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Abstract
Background: Breast cancer prognosis can be adversely influenced by obesity, physical inactivity and metabolic
dysfunction. Interventions aimed at improving surrogate markers of breast cancer risk such as insulin resistance may
result in improved breast cancer outcomes. The design of such interventions may be improved through increased
understanding of metabolic presentation in this cohort. This cross-sectional study aimed to characterise the
metabolic profile of breast cancer survivors relative to abdominal obesity and insulin resistance. A secondary aim
was to compare measures of energy output across these groups.
Methods: Sixty-nine women (mean (SD) age 53.43 (9.39) years) who had completed adjuvant chemotherapy and
radiotherapy for breast cancer were recruited. All measures were completed during one assessment conducted
3.1 (1.0) years post diagnosis. Body composition was measured by bioimpedance analysis and waist circumference
(WC). Fasting (12 hour) blood samples were drawn to measure lipid profile, glucose, insulin, glycosylated
haemoglobin A1c (HBA1c) and C-reactive protein (CRP). Insulin resistance was estimated by the homeostatic model
assessment index (HOMA-IR)). Energy output was evaluated by resting metabolic rate (RMR) measured by indirect
calorimetry and physical activity measured by accelerometry. Characteristics were compared across four groups
(1. WC <80 cm, not insulin resistant; 2. WC 80–87.9 cm, not insulin resistant; 3. WC >88 cm, not insulin resistant;
4. WC >80 cm, insulin resistant) using ANOVA (p < 0.05).
Results: Group 4 was characterised by significant disturbances in measures of glucose metabolism (glucose, insulin,
HOMA-IR and HBA1c) and raised CRP compared to other groups. Group 4 also displayed evidence of dyslipidemia
and higher body composition values compared to Groups 1 and 2. Both absolute and adjusted RMR were
significantly higher in the Group 4 versus all other groups. Physical activity levels were similar for all groups.
Conclusions: The results from this study suggest that participants who were both centrally obese and insulin
resistant showed evidence of dyslipidemia, low-grade inflammation and glucose dysregulation. Metabolic profiles of
participants who were centrally obese only were not significantly different from lean participants. Consideration of
baseline metabolic presentation may be useful when considering the therapeutic targets for future interventions in
this cohort.
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Introduction
Metabolic dysfunction, including the metabolic syndrome
(MetSyn) and insulin resistance, is a long-term complication of curative treatment for many cancers including
breast [1], prostate [2] and testicular [2]. There is increasing evidence that metabolic disturbance, characterised by
insulin resistance [3,4], altered adipokines [3] and chronic
low-grade inflammation [5], is associated with increased
breast cancer and all-cause mortality and a higher risk of
breast cancer recurrence. Breast cancer survivors represent a unique group who endure several treatment associated alterations in lifestyle habits including weight gain [6]
and reduced physical activity levels [7], along with high
risk of ovarian failure in premenopausal women [8], leading to early onset menopause and consequential worsening metabolic profiles [9]. However, not all breast cancer
survivors are overweight and inactive and not all overweight and obese women are metabolically unhealthy [10].
The presentation of metabolic disturbance varies greatly
among obese individuals [11] and there is a need for
greater understanding of the characteristics of metabolic
dysfunction in breast cancer survivors in order to design
targeted weight-loss and exercise interventions.
The classification of metabolically unhealthy has not
been standardised due to the ever-evolving definition of
the MetSyn and the ongoing debate regarding the inclusion of a measure of insulin resistance in the syndrome
definition [12-14]. The current MetSyn definition includes central obesity, elevated fasting glucose, atherogenic dyslipidemia and hypertension [12]. Insulin
resistance is a central component of the MetSyn and is
arguably one of the most important features of metabolic dysfunction in relation to cancer due to the mitogenic effects of insulin on breast cancer cells [15] and
the substantial evidence linking hyperinsulinemia and insulin resistance to cancer prognosis [3]. Equally central
obesity, characterised by increased visceral fat accumulation, is considered a core component of the MetSyn and
is associated with the secretion of many pro-tumour
products including pro-inflammatory cytokines (interleukin (IL)-6 and tumor necrosis factor (TNF)-α),
adipokines and sex hormones [16]. There is a lack of
consensus regarding the cut-point for central obesity, as
measured by waist circumference (WC). Generally,
80 cm is the accepted cut-point for central obesity in
women while ≥88 cm is associated with substantially increased disease risk [12]. While most individuals with
the MetSyn are also insulin resistant [13], the relationship between insulin resistance and atherogenic
dyslipidemia and hypertension is unclear, particularly
due to the inclusion of drug therapies for lipid abnormalities and hypertension in the most recent MetSyn
definition. In breast cancer survivors, it may be useful to
examine metabolic dysfunction in terms of insulin
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resistance and visceral obesity as these measures may be
potentially more predictive of cancer-specific outcome.
Long-term obesity is essentially due to an imbalance
between energy intake and energy output. Resting metabolic rate (RMR) is the largest component of energy expenditure [17] and has been shown to be altered in the
presence of metabolic abnormalities [18]. Equally habitual physical activity, which represents up to 15% of total
energy expenditure, is a key factor in the development
and management of the MetSyn [14] and may positively
influence breast cancer prognosis [19]. The aim of the
current study was to characterise the metabolic profiles
of breast cancer relative to worsening central obesity
and insulin resistance. A secondary aim was to compare
energy output across these groups and to examine associations between energy expenditure and metabolic
parameters.

Methods
Study design and participants

The study was designed as a cross-sectional study. A
convenience sample of breast cancer survivors were
recruited from oncology clinics at St. James’s Hospital,
Dublin Ireland from May 2011 to June 2012. Participants
were eligible for the study if they had completed all adjuvant breast cancer treatment including at least one of
the following: chemotherapy, radiotherapy and anti Her-2
directed biological therapy. Those continuing to take
adjuvant hormonal therapy were eligible to participate.
Evidence of active or recurrent disease, co-morbidities including type II diabetes mellitus (T2DM) or age >70 years
were considered exclusion criteria. Ethical approval was
granted by the hospital research ethics committee and all
participants provided written, informed consent prior to
measurements.
Data collection

Body composition, including body weight, percentage
body fat and fat free mass (FFM), was estimated by
bioimpedance analysis using the Tanita MC 180 MA
Multi-Frequency Body Composition Analyzer (Tanita
Corp, Tokyo, Japan). Standing height was measured
barefoot to the nearest millimetre using a SECA
stadiometer. WC was measured using a flexible measuring tape, in duplicate, to the nearest millimetre, at the
midpoint between the top of the iliac crest and the last
rib [20]. Blood pressure measurements were taken on
the non-surgical side in duplicate using the auscultatory
method. Fasting (12 hour) venous blood samples were
drawn to measure glucose, insulin, lipid profile (total
cholesterol (TC), high-density lipoprotein cholesterol
(HDL-C), low-density lipoprotein cholesterol (LDL-C)
and triglycerides (TG)), (glycosylated haemoglobin A1c
(HBA1c)) and C–Reactive Protein (CRP). Insulin
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Resistance was calculated using the Homeostatic Model
Assessment Index (HOMA-IR): [(fasting glucose (mmol.L-1)
× fasting insulin (mU.L-1)/22.5] [21]. Insulin resistance was
defined as the 75th percentile of HOMA-IR of participants
studied (HOMA-IR = 2.45) [22]. The MetSyn was diagnosed in the presence of any three of the following:
elevated WC (≥80 cm); elevated TG (≥1.7 mmol.L-1) or
drug therapy for lipid abnormalities; reduced HDL-C
(<1.3 mmol.L-1) or drug therapy for lipid abnormalities;
elevated blood pressure (systolic ≥130 mmHg and/or
diastolic ≥85 mmHg) or antihypertensive medication;
elevated fasting glucose (≥5.6 mmol.L-1) or glucoselowering medication [12].
Insulin was measured by electrochemiluminescence
immunoassay (Elecsys Insulin Assay, Roche Dianostics
GMBH). Enzymatic, colorimetric assays (Roche/Hitachi
cobas c systems) were used to measure fasting glucose,
TC, HDL-C and TG. LDL was calculated using the
Friedewald equation. High performance liquid chromatography (Arkray/Adams A1c HA-8160 Analyser System)
was used to measure HBA1c and CRP was measured by
particle enhanced immunoturbidimetric assay (Roche/
Hitachi cobas c systems). Laboratory analyses were carried out at the national biochemistry reference laboratory at St. James’s Hospital, Dublin.
Energy output was measured by RMR and habitual
physical activity. RMR and respiratory quotient (RQ)
were measured by indirect calorimetry using the
COSMED Metabolic Quart according to the guidelines
of Compher and colleagues [23]. Measurements were
completed with the participant in the supine position
following a 10–20 minute rest period. Respiratory gas
exchange was measured continuously for 20 minutes,
excluding the first five minutes of data, using a canopy
collection device. Data was obtained from at least 5
minutes of a stable measurement (coefficient of variation
<10% (variation in oxygen consumption (VO2) ≤10%;
variation in carbon dioxide production (VCO2) ≤10%).
RMR was expressed in absolute values (kJ.day-1) and as
RMR adjusted for FFM (kJ.day-1.kg-1) [24]. Physical
activity was measured objectively using the RT3 activity
monitor (Stayhealthy Inc Montrovia, CA, USA). The
RT3 is a valid [25], reliable [26] tool and was used to
quantify percentage time spent in each domain of activity
and to monitor adherence to physical activity guidelines
(≥30 minutes of moderate intensity activity, accumulated
in ≥10 minute bouts, five days per week [27]). Activity
intensity was defined using validated cut-points [25] and
sedentary behaviour was defined as an activity count ≤100
[28]. Habitual activity patterns in the preceding year
were measured subjectively using the Minnesota Leisure
Time Physical Activity Questionnaire (MLTPAQ). The
MLTPAQ is a valid [29] interview-administered questionnaire designed to measure the frequency of leisure-
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time and recreational activities in the preceding year
and combines this information with intensity scores to
measure physical activity in terms of activity metabolic
index (AMI) and expressed as metabolic equivalent
(MET)-minutes per day (MET-min.day-1).
Data was analysed using SPSS version 18.0 software
(SPSS, Inc, Evanstron, IL). Distributions were checked
for normality using the K-S test and log-transformations
were applied to non-normally distributed data. Data are
presented as mean ± standard deviation. Participants
were classed into four subgroups: Group 1: healthy WC
(<80 cm) and not insulin resistant; Group 2: elevated WC
(WC 80–87.9 cm) and were not insulin resistant; Group 3:
substantially increased waist circumference (WC >88 cm)
and not insulin resistant; and Group 4: both centrally
obese and insulin resistant. With the exception of one
participant who had a waist circumference of 82.4 cm, all
women in Group 4 had a WC >88 cm. Anthropometric,
metabolic and energy output variables were compared
between the four groups using analysis of variance
(ANOVA). Significance was set at p < 0.05. Post hoc analysis was completed using Tukey’s HSD method when a
significant group effect was observed. Kruskal-Wallis nonparametric ANOVA was used to compare distributions
between non-parametric data (BMI, glucose, HBA1c and
CRP) and post hoc analysis was completed using Mann–
Whitney U test for comparison between pairs of group
Corrections were made for multiple comparisons using
the bonferroni correction (p < 0.01). Correlations between
energy output and metabolic variables were examined
using Pearson Product Moment Correlation Coefficients
(PPMCC) for normally distributed data and Spearman’s
rho for non-normally distributed data. The lowest detectable value for CRP was 1 mg.L-1 and therefore results
<1 mg.L-1 were assigned a value of 1 mg.L-1. Values
>15 mg.L-1 were excluded these most likely represented
an acute inflammatory event [30].

Results
Sixty nine participants (mean (SD) age 53.43 (9.39))
entered the study. The mean time since diagnosis for the
overall group was 3.1 (1.0) years. Participant demographics and treatment details are shown in Table 1. Groups
were similar for all demographics (p > 0.05). The majority of participants were treated with adjuvant chemotherapy using standard anthracycline and taxane based
regimens. Almost 80% of the group were taking adjuvant
hormonal therapy.
Anthropometric and metabolic parameters are shown in
Table 2. Women in Group 3 and Group 4 demonstrated
significantly higher anthropometric measures, characterised
by significantly greater body weight (p < 0.001 vs. Group 1
and p < 0.002 vs. Group 2), BMI (p < 0.001 for both), WC
(p < 0.001 for both) and percentage body fat (p < 0.001 for

Guinan et al. Nutrition Journal 2013, 12:99
http://www.nutritionj.com/content/12/1/99

Page 4 of 9

Table 1 Participant demographics
Characteristic

Group 1 (n = 19)

Group 2 (n = 16)

Group 3 (n = 16)

Group 4 (n = 18)

Age (years)

52.04 (11.7)

50.27 (8.48)

55.65 (9.49)

55.59 (6.69)

Time since diagnosis (years)

3.39 (0.90)

2.69 (0.92)

3.19 (0.85)

3.14 (1.22)

Premenopausal

11 (58%)

11 (69%)

8 (50%)

8 (44%)

Postmenopausal

8 (42%)

5 (31%)

8 (50%)

10 (56%)

Married

16 (84%)

10 (63%)

11 (69%)

11 (61%)

Single

3 (16%)

6 (37%)

5 (31%)

5 (39%)

1 (5%)

9 (56%)

2 (13%)

6 (33%)

I

6 (32%)

4 (25%)

5 (31%)

4 (22%)

II

9 (47%)

9 (56%)

8 (50%)

10 (56%)

Participant demographics

Menopausal status*

Marital status

Smoking history
Current smoker
Cancer details
Cancer stage

III

4 (21%)

3 (19%)

3 (19%)

4 (22%)

14 (74%)

14 (88%)

14 (88%)

14 (78%)

Wide local excision

9 (47%)

5 (31%)

10 (63%)

7 (39%)

Mastectomy

10 (53%)

11 (69%)

6 (38%)

11 (61%)

Axillary clearance

7 (37%)

9 (38%)

4 (25%)

10 (56%)

Chemotherapy

17 (90)

14 (88%)

13 (81%)

16 (89%)

Radiotherapy

15 (79)

11 (69%)

14 (88%)

16 (89%)

Tamoxifen

9 (47%)

7 (44%)

12 (75%)

7 (39%)

Aromatase inhibitor

5 (26%)

6 (38%)

2 (13%)

7 (39%)

3 (16%)

2 (13%)

1 (6%)

2 (11%)

Estrogen receptor positive
Surgery

Hormone therapy

Biological therapy
Herceptin

Data are presented as mean (standard deviation) for continuous variables and as frequency (percentage) for categorical variables.
*Refers to menopausal status at diagnosis.

both) when compared to Group 1 and Group 2. FFM was
significantly higher in both Group 3 (p = 0.002) and Group
4 (p = 0.001) compared to Group 1. Metabolic profiles
were significantly worse in Group 4 than other groups
characterised by significantly lower HDL-C (Group 4 vs.
Group 1 p = 0.02; vs. Group 2 p = 0.008), elevated TG
(Group 4 vs. Group 1 p < 0.001; vs. Group 2 p = 0.009),
measures of insulin-glucose metabolism (fasting glucose,
fasting insulin, HOMA-IR and HBA1c, p < 0.001 vs. all
groups) and raised CRP (Group 4 vs. Group 1 p < 0.001; vs.
Group 2 p = 0.005; vs. Group 3 p = 0.01). Metabolic profiles
did not vary between non-insulin-resistant groups.
Energy output variables across the four groups are
presented in Table 3. Absolute RMR (kJ.day-1) was
significantly higher in Group 4 compared to all other

groups (vs. Group 1 p < 0.001, vs. Group 2 p = 0.005
and vs. Group 3 p = 0.05). Results remained significant
when RMR was adjusted for FFM (kJ.day-1.kg-1)
(Group 4 vs. Group 1 p < 0.001; vs. Group 2 p = 0.005;
vs. Group 3 p = 0.05). Adjusted RMR was significantly
correlated with a number of metabolic features including
WC (r = 0.32; p < 0.01), HOMA-IR (r = 0.48; p < 0.001),
CRP (rho = 0.31; p = 0.02), HDL-C (r = −0.31; p = 0.02),
TG (r = 0.34; p = 0.009). Adjusted RMR was not correlated
with either measure of glucose metabolism (glucose or
HBA1c) or blood pressure. Neither objective nor subjective habitual activity varied between groups. Regardless of
whether measured by objective or subjective methods,
physical activity did not display any correlations with
metabolic parameters.
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Table 2 Comparison of anthropometric and metabolic variables across groups
Characteristic
Age (years)

Group 1 (n = 19)

Group 2 (n = 16)

Group 3 (n = 16)

Group 4 (n = 18)

52.16 (11.69)

50.37 (8.52)

55.56 (9.42)

55.61 (6.77)

59.73 (6.76)

66.22 (5.68)

79.55 (12.58)a, b

79.61 (13.85)a, b

23.09 (21.7-24.6)

24.86 (23.5-26.6)a

Anthropometry
Body weight (kg)
BMI (kg.m-2)

30.21 (27.5-32.0)a,

b

30.84 (26.0-36.3)a,

b

BMI categories
Healthy weight (18.5-24.9 kg.m-2)

17 (90%)

8 (50%)

0

1 (6%)

Overweight (25–29.9 kg.m-2)

2 (10%)

8 (50%)

10 (62%)

8 (44%)

Obese (> 30 kg.m-2)

0

0

6 (38%)

9 (50%)

Waist circumference (cm)

74.05 (4.65)

83.20 (2.54)a

95.18 (6.56)a, b

97.45 (10.57)a, b

Percentage body fat (%)

31.15 (3.69)

33.41 (3.08)

40.37 (3.04)a, b

40.19 (5.21)a, b

40.978 (3.59)

44.08 (4.19)

47.22 (5.77)

47.12 (5.37)a

Systolic blood pressure (mmHg)

114.74 (15.57)

117.00 (9.39)

119.09 (9.98)

125.92 (13.49)

Diastolic blood pressure (mmHg)

77.29 (9.96)

75.69 (4.79)

78.50 (8.73)

80.56 (7.91)

Hypertensive (BP >130/85 mmHg)

4 (21%)

2 (13%)

5 (31%)

9 (50%)

Anti-hypertensive medication

2 (10%)

2 (13%)

4 (25%)

6 (33%)

5.24 (0.98)

5.33 (1.09)

4.61 (0.53)

5.33 (0.93)

9 (47)

9 (56)

3 (19)

9 (50)

-1

1.83 (0.41)

1.89 (0.51)

1.62 (0.36)

1.40 (0.41)a,

-1

3.11 (0.89)

Fat free mass (kg)

a

Blood pressure

Lipid profile
TC (mmol.L-1)
Dyslipidemia (TC > 5.2 mmol.L-1)
HDLC (mmol.L )
LDLC (mmol.L )

b

2.98 (0.78)

3.13 (1.32)

2.38 (0.67)

-1

0.92 (0.68-1.09)

1.07 (0.7-1.4)

1.16 (0.8-1.6)

Cholesterol medications

0

1 (6%)

3 (19%)

4.72 (4.3-5.0)

4.81 (4.7-5.0)

4.86 (4.6-5.2)

5.32 (4.8-5.5)a, b,

6.73 (5.5-6.9)

7.30 (5.7-9.8)

8.38 (7.3-9.6)

14.49 (11.6-19.4)a, b,

0

0

1 (6%)

1.42 (1.1-1.8)

1.61 (1.2-2.1)

1.81 (1.4-2.1)

TG (mmol.L )

1.46 (1.0-1.8)a,

b

0

Glucose metabolism
Fasting glucose (mg.dL-1)
Fasting insulin (mU.L-1)
-1

Hyperinsulinemia (>12 mU.L )
Insulin resistance (HOMA-IR)
-1

HBA1c (mmol.mol )

35.21 (33.0-38.0)

35.25 (33.5-37.0)

35.75 (34.0-37.0)

Glucose medications

0

0

0

1.53 (1.0-1.8)

1.89 (1.0-2.2)

2.09 (1.1-2.4)

0

3 (19%)

5 (31%)

c
c

14 (78%)
3.43 (2.5-4.2)a, b,

c

a, b

38.39 (33.5-41.0)
0

Inflammatory marker
CRP (mg.L-1)
Metabolic syndrome

4.98 (1.4-7.0)a, b,

c

12 (67%)

Data are displayed as mean (± standard deviation) for normally distributed variables and median (inter-quartile range) for non-normally distributed variables and
as frequency (percentage) for categorical variables. Abbreviations: kg kilogram, BMI body mass index, TC total cholesterol, HDL-C high density lipoprotein
cholesterol, LDL-C low density lipoprotein cholesterol, TG triglycerides, HOMA-IR homeostatic model assessment index, HBA1c glycosylated haemoglobin A1c,
CRP C - reactive protein.
a = significantly different from Group 1; b = significantly different from Group 2; c = significantly different from Group 3.

Discussion
Results demonstrate that breast cancer survivors, who
are both centrally obese and insulin resistant, are
characterised by greater metabolic dysfunction in terms
of dyslipidemia, glucose dysmetabolism, raised CRP and
a higher prevalence of the MetSyn compared to women
who are centrally obese in the absence of insulin resistance. This altered metabolic profile was accompanied by
higher absolute and adjusted RMR levels but was not

associated with differing habitual physical activity levels.
These results are consistent with others which have
demonstrated deteriorations in lipid-lipoprotein profile,
inflammatory status and measures of glucose-insulin
homeostasis when central obesity exists concurrently
with insulin resistance [31,32]. In these studies, participants who were centrally obese and not insulin resistant
were characterised by metabolic profiles that were similar to lean controls.
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Table 3 Comparison of energy output variables across groups
Characteristic

Group 1 (n = 19)

Group 2 (n = 16)

Group 3 (n = 16)

4884.59 (619.37)

5232.79 (438.65)

5484.26 (625.03)

Group 4 (n = 18)

Resting metabolic rate
RMR (kJ.day-1)
-1

-1

Adjusted RMR (kJ.day .kg )
RQ (VCO2/VO2)

6190.93 (959.43)a, b,
122.3 (10.7)

c

a, b, c

111.7 (12.5)

112.9 (7.6)

110.5 (11.7)

0.77 (0.74-0.82)

0.75 (0.72-0.77)

0.76 (0.72-0.83)

0.79 (0.76-0.85)

374.73 (86.55)

414.06 (104.19)

456.38 (98.89)

412.88 (103.94)

Physical activity
RT3 activity monitor
Sedentary (min.day-1)
-1

Light intensity (min.day )

390.19 (87.51)

346.31 (55.74)

346.91 (85.76)

380.26 (61.28)

Moderate intensity (min.day-1)

56.46 (18.0-81.4)

47.40 (17.8-76.7)

34.91 (20.1-48.6)

45.48 (28.8-54.5)

Vigorous intensity (min.day-1)

25.22 (3.0-37.2)

20.37 (2.1-46.1)

8.94 (0.7-9.9)

11.54 (0.4-28.8)

Minnesota LTPAQ
Light AMI (MET-h.week-1)
Moderate AMI(MET-h.week-1)
Vigorous AMI (MET-h.week-1)
Total AMI (MET-h.week-1)
Adherence to PA guidelines

0

0

0

0

14.0 (13.1)

16.7 (18.8)

12.3 (9.5)

13.7 (9.0)

2.8 (6.4)

1.0 (2.9)

2.0 (7.6)

0.4 (6.9)

24.4 (17.3)

20.1 (21.3)

16.3 (15.6)

15.1 (18.8)

6 (32%)

5 (31%)

3 (19%)

3 (17%)

Data are presented as mean (± standard deviation) for normally distributed variables and as median (inter-quartile range) for non-normally distributed variables
and as frequency (percentage) for categorical variables. Abbreviations: RMR resting metabolic rate, RQ respiratory quotient, VCO2 carbon dioxide produced, VO2
oxygen consumed, LTPAQ leisure time physical activity questionnaire, AMI activity metabolic index, PA physical activity.
a = significantly different from Group 1; b = significantly different from Group 2; c = significantly different from Group 3.

In the present study inflammatory status was measured by CRP, an acute-phase reactant secreted from the
liver in response to pro-inflammatory cytokines (TNF-α
and IL-6). Pro-inflammatory cytokines are secreted from
the visceral adipose tissue in response to infiltration by
macrophages to expanding adipose tissue and act on the
liver to stimulate gluconeogenesis, resulting in increased
production of hepatic glucose and consequently increased
pancreatic secretion of insulin leading to the development
of insulin resistance [33]. CRP levels >3 mg.L-1 are indicative of chronic low-grade inflammation [14]. Therefore in
the current study, CRP values suggestive of low-grade inflammation (4.98 (3.46) mg.L-1) were observed in those
who were insulin resistant. These values are comparable
to those reported by Thomson and colleagues [1] who
described a mean high sensitivity CRP of 5.1 (5.3) mg.L-1
in an overweight cohort of breast cancer survivors. Interestingly, in the present study mean CRP values did not
exceed the 3 mg.L-1 cut-point in any of the non-insulin resistant groups. Among breast cancer survivors, significant
associations have been documented between acute inflammatory markers (CRP and serum amyloid A (SAA)) and a
number of anthropometric and lifestyle related prognostic
indicators including BMI, increasing waist circumference
and decreasing physical activity levels [34] in addition to
all-cause mortality following breast cancer [5].
Chronic inflammation may also adversely influence
lipid-lipoprotein profiles resulting in dyslipidemia [33].
Consequently, in the current study HDL-C was significantly

lower and TG significantly higher in the insulin resistant
group compared to all other groups. There is a lack of
consensus regarding the presentation of dyslipidemia in
obese, insulin resistant adults. Nieves and colleagues [31]
reported in insulin resistant, non-obese individuals, that
the presentation of dyslipidemia could be explained by differing levels of visceral fat accumulation. In contrast, Piché
and colleagues [32] suggested that variations in the presentation of dyslipidemia in centrally obese adults were
driven by insulin resistance. In the current study, only
those who were insulin resistant showed evidence of
dyslipidemia, however causality cannot be inferred.
It should be acknowledged that the HOMA-IR scores
observed in this study (mean 2.09 (range: 0.47 – 6.36)
were lower than observed in similar cohorts for example
the HEAL study which reported mean HOMA-IR scores
of 2.55 (range: 0.25 – 40.16) [3]. The HEAL study is a
multicentre, multiethnic trial based in the United States
of America. To the authors’ knowledge, the current
study is the first to examine metabolic characteristics in
an Irish cohort of breast cancer survivors. One of the
limitations of this cohort is a lack of diversity variables
such as BMI scores. The mean BMI of participants in
the current study was 27.02 (range 19.7-39.9) kg.m-2
compared to 27.3 (range 16.2 – 53.3) kg.m-2 in those
involved in HEAL [3]. While the mean values are comparable, the range and maximum values were lower in
the current study. As obesity is the predominant underlying cause of insulin resistance [35], the lower HOMA-
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IR scores observed in the current study may be attributed to lower range of BMI values. The prevalence of
obesity in Ireland is increasing steadily [36], albeit at a
slower rate than observed in North America [37]. Nonetheless, the metabolic and physiological health consequences of obesity in Ireland are becoming increasingly
evident and there is a need for intervention to prevent
further decline.
A relationship between physical activity and metabolic
markers was not observed in the current study. This is
in contrast other studies in breast cancer survivors who
reported correlations between physical activity and several metabolic variables including fasting insulin [28],
HOMA-IR [28], CRP [34], leptin [38], IGF-I [38] and
IGFBP-3 [38]. Furthermore habitual physical activity levels
did not vary between groups. Sedentary behaviour was
prevalent across each of these groups representing 50%
(Range: 44% in Group 1 to 54% in Group 3) of waking
hours. In contrast, moderate and vigorous intensity activity accounted for only 7% of waking hours (Range: 5% in
Group 3 to 10% in Group 1) with less than one-third of
any group achieving recommended physical activity
guidelines. It could be suggested that the high percentage of sedentariness made it difficult to identify differences between equally sedentary groups in this small
sample. These results, like others [7,28], represent the
extent of the problem of inactivity among breast cancer
survivors and may also represent the problem of inactivity at population level. Recent reports suggest that
31% of adults globally are inactive (not achieving
recommended physical activity guidelines), with inactivity
levels highest in Europe and America and greatest
amongst women [39]. Excess sedentary behaviour is
particularly concerning among breast cancer survivors
however due to the association between physical inactivity
and prognosis. Physical activity undertaken following
breast cancer is associated with up to a 35% reduction in
all-cause mortality [19,40] while inactivity has been linked
to a four-fold increase in mortality risk [41].
RMR comprises the largest component of energy expenditure and therefore is an essential determinant of energy balance. Mean RMR levels (1297.53 (203.13) jK.day-1
(equivalent to 1297.53 (203.13) kcal.day-1 in the current
study were comparable to those reported previously in a
similar cohort (1300 (183.9) kcal.day-1) [1]. In addition,
both absolute and adjusted RMR were significantly higher
in the insulin resistant group compared to all others and
demonstrated moderate-to-weak correlations with a number of metabolic variables. These results are consistent
with others which report that adjusted RMR is typically
increased in individuals with T2DM relative to healthy
counterparts [42,43]. Weyer and colleagues [18] suggested that increases in RMR occur early in the development of T2DM in conjunction with the development of
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progressive metabolic abnormalities including an increase in gluconeogenesis and increased hepatic glucose
productions. In contrast, there is a lack of consensus as
to whether RMR is increased or decreased in individuals
with clinically defined MetSyn compared to metabolically healthy counterparts [44,45]. Despite the exclusion
of individuals with T2DM from the current study, results are consistent with the development of underlying
glucose dysregulation. In contrast, non-insulin resistant
groups with lower RMR values may be at risk of continued weight gain [46].
The aim of the current study was to identify known
modifiable prognostic risk factors that may respond
favourably to intervention to improve breast cancer survival. This evaluation did not compare findings to a
matched control group however it is highly likely that
the presented metabolic characteristics are comparable
to population norms. Population statistics suggest that
“normal” is characterised by obesity [37], inactivity [39]
and sedentariness [47]; factors which are all associated
with reduced breast cancer outcome and will contribute
to metabolic decline. The challenge therefore with rehabilitation in the cancer context is the need for cancer
survivors to adopt health promoting lifestyle behaviours
which may be different from pre-diagnosis levels. Rehabilitation which focuses on a return to “normal” function or
baseline levels is no longer adequate. Therefore it is suggested that metabolic screening to identify key modifiable
risk factors and inform exercise prescription in this cohort
may be more valuable than comparison to a matched control group.

Conclusions
In recent years there has been increasing evidence of a
relationship between increasing levels of obesity, and
metabolic dysfunction, with poorer breast cancer prognosis [3-5,48], highlighting the importance of accurately
assessing metabolic disturbance among breast cancer
survivors. A greater understanding of the presentation of
metabolic dysfunction will inform the design of targeted,
outcome-specific weight-loss and physical activity interventions aimed at improving biomarkers of breast cancer risk. In the present study we defined the MetSyn
according to the most recent consensus statement [12],
and then compared metabolic profiles across groups
based on increasing levels of central obesity and the
presence or absence of insulin resistance. Results identify
that the insulin resistant group displayed alterations in
both measures of insulin-glucose homeostasis and CRP,
two significant predictors of breast cancer outcome
[3,5]. In addition, results show that increasing central
obesity in the absence of insulin resistance was not associated with a greater deterioration in metabolic profile
when compared to lean controls, suggesting that the

Guinan et al. Nutrition Journal 2013, 12:99
http://www.nutritionj.com/content/12/1/99

assessment of insulin resistance is crucial in the assessment of metabolic dysfunction for identifying potentially
prognostic characteristics. While physical activity was
not associated with differing levels of metabolic dysfunction, the high prevalence of sedentary time and low adherence to physical activity guidelines is concerning.
Elevated RMR values in the insulin resistant group however are consistent with others which have shown that
RMR is increased in the presence of serious metabolic
dysfunction and glucose dysregulation. In breast cancer
survivors, a comprehensive assessment of metabolic dysfunction is required to identify profiles that may potentially have greater prognostic significance and may inform
the design of future targeted exercise interventions.
Competing interests
The authors declare that they have no competing interests.
Authors’ contributions
All authors (EG, EC, MJK and JH) developed the idea for this study.
Measurements and data analysis was completed by EG. EC and MJK
provided medical advice regarding interpretation of the data. EG was
responsible for drafting the manuscript with contributions from JH. All
authors approved the final version of the manuscript.
Author details
1
Discipline of Physiotherapy, School of Medicine, Trinity Centre for Health
Sciences, St. James’s Hospital, Dublin 8, Ireland. 2Department of Surgery, St.
James’s Hospital, Dublin, Ireland. 3Academic Unit of Clinical and Medical
Oncology, St. James’s Hospital and Trinity College, Dublin, Ireland.
Received: 16 January 2013 Accepted: 5 July 2013
Published: 15 July 2013
References
1. Thomson CA, Thompson PA, Wright-Bea J, Nardi E, Frey GR, Stopeck A:
Metabolic syndrome and elevated C-reactive protein in breast cancer
survivors on adjuvant hormone therapy. J Womens Health (Larchmt) 2009,
18(12):2041–2047.
2. De Haas EC, Oosting SF, Lefrandt JD, Wolffenbuttel BH, Sleijfer DT, Gietema
JA: The metabolic syndrome in cancer survivors. Lancet Oncol 2010,
11(2):193–203.
3. Duggan C, Irwin ML, Xiao L, Henderson KD, Smith AW, Baumgartner RN,
et al: Associations of insulin resistance and adiponectin with mortality in
women with breast cancer. J Clin Oncol 2011, 29(1):32–39.
4. Goodwin PJ, Ennis M, Pritchard KI, Trudeau ME, Koo J, Taylor SK, et al:
Insulin- and obesity-related variables in early-stage breast cancer:
correlations and time course of prognostic associations. J Clin Oncol
2012, 30(2):164–171.
5. Pierce BL, Ballard-Barbash R, Bernstein L, Baumgartner RN, Neuhouser ML,
Wener MH, et al: Elevated biomarkers of inflammation are associated
with reduced survival among breast cancer patients. J Clin Oncol 2009,
27(21):3437–3444.
6. Demark-Wahnefried W, Peterson BL, Winer EP, Marks L, Aziz N, Marcom PK,
et al: Changes in weight, body composition, and factors influencing
energy balance among premenopausal breast cancer patients receiving
adjuvant chemotherapy. J Clin Oncol 2001, 19(9):2381–2389.
7. Irwin ML, Crumley D, McTiernan A, Bernstein L, Baumgartner R, Gilliland FD,
et al: Physical activity levels before and after a diagnosis of breast
carcinoma: the Health, Eating, Activity, and Lifestyle (HEAL) study. Cancer
2003, 97(7):1746–1757.
8. Goodwin PJ, Ennis M, Pritchard KI, Trudeau M, Hood N: Risk of menopause
during the first year after breast cancer diagnosis. J Clin Oncol 1999,
17(8):2365–2370.
9. Kaaja RJ: Metabolic syndrome and the menopause. Menopause Int 2008,
14(1):21–25.

Page 8 of 9

10. Brochu M, Tchernof A, Dionne IJ, Sites CK, Eltabbakh GH, Sims EA, et al:
What are the physical characteristics associated with a normal metabolic
profile despite a high level of obesity in postmenopausal women? J Clin
Endocrinol Metab 2001, 86(3):1020–1025.
11. Messier V, Karelis AD, Prud'homme D, Primeau V, Brochu M, Rabasa-Lhoret
R: Identifying metabolically healthy but obese individuals in sedentary
postmenopausal women. Obesity (Silver Spring) 2010, 18(5):911–917.
12. Alberti KG, Eckel RH, Grundy SM, Zimmet PZ, Cleeman JI, Donato KA, et al:
Harmonizing the metabolic syndrome: a joint interim statement of the
International Diabetes Federation Task Force on Epidemiology and
Prevention; National Heart, Lung, and Blood Institute; American Heart
Association; World Heart Federation; International Atherosclerosis
Society; and International Association for the Study of Obesity.
Circulation 2009, 120(16):1640–1645.
13. Grundy SM: Pre-diabetes, metabolic syndrome, and cardiovascular risk.
J Am Coll Cardiol 2012, 59(7):635–643.
14. Grundy SM, Cleeman JI, Daniels SR, Donato KA, Eckel RH, Franklin BA, et al:
Diagnosis and management of the metabolic syndrome: an American
Heart Association/National Heart, Lung, and Blood Institute scientific
statement: Executive Summary. Crit Pathw Cardiol 2005, 4(4):198–203.
15. Hursting SD, Lashinger LM, Colbert LH, Rogers CJ, Wheatley KW, Nunez NP,
et al: Energy balance and carcinogenesis: underlying pathways and
targets for intervention. Curr Cancer Drug Targets 2007, 7(5):484–491.
16. Despres JP, Lemieux I: Abdominal obesity and metabolic syndrome.
Nature 2006, 444(7121):881–887.
17. Astrup A, Tremblay A: Energy Metabolism. In Introduction to Human
Nutrition. 2nd edition. Edited by Gibney MJ, Lanham-New SA, Cassidy A,
Vorster HH. Oxford: Wiley-blackwell; 2009:31–48.
18. Weyer C, Bogardus C, Pratley RE: Metabolic factors contributing to
increased resting metabolic rate and decreased insulin-induced
thermogenesis during the development of type 2 diabetes. Diabetes
1999, 48(8):1607–1614.
19. Irwin ML, McTiernan A, Manson JE, Thomson CA, Sternfeld B, Stefanick ML,
et al: Physical activity and survival in postmenopausal women with
breast cancer: results from the women's health initiative. Cancer Prev Res
(Phila) 2011, 4(4):522–529.
20. World Health Organization: Waist Circumference and Waist-Hip Ratio: Report
of a WHO Expert Consultation. Geneva: WHO Press; 2008:8–11.
21. Matthews DR, Hosker JP, Rudenski AS, Naylor BA, Treacher DF, Turner RC:
Homeostasis model assessment: insulin resistance and beta-cell function
from fasting plasma glucose and insulin concentrations in man.
Diabetologia 1985, 28(7):412–419.
22. Balkau B, Charles MA: Comment on the provisional report from the WHO
consultation. European Group for the Study of Insulin Resistance (EGIR).
Diabet Med 1999, 16(5):442–443.
23. Compher C, Frankenfield D, Keim N, Roth-Yousey L: Best practice methods
to apply to measurement of resting metabolic rate in adults: a
systematic review. J Am Diet Assoc 2006, 106(6):881–903.
24. Ravussin E, Bogardus C: Relationship of genetics, age, and physical fitness
to daily energy expenditure and fuel utilization. Am J Clin Nutr 1989,
49(5 Suppl):968–975.
25. Rowlands AV, Thomas PW, Eston RG, Topping R: Validation of the RT3
triaxial accelerometer for the assessment of physical activity. Med Sci
Sports Exerc 2004, 36(3):518–524.
26. Powell SM, Rowlands AV: Intermonitor variability of the RT3 accelerometer
during typical physical activities. Med Sci Sports Exerc 2004, 36(2):324–330.
27. Garber CE, Blissmer B, Deschenes MR, Franklin BA, Lamonte MJ, Lee IM, et al:
American College of Sports Medicine position stand. Quantity and quality
of exercise for developing and maintaining cardiorespiratory,
musculoskeletal, and neuromotor fitness in apparently healthy adults:
guidance for prescribing exercise. Med Sci Sports Exerc 2011, 43(7):1334–1359.
28. Lynch BM, Dunstan DW, Healy GN, Winkler E, Eakin E, Owen N: Objectively
measured physical activity and sedentary time of breast cancer
survivors, and associations with adiposity: findings from NHANES
(2003–2006). Cancer Causes Control 2010, 21(2):283–288.
29. Richardson MT, Leon AS, Jacobs DR Jr, Ainsworth BE, Serfass R:
Comprehensive evaluation of the Minnesota Leisure Time Physical
Activity Questionnaire. J Clin Epidemiol 1994, 47(3):271–281.
30. Rifai N, Ridker PM: High-sensitivity C-reactive protein: a novel and
promising marker of coronary heart disease. Clin Chem 2001,
47(3):403–411.

Guinan et al. Nutrition Journal 2013, 12:99
http://www.nutritionj.com/content/12/1/99

31. Nieves DJ, Cnop M, Retzlaff B, Walden CE, Brunzell JD, Knopp RH, et al: The
atherogenic lipoprotein profile associated with obesity and insulin
resistance is largely attributable to intra-abdominal fat. Diabetes 2003,
52(1):172–179.
32. Piche ME, Weisnagel SJ, Corneau L, Nadeau A, Bergeron J, Lemieux S:
Contribution of abdominal visceral obesity and insulin resistance to the
cardiovascular risk profile of postmenopausal women. Diabetes 2005,
54(3):770–777.
33. Kershaw EE, Flier JS: Adipose tissue as an endocrine organ. J Clin
Endocrinol Metab 2004, 89(6):2548–2556.
34. Pierce BL, Neuhouser ML, Wener MH, Bernstein L, Baumgartner RN, BallardBarbash R, et al: Correlates of circulating C-reactive protein and serum
amyloid A concentrations in breast cancer survivors. Breast Cancer Res
Treat 2009, 114(1):155–167.
35. Hardy OT, Czech MP, Corvera S: What causes the insulin resistance
underlying obesity? Curr Opin Endocrinol Diabetes Obes 2012, 19(2):81–87.
36. Morgan K, McGee H, Watson D, Perry I, Barry M, Shelly E, et al: SLÁN 2007:
Survey of Lifestyle, Attitudes & Nutrition in Ireland. Main Report. Dublin:
Department of Health and Children; 2008.
37. World Health Organization: Obesity: preventing and managing the global
epidemic. Report of a WHO consultation. World Health Organ Tech Rep Ser
2000, 894:1–253. i-xii.
38. Irwin ML, McTiernan A, Bernstein L, Gilliland FD, Baumgartner R,
Baumgartner K, et al: Relationship of obesity and physical activity with Cpeptide, leptin, and insulin-like growth factors in breast cancer survivors.
Cancer Epidem Biomar Prev 2005, 14(12):2881–2888.
39. Hallal PC, Andersen LB, Bull FC, Guthold R, Haskell W, Ekelund U: Global
physical activity levels: surveillance progress, pitfalls, and prospects.
Lancet 2012, 380(9838):247–257.
40. Holmes MD, Chen WY, Feskanich D, Kroenke CH, Colditz GA: Physical
activity and survival after breast cancer diagnosis. JAMA 2005,
293(20):2479–2486.
41. Irwin ML, Smith AW, McTiernan A, Ballard-Barbash R, Cronin K, Gilliland FD,
et al: Influence of pre- and postdiagnosis physical activity on mortality in
breast cancer survivors: the health, eating, activity, and lifestyle study.
J Clin Oncol 2008, 26(24):3958–3964.
42. Huang KC, Kormas N, Steinbeck K, Loughnan G, Caterson ID: Resting
metabolic rate in severely obese diabetic and nondiabetic subjects.
Obes Res 2004, 12(5):840–845.
43. Bitz C, Toubro S, Larsen TM, Harder H, Rennie KL, Jebb SA, et al: Increased
24-h energy expenditure in type 2 diabetes. Diabetes Care 2004,
27(10):2416–2421.
44. Soares MJ, Cummings NK, Ping-Delfos WL: Energy metabolism and the
metabolic syndrome: does a lower basal metabolic rate signal recovery
following weight loss? Diabetes Metab Syndr 2011, 5(2):98–101.
45. Buscemi S, Verga S, Caimi G, Cerasola G: A low resting metabolic rate is
associated with metabolic syndrome. Clin Nutr 2007, 26(6):806–809.
46. Bandini L, Flynn A: Overnutrition. In Nutrition and Metabolism. Edited by
Gibney MJ, Macdonald IA, Roche HM. Oxford: Blackwell Publishing;
2003:324–340.
47. Lynch BM, Friedenreich CM, Winkler EA, Healy GN, Vallance JK, Eakin EG,
et al: Associations of objectively assessed physical activity and sedentary
time with biomarkers of breast cancer risk in postmenopausal women:
findings from NHANES (2003–2006). Breast Cancer Res Treat 2011,
130:183–194.
48. Protani M, Coory M, Martin JH: Effect of obesity on survival of women
with breast cancer: systematic review and meta-analysis. Breast Cancer
Res Treat 2010, 123(3):627–635.
doi:10.1186/1475-2891-12-99
Cite this article as: Guinan et al.: The presentation of metabolic
dysfunction and the relationship with energy output in breast cancer
survivors: a cross-sectional study. Nutrition Journal 2013 12:99.

Page 9 of 9

Submit your next manuscript to BioMed Central
and take full advantage of:
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at
www.biomedcentral.com/submit

