34 12 (18%) 6 (18%) 6 (19%)
>5 2 (3%) 1 (3%) 1 (3%)
Age first live birth * (years) 27 (22-29) 27 (24-31) 26 (22-29)
Ethnicity * (% Caucasian) 60 (92%) 29 (88%) 31 (97%)
Previous smoker #
Never 54 (83%) 29 (88%) 25 (78%)
Ever 11 (17%) 4 (12%) 7 (22%)
Previous oral contraception use #
Never 5 (8%) 3 (9%) 2 (6%)
Ever 58 (89%) 29 (88%) 29 (91%)
Unknown 2 (3%) 1 (3%) 1 (3%)
Breastfed *
Never 22 (34%) 12 (36%) 10 (31%)
Ever 41 (63%) 21 (64%) 20 (63%)
Unknown 2 (3%) 0 (0%) 2 (6%)
10-year Tyrer—Cuzick risk * (%) 4 (3-5) 5 (4-6) 3(3-4)
Alcohol intake #* (units/week) 11 (3-24) 11 (3-22) 10 (1.5-26)

Physical activity b ((k]/ kg)/week)

974 (945-999)

968 (941-999)

978 (953-1007)

Weight change from baseline to 1 year, categories

Loss 26 (40%) 20 (61%) 6 (19%)
Stable 27 (42%) 9 (27%) 18 (56%)
Gain 12 (18%) 4 (12%) 8 (25%)
Weight change from baseline to 1 year ** —22(54) —4.4 (5.0) 0.1 (4.8)
Weight change from baseline to 2 years, categories
Loss 22 (34%) 16 (48%) 6 (19%)
Stable 26 (41%) 13 (39%) 13 (42%)
Gain 16 (25%) 4 (12%) 12 (39%)
Weight change from baseline to 2 years ** —-05(7.1) —29(6.2) 2.0(7.1)

BMI: Body mass index. # N (%); * Median (interquartile range); ** Mean (standard deviation) % of baseline weight (kg). 2 Alcohol from a

4-day food diary; b Physical activity from 7-day recall. Weight loss defined as <—3% of baseline weight (kg); Stable weight defined as
>—3% to <+3% of baseline weight (kg); Weight gain defined as >+3% of baseline weight (kg).
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Table 2. Repeated measures between women and within women correlations for mammographic density and body

mass index.
VAS PDA PDV
FA FV DA DV
Field (95%CI) (95%CI) (95%CI) . . . .
(sqrt%) (sqrt%) (cbrt%) (95%CI) (sqrt)  (95%CI) (cbrt)  (95%CI) (sqrt)  (95%CI) (cbrt)
%ﬁsls(;iia‘,‘:e‘il —0.62(—0.74  —058(—0.72  —048(—0.64 0.74 (0.63 to 0.77 (0.69 to —0.12 (—0.38 0.41 (0.17 to
to —0.47) to —0.42) to —0.33) 0.82) 0.84) t0 0.16) 0.61)
women)
Short-term
BMI change —027(-048  —022(—044  —0.36(—0.54 045 (0.23 to 058 (0.36 to 0.01(—024to  0.08(—0.16 to
(within to —0.05) t0 0.01) to —0.12) 0.63) 0.75) 0.25) 0.28)
women)

VAS: Visual assessment score; PDA: percent dense area; PDV: percent dense volume; FA: fat area; FV: fat volume; DA: dense area; DV: dense
volume; sqrt: square root transformed; cbrt: cube root transformed; BMI: body mass index; 95%CI: 95% confidence interval. Area-based
measures from Cumulus; volumetric measures from Manchester Stepwedge. Within women correlations represent trends over the entire

2 year period.
5]
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Figure 1. Tadpole plots showing body mass index (BMI) and density measures across the 2 year follow-up. Each tadpole
represents a woman: the tadpole head shows BMI and density (if density is available) at her last follow-up and the points on
the tail show BMI and density (if density is available) at her earlier follow-ups. (a) Dense volume; (b) Fat volume; (c) Dense
area; (d) Fat area.
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The between and within women associations for density and BMI measures were
similar when estimated jointly in an age-adjusted linear mixed model (Table 3). In a
sensitivity analysis, the same model was fit using weight instead of BMI, but it had a worse
model fit for almost all density measures (Table S5).

Table 3. Multivariable linear mixed model fit results for mammographic density on body mass index (between and within
women), adjusted for age (Al).

. o Age (95%CI) BMI (95%CI) [between] BMI (95%CI) [within]
Density Outcome Intercept (95%CI) (Pegr 10 Years) (Per 5 kg/m?) (Per 5 kg/m?)
VAS (sqrt%) 3.75(1.88 to 5.61) —0.19 (—0.56 to 0.19) —0.51 (—0.68 to —0.35) —0.27 (—0.44 to —0.10)
PDA (sqrt%) 2.87 (0.57 to 5.17) —0.05 (—0.53 to 0.43) —0.46 (—0.63 to —0.30) —0.32 (—0.59 to —0.05)
PDV (cbrt%) 1.73 (—1.07 to 4.53) 0.12 (—0.48 t0 0.71) —0.39 (—0.57 to —0.21) —0.85 (—1.32 to —0.39)
FA (sqrt) —3.63 (—5.25 to —2.02) 0.04 (—0.28 to 0.36) 0.60 (0.46 to 0.74) 0.43 (0.27 to 0.58)
FV (cbrt) —346 (—527to —1.64)  —0.04 (—0.42 to 0.34) 0.63 (0.50 to 0.76) 0.79 (0.56 to 1.03)
DA (sqrt) 0.57 (—2.13 t0 3.27) —0.03 (—0.59 to 0.53) —0.08 (—0.28 to 0.11) 0.01 (—0.30 to 0.33)
DV (cbrt) —2.39 (—5.11 t0 0.33) 0.09 (—0.48 to 0.66) 0.35(0.16 to 0.53) 0.16 (—0.24 to 0.55)

VAS: Visual assessment score; PDA: percent dense area; PDV: percent dense volume; FA: fat area; FV: fat volume; DA: dense area; DV: dense
volume; sqrt: square root transformed; cbrt: cube root transformed; BMI: body mass index; 95%CI: 95% confidence interval. Area-based
measures from Cumulus; volumetric measures from Manchester Stepwedge. Between women BMI calculated as the mean BMI for
each woman; within women BMI calculated as the difference between each woman’s BMI and her mean BMI. Density measures are
standardised (see Appendix B). One woman with missing BMI at age 20 years excluded. Within women effects represent trends over the
entire 2 year period.

When a term for BMI gain since age 20 years was added to the linear mixed model,
the model fit improved for PDA, PDV, FV, and DA (all ALR-x? p < 0.05) (Table 4). After
including BMI gain since age 20 years, between women associations for BMI became more
strongly inversely associated with percent density (approximately —0.5 to —0.8), more
strongly positively associated with breast fat (approximately 0.6 to 0.8), more strongly
inversely associated with DA (0.1 to —0.5), and less strongly positively associated with
DV (0.4 to 0.2). Within women effects of BMI on density were almost unchanged when
including BMI gain since age 20 years. BMI gain from age 20 years (adjusted for attained
BMI) was positively associated with DA, PDA, and PDV (5 kg/m? increase in BMI gain
since age 20 years was associated with 0.61 (95%CI 0.12 to 1.09), 0.61 (95%CI 0.21 to 1.02),
and 0.47 (95%CI 0.05 to 0.88) standard deviation increase in breast density (3), respectively),
and inversely associated with FV ( = —0.31, 95%CI —0.62 to 0.00), but less association was
seen with DV (§ = 0.15, 95%CI —0.29 to 0.59) and FA (B = —0.32, 95%CI —0.67 to 0.03).

Finally, in tests of association between breast and bone density, there was some
indication of a positive between women correlation for bone density and FV (r = 0.26,
95%ClI, 0.00 to 0.50), DV (r = 0.33, 95%CI, 0.09 to 0.54), and TV (r = 0.31, 95%CI, 0.06 to 0.54)
(Table S1), but we found little correlation within women (Table S2).
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Table 4. Multivariable linear mixed model fit results for mammographic density on body mass index (between and within women) and body mass index gain since 20 years of age,

adjusted for age (A2).

Density Outcome

Intercept (95%CI)

Age (95%CI) (Per 10
Years)

BMI (95%CI) (between)
(Per 5kg/m?)

BMI (95%ClI) (within)
(Per 5kg/m?)

BMI Gain Since 20 Years
of Age (95%CI) (Per
5kg/m?)

ALR-x? p-Value
(Al vs. A2)

VAS (sqrt%)

PDA (sqrt%)

PDV (cbrt%)
FA (sqrt)
FV (cbrt)
DA (sqrt)
DV (cbrt)

5.47 (3.34 to 7.60)
4.90 (2.34 to 7.46)
3.35 (0.30 to 6.40)
—4.59 (—6.49 to —2.69)
—4.42 (—6.44 to —2.40)
2.58 (—0.48 to 5.64)
—1.90 (—4.96 to 1.15)

—0.25 (—0.61 to 0.12)
—0.16 (—0.63 to 0.31)
0.01 (—0.57 to 0.60)
0.08 (—0.24 to 0.40)
0.01 (—0.37 to 0.38)
—0.14 (—0.70 to 0.41)
0.06 (—0.51 to 0.64)

—0.92 (~1.23 to —0.62)
—0.89 (—1.22 to —0.57)
—0.71 (~1.05 to —0.38)
0.82 (0.54 to 1.10)
0.84 (0.59 to 1.09)
—0.51 (—0.90 to —0.12)
0.24 (—0.12 to 0.60)

—0.27 (—0.45 to —0.10)
—0.32 (—0.59 to —0.06)
—0.85 (—1.32 to —0.39)
0.43 (0.28 to 0.59)
0.79 (0.56 to 1.03)
0.01 (—0.31 to 0.32)
0.16 (—0.24 to 0.55)

0.59 (0.20 to 0.97)
0.61 (0.21 to 1.02)
0.47 (0.05 to 0.88)
—0.32 (—0.67 to 0.03)
—0.31 (—0.62 to 0.00)
0.61 (0.12 to 1.09)
0.15 (—0.29 to 0.59)

0.0031
0.0033
0.0267
0.0704
0.0476
0.0145
0.4967

VAS: Visual assessment score; PDA: percent dense area; PDV: percent dense volume; FA: fat area; FV: fat volume; DA: dense area; DV: dense volume; sqrt: square root transformed; cbrt: cube root transformed;
BMLI: body mass index; 95%CI: 95% confidence interval. Area-based measures from Cumulus; volumetric measures from Manchester Stepwedge. Between women BMI calculated as the mean BMI for each
woman; within women BMI calculated as the difference between each woman’s BMI and her mean BMI; BMI gain from age 20 years calculated as the difference between each woman’s BMI at baseline and her
BMI at age 20 years. Density measures are standardised (see Appendix B). One woman with missing BMI at age 20 years excluded. ALR-x? represents the difference in likelihood ratio for A1 versus A2. Within

women effects represent trends over the entire 2 year period. All variables adjusted for each other in the multivariable model, therefore BMI gain since 20 years of age is adjusted for current BMI through the
variable for between women BMI.
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4. Discussion

The data in this study provide some support for the two main findings. First, it is
possible that the higher a premenopausal woman’s BMI, the higher her breast fat and dense
tissue (in particular, dense volume), and the lower her percent density. Second, the data
suggested that as a premenopausal woman loses weight, her breast fat reduces, dense tissue
remains relatively unchanged, and percent dense tissue increases. Effective weight loss
during premenopausal years has been associated with a reduced risk of postmenopausal
breast cancer [16-18], but our study data suggest that risk reduction is unlikely to be
mediated by a short-term reduction in dense breast tissue. This is likely to mean that
incorporation of change in percent breast density into risk algorithms will not capture
potential weight loss-induced breast cancer risk reduction and may falsely ascribe an
increased risk due to increased percent density. Therefore, risk prediction models need to
consider how best to incorporate changes in weight and mammographic density when
predicting breast cancer risk.

The between women associations of attained premenopausal BMI and breast density
observed in this study were consistent with previous studies. High BMI is associated
with high dense volume [33-35], but the correlation between BMI and dense area is less
strong, and often close to zero [36-39]. These differences are likely to be a result of
volumetric measures representing breast tissue more accurately than area-based methods
by accounting for breast thickness and overlapping tissue. Additionally, since the breast is a
deposit for adipose tissue, high attained BMI is strongly associated with high levels of breast
fat area [36-39] and breast fat volume [33,34], which in turn leads to an inverse association
between BMI and both percent dense area [36—41] and percent dense volume [33-35,42,43].

There have been very few studies to assess the effect of dietary weight loss on breast
density in premenopausal women. Boyd et al. reported reductions in total and dense
area alongside modest weight change within an intervention trial of women on a 2-year
low-fat, high-carbohydrate diet [44]. In particular, a 5.4% decrease in dense area was
seen in premenopausal women in the low-fat diet group with a 0.1kg/m? BMI reduction
(n = 249) compared with a 2.5% decrease in the control group with a 0.3kg/m? BMI gain
(n = 264). These reductions may be associated with the large reductions in dietary fat (55
to 35 g/day) and saturated fat (19 to 12 g/day) rather than weight loss in this study. This
was considerably higher than those advised and achieved in the current reported study
(total fat reduced from 77 to 60 g/day and saturated fat reduced from 28 to 21 g/day).
Other trials have also assessed the effect of lifestyle interventions for weight loss on breast
density, although in postmenopausal women only. In the ALPHA trial, postmenopausal
women on a 1-year aerobic exercise intervention lost on average 39 cm® more breast fat
than the controls, but there was little difference in the change in dense tissue between
the two groups [45]. Furthermore, the DAMA trial reported a reduction in volumetric
percent density of approximately 14% for postmenopausal women following a 2-year diet
or exercise intervention when compared with the controls [46]. Large weight loss with
bariatric surgery is also associated with large reductions in breast fat alongside relatively
smaller reductions in dense tissue, and an increase in percent density [47-49].

As an exploratory analysis, we also found an association between increased BMI
gain since 20 years of age and higher dense tissue and percent density. It is possible
that this is a pathway for the increased risk of postmenopausal breast cancer seen with
adult weight gain [7,15,50-52]. However, this association is likely to reflect the inverse
association seen in previous studies between adolescent body adiposity and dense tissue
in later life [38,40,53-55], since, given the adjustment for current BMI, women with greater
gain in BMI will have had lower BMI at 20 years of age. This interesting observation
requires further investigation in larger datasets of women. Additionally, exploratory
analysis of bone density found little association with breast density, which is in agreement
with previous studies [56].

Strengths of this study include the various measures of breast density including
Cumulus and the Stepwedge method, which allowed for the assessment of dense and fatty
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tissue separately as well as various measures of body weight to assess adiposity. The study
also assessed breast density as an area-based measure and volumetrically; both of which
have similar abilities for breast cancer risk prediction [57]. Additionally, all women were
encouraged to lose weight, which produced data with large within women variation in
BM], in turn increasing the potential to see an effect of changing BMI on mammographic
density. Furthermore, the Lifestyle Study provided a data source to assess premenopausal
weight loss and density associations; something that is not possible in studies involving
routine screening data. This also provided a greater ability to capture the effects of weight
loss on density because this cohort of premenopausal women were likely to have had
higher dense tissue at baseline (with greater ability to decrease) than screening populations
involving postmenopausal women [58]. Finally, the use of repeated measures over a 2-year
period allowed us to assess the association between BMI and breast density longitudinally,
whilst making use of all available data simultaneously.

Limitations of the study include the small sample size, which limits statistical power.
This is particularly relevant for volumetric measures, which had a moderate amount of
missing data at the baseline. In addition, the study design was not powered for the analysis
of mammographic density, which was a secondary analysis (the study was powered for
salivary oestradiol). This was a relatively small study, and ideally, a larger study with
sufficient power would be run to verify our evidence. Another limitation is the analysis of
BMI gain since 20 years of age relies on self-reported information on weight at age 20 years.
This may be less accurate than the measured values. However, validation studies show that
self-reported BMI is highly correlated with independently measured BMI, and the mean
difference between self-reported and measured weight is minimal [59,60]. Finally, breast
thickness is likely to have changed whilst women lost weight during the intervention.
Volumetric measures are influenced by breast thickness [61], hence there might have been
larger variation in the serial compared with stable volumetric measurements, resulting in
reduced ability to capture the within women effects of BMI on dense tissue volumetrically.

5. Conclusions

This study suggests that premenopausal weight loss reduces breast fat but that it
does not reduce dense tissue. Short-term premenopausal weight loss is likely to be linked
to lower postmenopausal breast cancer risk through reductions in adipose tissue, not
fibroglandular tissue. This means that a potential breast cancer risk reduction as a result of
weight loss might not be captured by changes in breast density, and the resulting increase
in percent density may falsely ascribe an increase in risk. However, the study was limited
by the small sample size, and more studies are required to provide evidence to confirm
these results.
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measures; Table S3: Complete results for repeated measures between women correlations for different
body composition measures; Table S4: Complete results for repeated measures between women
correlations for different mammographic density measures; Table S5: Multivariable linear mixed
model fit results for A1 using either body mass index or weight; Table S6: Repeated measures between
women and within women correlations for mammographic density and body mass index, stratified
by intervention group; Figure S1: Flow chart of women included in the analysis and availability of
mammographic density data.
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Abbreviations

DA dense area

PDA  percent dense area

FA fat area

TA total area

DV dense volume

PDV  percent dense volume
FV fat volume

TV total volume

BMI  body mass index

VAS  visual assessment score

Appendix A

Linear mixed model for mammographic density on body mass index and age. A
linear mixed model was used to model density and body mass index (BMI) associations
in Table 3. This model allows for repeated measures and uses all of the available data
(missing pairs of density and BMI are excluded). Breast density y;; for womani=1,... ,n
at time j = {1,2,3} is modelled as:

yij = a+ page;; + yX; + 5(Xij — %) +ui+ eij; (A1)

where a is an overall intercept; age;; is the age at baseline for woman i at time j; § is the
slope for age; X;, is mean BMI for woman i; 1y is the between women slope; x;; is the BMI
of woman i at time j; J is the within women slope; and ¢;; is an independent random
error. Another term that allows for differences between women in their overall density
level is the independent random intercept u; for woman i. The model is completed by
assuming normal distributions for u; and e;; with zero mean, unknown variances, and
zero covariance. The model was fitted by maximum likelihood. To aid interpretation of
the estimates across different measures of density, the density values were standardised
(see Appendix B). To test v = 0 (between women correlation) and J = 0 (within women
correlation), a Wald test was applied.
The model was extended to consider BMI gain from age 20 years in Table 4:

Yij = &+ age;; + % + 0 (xij — Xi.) +u; + ez + ey (A2)
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where z; is the BMI gain since age 20 years for woman i: calculated as the difference
between baseline BMI for woman i and BMI at age 20 years for woman 7, and ¢ is the slope
for BMI gain since age 20 years. To test ¢ = 0, a Wald test was applied.

Appendix B
Standardisation of each mammographic density measure:
n
F — Ly %i
n

where ¥; is the mean density for womani=1,...,n; dij is the density measure for woman
i=1,...,n at time point j = {1,2,3}; and Zjj is the standardised density measure for
woman i at time point j.

References

1. McCormack, V.A.; dos Santos Silva, I. Breast density and parenchymal patterns as markers of breast cancer risk: A meta-analysis.
Cancer Epidemiol. Biomark. Prev. 2006, 15, 1159-1169. [CrossRef] [PubMed]

2. Boyd, N.E; Byng, ].W.; Jong, R.A.; Fishell, E.K; Little, L.E.; Miller, A.B.; Lockwood, G.A.; Tritchler, D.L.; Yaffe, M.]. Quantitative
Classification of Mammographic Densities and Breast Cancer Risk: Results from the Canadian National Breast Screening Study. J.
Natl. Cancer Inst. 1995, 87, 670-675. [CrossRef]

3. Byrne, C.; Schairer, C.; Wolfe, ].; Parekh, N.; Salane, M.; Brinton, L.A.; Hoover, R.; Haile, R. Mammographic Features and Breast
Cancer Risk: Effects with Time, Age, and Menopause Status. J. Natl. Cancer Inst. 1995, 87, 1622-1629. [CrossRef] [PubMed]

4. Pettersson, A.; Hankinson, S.E.; Willett, W.C.; Lagiou, P; Trichopoulos, D.; Tamimi, R.M. Nondense mammographic area and risk
of breast cancer. Breast Cancer Res. 2011, 13, R100. [CrossRef]

5. Eng, A.; Gallant, Z.; Shepherd, J.; McCormack, V.; Li, J.; Dowsett, M.; Vinnicombe, S.; Allen, S.; Dos-Santos-Silva, I. Digital
mammographic density and breast cancer risk: A case-control study of six alternative density assessment methods. Breast Cancer
Res. 2014, 16, 439. [CrossRef] [PubMed]

6.  Brentnall, A.R.; Cohn, W.E; Knaus, W.A ; Yaffe, M.].; Cuzick, J.; Harvey, ].A. A Case-Control Study to Add Volumetric or Clinical
Mammographic Density into the Tyrer-Cuzick Breast Cancer Risk Model. J. Breast Imaging 2019, 1, 99-106. [CrossRef]

7. Kyrgiou, M,; Kalliala, I.; Markozannes, G.; Gunter, M.].; Paraskevaidis, E.; Gabra, H.; Martin-Hirsch, P; Tsilidis, K.K. Adiposity
and cancer at major anatomical sites: Umbrella review of the literature. BMJ 2017, 356, j477. [CrossRef] [PubMed]

8.  Renehan, A.G,; Tyson, M.; Egger, M.; Heller, R.E.,; Zwahlen, M. Body-mass index and incidence of cancer: A systematic review
and meta-analysis of prospective observational studies. Lancet 2008, 371, 569-578. [CrossRef]

9. Reeves, G.K,; Pirie, K.; Beral, V.; Green, J.; Spencer, E.; Bull, D. Cancer incidence and mortality in relation to body mass index in
the Million Women Study: Cohort study. BMJ 2007, 335, 1134. [CrossRef]

10.  Van Kruijsdijk, R.C.M.; Van Der Wall, E.; Visseren, F. Obesity and Cancer: The Role of Dysfunctional Adipose Tissue. Cancer
Epidemiol. Biomark. Prev. 2009, 18, 2569-2578. [CrossRef]

11. Travis, R.C.; Key, T.J. Oestrogen exposure and breast cancer risk. Breast Cancer Res. 2003, 5, 239-247. [CrossRef] [PubMed]

12. Kim, B.-K,; Chang, Y,; Ahn, J.; Jung, H.-S.; Kim, C.-W.; Yun, K.E.; Kwon, M.-].; Suh, B.-S.; Chung, E.C.; Shin, H.; et al. Metabolic
syndrome, insulin resistance, and mammographic density in pre- and postmenopausal women. Breast Cancer Res. Treat. 2015, 153,
425-434. [CrossRef]

13.  Schoemaker, M.J.; Nichols, H.B.; Wright, L.B.; Brook, M.N.; Jones, M.E.; O’Brien, K.M.; Adami, H.O.; Baglietto, L.; Bernstein, L.;
Bertrand, K.A; et al. Association of Body Mass Index and Age with Subsequent Breast Cancer Risk in Premenopausal Women.
JAMA Oncol. 2018, 4, €181771. [CrossRef] [PubMed]

14. Amadou, A.; Ferrari, P; Muwonge, R.; Moskal, A.; Biessy, C.; Romieu, I.; Hainaut, P. Overweight, obesity and risk of pre-
menopausal breast cancer according to ethnicity: A systematic review and dose-response meta-analysis. Obes. Rev. 2013, 14,
665-678. [CrossRef] [PubMed]

15. Keum, N.; Greenwood, D.C.; Lee, D.H.; Kim, R.; Aune, D.; Ju, W,; Hu, E.B.; Giovannucci, E.L. Adult weight gain and adiposity-
related cancers: A dose-response meta-analysis of prospective observational studies. J. Natl. Cancer Inst. 2015, 107, djv088.
[CrossRef]

16. Hardefeldt, PJ.; Penninkilampi, R.; Edirimanne, S.; Eslick, G.D. Physical Activity and Weight Loss Reduce the Risk of Breast

Cancer: A Meta-analysis of 139 Prospective and Retrospective Studies. Clin. Breast Cancer 2018, 18, e601-e612. [CrossRef]
[PubMed]


http://doi.org/10.1158/1055-9965.EPI-06-0034
http://www.ncbi.nlm.nih.gov/pubmed/16775176
http://doi.org/10.1093/jnci/87.9.670
http://doi.org/10.1093/jnci/87.21.1622
http://www.ncbi.nlm.nih.gov/pubmed/7563205
http://doi.org/10.1186/bcr3041
http://doi.org/10.1186/s13058-014-0439-1
http://www.ncbi.nlm.nih.gov/pubmed/25239205
http://doi.org/10.1093/jbi/wbz006
http://doi.org/10.1136/bmj.j477
http://www.ncbi.nlm.nih.gov/pubmed/28246088
http://doi.org/10.1016/S0140-6736(08)60269-X
http://doi.org/10.1136/bmj.39367.495995.AE
http://doi.org/10.1158/1055-9965.EPI-09-0372
http://doi.org/10.1186/bcr628
http://www.ncbi.nlm.nih.gov/pubmed/12927032
http://doi.org/10.1007/s10549-015-3544-7
http://doi.org/10.1001/jamaoncol.2018.1771
http://www.ncbi.nlm.nih.gov/pubmed/29931120
http://doi.org/10.1111/obr.12028
http://www.ncbi.nlm.nih.gov/pubmed/23615120
http://doi.org/10.1093/jnci/djv088
http://doi.org/10.1016/j.clbc.2017.10.010
http://www.ncbi.nlm.nih.gov/pubmed/29223719

Cancers 2021, 13, 3245 14 of 15

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Harvie, M.; Howell, A.; Vierkant, R.A.; Kumar, N.; Cerhan, J.R.; Kelemen, L.E.; Folsom, A.R.; Sellers, T.A. Association of Gain and
Loss of Weight before and after Menopause with risk of postmenopausal breast cancer in the lowa Women’s Health Study. Cancer
Epidemiol. Biomark. Prev. 2005, 14, 656-661. [CrossRef] [PubMed]

Trentham-Dietz, A.; Newcomb, P.A.; Egan, K.M,; Titus-Ernstoff, L.; Baron, J.A.; Storer, B.E.; Stampfer, M.; Willett, W.C. Weight
change and risk of postmenopausal breast cancer (United States). Cancer Causes Control 2000, 11, 533-542. [CrossRef]

Winder, A.A.; Kularatna, M.; MacCormick, A.D. Does Bariatric Surgery Affect the Incidence of Breast Cancer Development? A
Systematic Review. Obes. Surg. 2017, 27, 3014-3020. [CrossRef]

Harvie, M.; Cohen, H.; Mason, C.; Mercer, T.; Malik, R.; Adams, J.; Evans, D.G.R.; Hopwood, P.; Cuzick, ].; Howell, A. Adherence
to a Diet and Exercise Weight Loss Intervention amongst Women at Increased Risk of Breast Cancer. Open Obes. J. 2010, 2, 71-80.
Graffy, H.; Harvie, M.; Warren, R.; Boggis, C.; Astley, S.; Evans, G.; Adams, J.; Howell, A. Abstract P4-13-09: The effect of weight
change on breast adipose and dense tissue. Poster Sess. Abstr. 2012, 72, P4-13-09. [CrossRef]

Patel, H.G.; Astley, S.M.; Hufton, A.P,; Harvie, M.; Hagan, K.; Marchant, T.E.; Hillier, V.; Howell, A.; Warren, R.; Boggis, C.R. M.
Automated breast tissue measurement of women at increased risk of breast cancer. In Digital Mammography; IWDM, 2006;
Lecture Notes in Computer, Science; Astley, S.M., Brady, M., Rose, C., Zwiggelaar, R., Eds.; Springer: Heidelberg, Germany, 2006;
Volume 4046.

Harvie, M.; Mercer, T.; Humphries, G.; Hopwood, P.; Adams, ].; Evans, G.; Sumner, H.; Astley, S.; Hayes, L.; Cooley, J.; et al. The
effects of weight loss and exercise on biomarkers of breast cancer risk—Rationale and study design. Recent Res. Dev. Nutr. 2002, 5,
91-110.

Tyrer, J.; Duffy, S.W.; Cuzick, J. A breast cancer prediction model incorporating familial and personal risk factors. Stat. Med. 2004,
23,1111-1130. [CrossRef]

IBIS Breast Cancer Risk Evaluation Tool. Available online: http:/ /www.ems-trials.org/riskevaluator/ (accessed on 22 December
2020).

Byng, J.W.; Boyd, N.E; Fishell, E.; Jong, R.A.; Yaffe, M.]. The quantitative analysis of mammographic densities. Phys. Med. Biol.
1994, 39, 1629-1638. [CrossRef] [PubMed]

Diffey, ].; Hufton, A.; Astley, S. A new step-wedge for the volumetric measurement of mammographic density. In Digital
Mammography; INDM, 2006; Lecture Notes in Computer, Science; Astley, S.M., Brady, M., Rose, C., Zwiggelaar, R., Eds.; Springer:
Heidelberg, Germany, 2006; Volume 4046, pp. 1-9.

Stevens, J.; Truesdale, K.P.; McClain, J.E.; Cai, ]. The definition of weight maintenance. Int. J. Obes. 2005, 30, 391-399. [CrossRef]
Bland, ].M.; Altman, D.G. Statistics notes: Calculating correlation coefficients with repeated observations: Part 1—correlation
within subjects. BMJ 1995, 310, 446. [CrossRef]

Bland, ].M.; Altman, D.G. Statistics notes: Calculating correlation coefficients with repeated observations: Part 2—correlation
between subjects. BM]J 1995, 310, 633. [CrossRef]

Crowder, M.].; Hand, D.J. Analysis of Repeated Measures, 1st ed.; Monographs on Statistics and Applied Probability; Chapman &
Hall: London, UK, 1990.

R Core Team. R: A Language and Environment for Statistical Computing; R Foundation for Statistical Computing: Vienna, Austria,
2015. Available online: https://www.r-project.org (accessed on 28 July 2019).

Hart, V.; Reeves, K.W.; Sturgeon, S.R.; Reich, N.G.; Sievert, L.L.; Kerlikowske, K.; Ma, L.; Shepherd, J.; Tice, J., Mahmoudzadeh,
A.P; et al. The Effect of Change in Body Mass Index on Volumetric Measures of Mammographic Density. Cancer Epidemiol.
Biomark. Prev. 2015, 24, 1724-1730. [CrossRef]

Alimujiang, A.; Appleton, C.; Colditz, G.A.; Toriola, A.T. Adiposity during early adulthood, changes in adiposity during
adulthood, attained adiposity, and mammographic density among premenopausal women. Breast Cancer Res. Treat. 2017, 166,
197-206. [CrossRef]

Pereira, A.; Garmendia, M.L.; Uauy, R.; Neira, P.; Lopez-Arana, S.; Malkov, S.; Shepherd, J. Determinants of volumetric breast
density in Chilean premenopausal women. Breast Cancer Res. Treat. 2017, 162, 343-352. [CrossRef] [PubMed]

Sung, J.; Song, Y.-M.; Stone, ].; Lee, K.; Kim, S.-Y. Association of Body Size Measurements and Mammographic Density in Korean
Women: The Healthy Twin Study. Cancer Epidemiol. Biomark. Prev. 2010, 19, 1523-1531. [CrossRef] [PubMed]

Boyd, N.; Lockwood, G.; Byng, J.; Little, L.; Yaffe, M.; Tritchler, D. The relationship of anthropometric measures to radiological
features of the breast in premenopausal women. Br. ]. Cancer 1998, 78, 1233-1238. [CrossRef]

Harris, H.R.; Tamimi, R.M.; Willett, W.C.; Hankinson, S.E.; Michels, K.B. Body Size Across the Life Course, Mammographic
Density, and Risk of Breast Cancer. Am. |. Epidemiol. 2011, 174, 909-918. [CrossRef] [PubMed]

Tseng, M.; Byrne, C. Adiposity, adult weight gain and mammographic breast density in US Chinese women. Int. ]. Cancer 2011,
128, 418-425. [CrossRef] [PubMed]

Pollan, M.; Spain, D.; Lopez-Abente, G.; Miranda-Garcia, J.; Garcia, M.; Casanova, F; Sanchez-Contador, C.; Santamarifia, C.;
Moreo, P,; Vidal, C.; et al. Adult weight gain, fat distribution and mammographic density in Spanish pre- and post-menopausal
women (DDM-Spain). Breast Cancer Res. Treat. 2012, 134, 823-838. [CrossRef]

Samimi, G.; Colditz, G.A.; Baer, H.J.; Tamimi, R.M. Measures of energy balance and mammographic density in the Nurses” Health
Study. Breast Cancer Res. Treat. 2008, 109, 113-122. [CrossRef]


http://doi.org/10.1158/1055-9965.EPI-04-0001
http://www.ncbi.nlm.nih.gov/pubmed/15767346
http://doi.org/10.1023/A:1008961931534
http://doi.org/10.1007/s11695-017-2901-5
http://doi.org/10.1158/0008-5472.sabcs12-p4-13-09
http://doi.org/10.1002/sim.1668
http://www.ems-trials.org/riskevaluator/
http://doi.org/10.1088/0031-9155/39/10/008
http://www.ncbi.nlm.nih.gov/pubmed/15551535
http://doi.org/10.1038/sj.ijo.0803175
http://doi.org/10.1136/bmj.310.6977.446
http://doi.org/10.1136/bmj.310.6980.633
https://www.r-project.org
http://doi.org/10.1158/1055-9965.EPI-15-0330
http://doi.org/10.1007/s10549-017-4384-4
http://doi.org/10.1007/s10549-017-4126-7
http://www.ncbi.nlm.nih.gov/pubmed/28132392
http://doi.org/10.1158/1055-9965.EPI-09-1005
http://www.ncbi.nlm.nih.gov/pubmed/20501766
http://doi.org/10.1038/bjc.1998.660
http://doi.org/10.1093/aje/kwr225
http://www.ncbi.nlm.nih.gov/pubmed/21911827
http://doi.org/10.1002/ijc.25338
http://www.ncbi.nlm.nih.gov/pubmed/20309943
http://doi.org/10.1007/s10549-012-2108-3
http://doi.org/10.1007/s10549-007-9631-7

Cancers 2021, 13, 3245 15 of 15

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

Dorgan, ].E; Klifa, C.; Shepherd, J.A.; Egleston, B.L.; Kwiterovich, P.O.; Himes, ].H.; Gabriel, K.P; Van Horn, L.; Snetselaar, L.G.;
Stevens, V.J.; et al. Height, adiposity and body fat distribution and breast density in young women. Breast Cancer Res. 2012, 14,
R107. [CrossRef] [PubMed]

Jeffreys, M.; Warren, R.; Highnam, R.; Smith, G.D. Breast cancer risk factors and a novel measure of volumetric breast density:
Cross-sectional study. Br. J. Cancer 2007, 98, 210-216. [CrossRef] [PubMed]

Boyd, N.E; Greenberg, C.; Lockwood, G; Little, L.; Martin, L.; Tritchler, D.; Byng, J.; Yaffe, M. Effects at Two Years of a Low-Fat,
High-Carbohydrate Diet on Radiologic Features of the Breast: Results from a Randomized Trial. J. Natl. Cancer Inst. 1997, 89,
488-496. [CrossRef]

Woolcott, C.G.; Courneya, K.S.; Boyd, N.E; Yaffe, M.].; Terry, T.; McTiernan, A.; Brant, R.; Ballard-Barbash, R.; Irwin, M.L.; Jones,
C.A,; et al. Mammographic Density Change with 1 Year of Aerobic Exercise among Postmenopausal Women: A Randomized
Controlled Trial. Cancer Epidemiol. Biomark. Prev. 2010, 19, 1112-1121. [CrossRef]

Masala, G.; Assedi, M.; Sera, F.; Ermini, I.; Occhini, D.; Castaldo, M.; Pierpaoli, E.; Caini, S.; Bendinelli, B.; Ambrogetti, D.;
et al. Can Dietary and Physical Activity Modifications Reduce Breast Density in Postmenopausal Women? The DAMA Study, a
Randomized Intervention Trial in Italy. Cancer Epidemiol. Biomark. Prev. 2019, 28, 41-50. [CrossRef]

Hassinger, T.E.; Mehaffey, ].H.; Knisely, A.T.; Contrella, B.N.; Brenin, D.R.; Schroen, A.T.; Schirmer, B.D.; Hallowell, P.T.; Harvey,
J.A.; Showalter, S.L. The impact of bariatric surgery on qualitative and quantitative breast density. Breast J. 2019, 25, 1198-1205.
[CrossRef]

Williams, A.D.; So, A.; Synnestvedt, M.; Tewksbury, C.M.; Kontos, D.; Hsiehm, M.-K_; Pantalone, L.; Conant, E.E,; Schnall, M.;
Dumon, K.; et al. Mammographic breast density decreases after bariatric surgery. Breast Cancer Res. Treat. 2017, 165, 565-572.
[CrossRef] [PubMed]

Vohra, N.A.; Kachare, S.D.; Vos, P.; Schroeder, B.F,; Schuth, O.; Suttle, D.; Fitzgerald, T.L.; Wong, J.H.; Verbanac, KM. The
Short-Term Effect of Weight Loss Surgery on Volumetric Breast Density and Fibroglandular Volume. Obes. Surg. 2016, 27,
1013-1023. [CrossRef] [PubMed]

Magnusson, C.; Baron, J.; Persson, I.; Wolk, A.; Bergstrom, R.; Trichopoulos, D.; Adami, H.O. Body size in different periods of life
and breast cancer risk in post-menopausal women. Int. J. Cancer 1998, 76, 29-34. [CrossRef]

Eliassen, A.H.; Colditz, G.; Rosner, B.; Willett, W.C.; Hankinson, S.E. Adult Weight Change and Risk of Postmenopausal Breast
Cancer. JAMA 2006, 296, 193-201. [CrossRef]

Ahn, ].; Schatzkin, A.; Lacey, ].V.; Albanes, D.; Ballard-Barbash, R.; Adams, K.E; Kipnis, V.; Mouw, T.; Hollenbeck, A.R.; Leitzmann,
M.E. Adiposity, adult weight change, and postmenopausal breast cancer risk. Arch. Intern. Med. 2007, 167, 2091-2102. [CrossRef]
Bertrand, K.A.; Baer, H.].; Orav, E.J.; Klifa, C.; Shepherd, J.A.; Van Horn, L.; Snetselaar, L.; Stevens, V.]J.; Hylton, N.M.; Dorgan, J.F.
Body fatness during childhood and adolescence and breast density in young women: A prospective analysis. Breast Cancer Res.
2015, 17, 1-10. [CrossRef] [PubMed]

Hopper, ].L.; Nguyen, T.L.; Stone, J.; Aujard, K.; Matheson, M.C.; Abramson, M.J.; Burgess, J.A.; Walters, E.H.; Dite, G.S.; Bui, M.;
et al. Childhood body mass index and adult mammographic density measures that predict breast cancer risk. Breast Cancer Res.
Treat. 2016, 156, 163-170. [CrossRef]

Boyd, N.E; Martin, L.]J.; Sun, L.; Guo, H.; Chiarelli, A.; Hislop, G.; Yaffe, M.; Minkin, S. Body Size, Mammographic Density, and
Breast Cancer Risk. Cancer Epidemiol. Biomark. Prev. 2006, 15, 2086-2092. [CrossRef]

Lee, ] M.; Holley, S.; Appleton, C.; Toriola, A.T. Is There an Association Between Bone Mineral Density and Mammographic
Density? A Systematic Review. J. Women's Health 2017, 26, 389-395. [CrossRef]

Astley, S.M.; Harkness, E.F; Sergeant, ].C.; Warwick, J.; Stavrinos, P.; Warren, R.; Wilson, M.; Beetles, U.; Gadde, S.; Lim, Y.; et al.
A comparison of five methods of measuring mammographic density: A case-control study. Breast Cancer Res. 2018, 20, 1-13.
[CrossRef]

Burton, A.; Maskarinec, G.; Perez-Gomez, B.; Vachon, C.; Miao, H.; Lajous, M.; Lopez-Ridaura, R.; Rice, M.; Pereira, A.;
Garmendia, M.L.; et al. Mammographic density and ageing: A collaborative pooled analysis of cross-sectional data from 22
countries worldwide. PLoS Med. 2017, 14, e1002335. [CrossRef] [PubMed]

Renehan, A.G.; Pegington, M.; Harvie, M.N.; Sperrin, M.; Astley, S.M.; Brentnall, A.R.; Howell, A.; Cuzick, J.; Evans, D.G. Young
adulthood body mass index, adult weight gain and breast cancer risk: The PROCAS Study (United Kingdom). Br. . Cancer 2020,
122,1552-1561. [CrossRef] [PubMed]

Rimm, E.B.; Stampfer, M.J.; Colditz, G.A.; Chute, C.G.; Litin, L.B.; Willett, W.C. Validity of Self-Reported Waist and Hip
Circumferences in Men and Women. Epidemiology 1990, 1, 466—473. [CrossRef] [PubMed]

Diffey, J.; Hufton, A.; Beeston, C.; Smith, J.; Marchant, T.; Astley, S. Quantifying Breast Thickness for Density Measurement. In
Digital Mammography; INDM, 2008; Lecture Notes in Computer, Science; Krupinski, E.A., Ed.; Springer: Heidelberg, Germany,
2008; Volume 5116, pp. 651-658.


http://doi.org/10.1186/bcr3228
http://www.ncbi.nlm.nih.gov/pubmed/22800711
http://doi.org/10.1038/sj.bjc.6604122
http://www.ncbi.nlm.nih.gov/pubmed/18087286
http://doi.org/10.1093/jnci/89.7.488
http://doi.org/10.1158/1055-9965.EPI-09-0801
http://doi.org/10.1158/1055-9965.EPI-18-0468
http://doi.org/10.1111/tbj.13430
http://doi.org/10.1007/s10549-017-4361-y
http://www.ncbi.nlm.nih.gov/pubmed/28660430
http://doi.org/10.1007/s11695-016-2415-6
http://www.ncbi.nlm.nih.gov/pubmed/27783370
http://doi.org/10.1002/(SICI)1097-0215(19980330)76:1&lt;29::AID-IJC6&gt;3.0.CO;2-
http://doi.org/10.1001/jama.296.2.193
http://doi.org/10.1001/archinte.167.19.2091
http://doi.org/10.1186/s13058-015-0601-4
http://www.ncbi.nlm.nih.gov/pubmed/26174168
http://doi.org/10.1007/s10549-016-3719-x
http://doi.org/10.1158/1055-9965.EPI-06-0345
http://doi.org/10.1089/jwh.2016.5769
http://doi.org/10.1186/s13058-018-0932-z
http://doi.org/10.1371/journal.pmed.1002335
http://www.ncbi.nlm.nih.gov/pubmed/28666001
http://doi.org/10.1038/s41416-020-0807-9
http://www.ncbi.nlm.nih.gov/pubmed/32203222
http://doi.org/10.1097/00001648-199011000-00009
http://www.ncbi.nlm.nih.gov/pubmed/2090285

	Introduction 
	Materials and Methods 
	Study Design and Participants 
	Mammographic Density 
	Body Weight and Body Composition 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	
	
	References

