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Abstract: Background: Published epidemiological evidence of the association between circulating lipids and lipo-
proteins and breast cancer (BC) in premenopausal and/or postmenopausal women remains controversial. A meta-
analysis was therefore designed to estimate a more accurate association. Methods: Systematic literature retrieval 
was performed on the databases of Web of Science, PubMed and Cochrane library up to December 1th, 2015. Only 
studies reporting the data on the association of lipid components with premenopausal and/or postmenopausal 
BC patients were included. The pooled estimates of standardized mean difference (SMD) with 95% confidence 
intervals (CIs) were calculated by fixed-effect model or random-effect model. Results: A total of 12 studies which 
documented 9 investigations in premenopausal and postmenopausal women and 3 investigations in postmeno-
pausal women containing 1042 BC patients and 1283 normal controls were included in the systematic review. In 
premenopausal group, the pooled SMD of triglyceride (TG) was 0.33 (95% CI: 0.07 to 0.59). In postmenopausal 
group, the pooled SMDs of triglyceride (TG) and high density lipoprotein cholesterol (HDL-C) were 0.94 (95% CI 0.33 
to 1.55), and -0.62 (95% CI: -1.11 to -0.13), respectively. No significant differences were noted for total cholesterol 
(TC), low density lipoprotein cholesterol (LDL-C), apolipoprotein A1 (ApoA1), and apolipoprotein B (ApoB) between 
premenopausal and postmenopausal cases and controls. Conclusions: The study showed that TG levels were higher 
in both premenopausal and postmenopausal BC compared with controls. An inverse association between levels of 
HDL-C and BC was detected among postmenopausal women. The results should be interpreted with caution on ac-
count of methodological flaws.
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Introduction

Breast cancer (BC) is one of the most common 
sites of carcinomas among women in both 
developed and developing countries. It usually 
occurs in the upper outer quadrant of the 
breast and is characterized by breast mass, 
nipple discharge, skin change, abnormal nipple 
and areola, and enlargement of lymph node in 
the armpit. Infiltrating ductal carcinoma is a 
common pathological type of BC, accounting 
for about 80% to 90% [1]. Women would turn 
pale at the mentioning of BC for its high morbid-
ity and mortality among females. According to 
the report of GLOBOCAN 2012, an estimated 
1,676,600 women were diagnosed as new BC 

cases and 521,900 cases died worldwide, 
which accounted for 25.16% (1,676,600/ 
6,663,000) of all cancer cases and 14.71% 
(521,900/3,548,200) of all cancer deaths 
among females [2]. BC is the primary cause of 
death in women aged between 40 and 44 [3]. 
The incidence and mortality rates of this dis-
ease varied widely among Europe, North 
America, Africa and Asia, which was attributed 
partially to the differences in the racial back-
ground, lifestyle and availability of medical con-
ditions [2, 4]. Though the underlying etiology of 
BC has been unclear, a number of epidemiologi-
cal studies and clinical trials have postulated 
that various factors including BRCA1/2, estro-
gen, insulin, age of menarche, pregnancy, 
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menopause status, oral contraceptive, obesity, 
inadequate exercise, smoking, alcohol intake, 
environmental exposure, socioeconomic condi-
tions as well as family history of BC probably 
exerted a positive influence on or were respon-
sible for the risk of BC, and the menopause was 
more likely to be a crucial risk factor [5-8]. It 
was well known that menopausal transition, an 
inevitable physiological period for each woman, 
which was usually accompanied by marked 
changes in multiple reproductive hormonal and 
a constellation of physical changes, including 
lipids, cholesterol, circulating estrogen, was 
considered to be associated with an increased 
subsequent BC risk [9, 10].

In recent years, numerous studies have sug-
gested that the changes in some of serum lip-
ids and lipoproteins, including total cholesterol 
(TC), triglyceride (TG), high density lipoprotein 
cholesterol (HDL-C), low density lipoprotein cho-
lesterol (LDL-C), apolipoprotein A1 (ApoA1), and 
apolipoprotein B (ApoB), played a potential role 
in various types of diseases and cancer risk, 
such as coronary heart disease risk, ovarian 
neoplasm, colorectal neoplasm and BC. For 
instance, the low levels of HDL-C and high lev-
els of TC and LDL-C were reported to be associ-
ated with coronary heart disease risk [11]; the 
decreased TC levels increased the risk of ovar-
ian neoplasm [12]; the LDL-C levels were linked 
to colorectal neoplasm [13]. Among these, BC 
was the focus of oncology field at all times. 
Evidence regarding the relationships between 
lipid profile and possible pathogenesis of BC 
has been speculated in published researches. 
The endogenous sex steroid hormones proba-
bly increased the risk of BC directly, for the rea-
son that serum cholesterol was the precursor 
to steroid hormone synthesis [14]. The lipids 
metabolism in mammary tissue was affected 
by gonadal hormones, and malignant prolifera-
tion of breast tissue was related to alterations 
in levels of lipid profiles [15]. The lipids and lipo-
proteins fostered tumor growth and metabolic 
abnormality of lipids and lipoproteins occurred 
in malignant tissue [16]. The host immune 
mechanism was suggested to be significantly 
affected by alterations in serum lipids and lipo-
proteins [17]. The association between elevat-
ed levels of insulin-like growth factor-I (IGF-I) in 
premenopausal women and increased risk of 
BC in postmenopausal women has been dem-
onstrated as well [18]. In addition, Calle [19] 

indicated that in postmenopausal women, the 
weakened conversion of androgens to estrone 
in adipose tissue might decrease levels of sex 
hormone-binding globulin and elevate levels of 
circulating estradiol, which possibly increased 
BC risk. Despite all these, a more detailed role 
of serum lipids in the pathogenesis of BC still 
remains unclear and controversial.

Although dozens of studies regarding the poten-
tial roles of lipid profile levels on BC risk have 
been conducted, results of existing reported 
studies on this association are inconclusive. 
This was partly because of the small number of 
patients and controls, study design, as well as 
heterogeneity among different populations in 
different studies. For example, the data report-
ed by Alexopoulos [20] suggested increased 
levels of LDL-C and HDL-C among BC cases 
compared with controls, which differed from 
the findings of previous studies by Schreier, 
Borrelli and Kokoglu [21-23]. Furthermore, few 
observational studies have systematically 
assessed the association of BC with alterations 
in concentrations of TC, TG, HDL-C, LDL-C, 
ApoA1, and ApoB. In our study, a meta-analy-
sis, therefore, was performed to derive a more 
accurate estimation on the association of 
serum lipid profile with BC among BC patients 
in comparison with normal women taking 
account of menopausal status, and to provide 
evidence for public health implications for BC 
diagnosis and prevention.

Material and methods

Search strategy

A systematic literature retrieval was performed 
on Web of Science, PubMed and Cochrane 
library using the following terms “(lipid OR cho-
lesterol OR lipoprotein OR dyslipidemia) AND 
(cancer OR carcinoma OR oncology OR tumour 
OR tumor OR neoplasm* OR malignant*) AND 
breast AND (premenopausal OR postmeno-
pausal OR menopause)” to identify relevant 
published studies up to December 1th, 2015. 
No restrictions were added to the search. 
Furthermore, we also checked the reference 
lists of original papers to include relevant arti-
cles as many as possible. 

Inclusion and exclusion criteria

The articles were eligible for this meta-analysis 
based on the following criteria: (1) written in 
English; (2) investigating the associations 
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between BC and serum lipids including at least 
two of the selected lipids components (TC, TG, 
HDL-C, LDL-C, ApoA1, ApoB) with consideration 
of menopausal status; (3) case-control or 
cohort study; (4) mean and standard deviation 
of lipids levels were available or provided suffi-
cient continuous data on lipid profile levels in 
BC patients and normal controls for calculating 
them; (5) the patients had no history of any 
major illness or metabolic syndrome which 
might alert lipids metabolism and were not per-
formed by chemotherapy, radiotherapy or other 
drugs treatment before the blood samples col-
lection. The exclusion criteria were as below: (1) 
the study was case report, review, or comment; 
(2) the data on serum lipids levels were not 
available or unclear; (3) the study was experi-
mental research on animals.

Data extraction and quality assessment

All eligible articles were reviewed and extracted 
by two investigators (Yunwu Zhao and Cheng 
Bian) independently according to inclusion and 
exclusion criteria. The following information 
was extracted from included studies using a 
data-extracting form: name of first author, year 
of publication, county, type of study design, 
number of cases and controls, age, timing of 
blood samples measurement, measured vari-
ables of serum lipid profile components; serum 
lipids test method, source of control as well as 
matching. The values of TC, TG, HDL-C, and 
LDL-C in units of mmol/L were converted into 
units of mg/dL using conversion factors. If dif-
ferent opinions existed in the process of data 
extraction, two investigators (Yunwu Zhao and 

The lipid profile levels in premenopausal BC 
patients and normal controls, and postmeno-
pausal cases and controls were assessed in 
this meta-analysis. If cases or controls were not 
further divided into premenopausal and post-
menopausal groups, the data would not be 
extracted for analysis. The pooled estimates of 
standardized mean difference (SMD) with 95% 
confidence intervals (CIs) were calculated by 
fixed-effect model or random-effect model 
depending on the effect of heterogeneity. Q sta-
tistic and I2 were used to estimate the effect of 
heterogeneity among studies [25]. P value of Q 
statistic > 0.05 and I2 < 50% were not consid-
ered as significant heterogeneity, and fixed-
effect model was used to calculate the pooled 
effect size; otherwise, random-effect model 
was used. Sensitivity analysis was applied to 
compare changes of pooled size after excluding 
any study. Egger’s regression test was per-
formed to assess potential publication bias 
[26]. P value of Egger’s regression test < 0.05 
was considered as significant publication bias. 
Stata version 11.0 was used to perform statis-
tical analyses.

Results

Studies selected

After the systematic literature retrieval, 2650 
studies were retrieved from the databases of 
Web of Science, PubMed and Cochrane library 
according to the established retrieval strategy. 
2557 studies were excluded after initially 
reviewing the title and abstract and 93 studies 
remained to be the full-text review. Among 

Figure 1. Flow diagram of study selection process.

Cheng Bian) discussed this 
discrepancy exhaustively 
until an agreement was 
reached. The Newcastle-
Ottawa Scale (NOS) quality 
assessment scale which 
consisted of four questions 
about selection popula-
tions, one question about 
comparability of groups, 
and three questions about 
exposure or outcome 
assessment, totaling eight 
questions with nine points 
was used to evaluate the 
methodological quality of 
included studies [24].

Statistical analysis
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Table 1. Characteristics of studies included in meta-analysis

First author and year County Study Design Cases/
Controls

Age range or 
mean age (SD)

Menopausal 
status

Blood samples 
collection

Lipid profile test 
methods Measured variable Source of 

control
Matched 

by
Quality 
score

Kumar V (2015) [27] India Case-control 100/100 53.27/44.55 Pre- and post- Fasting > 8 h Enzymatic, Fried-
wald equation

TC, TG, HDL-C, LDL-C HC NA 7

Owiredu WK (2009) [28] Ghana Case-control 100/100 48.21 (13.69)/42.64 
(13.4)

Pre- and post- Fasting (12-16 h) Enzymatic TC, TG, HDL-C, LDL-C HC Age 7

Delimaris I (2007) [29] Greece Case-control 17/30 53-70/54-77 Post- Fasting > 12 h Automated ILAB-
600 analyzer

TC, HDL-C, LDL-C HC Age, weight 8

Michalaki V (2005) [30] Greece Case-control 56/26 67.5 (13.7)/65.3 
(17.4)

Post- Fasting (12-14 h) Enzymatic TC, TG, HDL-C HC Age 7

Moorman PG (1998) [31] United 
States

Nested case-
control

196/196 33. 1/33. 1 Pre- and post- NA Enzymatic, Friede-
wald equation

TC, TG, HDL-C, LDL-C HC Age, date of 
examination 

7

Borrelli R (1993) [22] Italy Case-control 42/24 56.1/44.0 Pre- and post- Fasting NA TC, TG, HDL-C BBD NA 6

Han CZ (2005) [32] China Case-control 90/103 45.88 (9.20 )/46.58 
(9.60)

Pre- and post- Fasting Biochemistry Auto-
analyzer

TC, TG, HDL-C, LDL-C, 
ApoA1, ApoB

HC Age, region 7

Noh HM (2013) [33] Korea Case-control 270/540 51.6/51.8 Pre- and post- Fasting > 12 h Enzymatic TG, HDL-C HC Age 8

Yadav NK (2012) [34] Nepal Case-control 69/70 25-70/25-70 Pre- and post- NA Semi auto-analyzer TC, TG, HDL-C, LDL-C HC NA 7

Ray G (2001) [35] India Case-control 54/42 46.9/47.2 Pre- and post- NA Enzymatic, Friede-
wald equation

TC, TG, HDL-C, LDL-C MSP Age 7

Schreier LE (1999) [21] Argen-
tina

Case-control 30/30 28-72/NA Pre- and post- Fasting > 12 h Enzymatic, Electro-
immunodiffusion

TC, TG, HDL-C, LDL-C, 
ApoA1, ApoB

HC Age 8

Kokoglu E (1994) [23] Turkey Case-control 18/22 52.9 (7.7)/51.6 (8.2) Post- Fasting Enzymatic, Frie-
deald equation

TC, TG, HDL-C, LDL-C HC Age 6

NA: not available; TC: total cholesterol; TG: triglyceride; HDL-C: high density lipoprotein cholesterol; LDL-C: low density lipoprotein cholesterol; ApoA1: apolipoprotein A1, ApoB: apolipoprotein B; Pre-: premenopausal; Post: postmenopausal; SD: 
standard deviation; HC: health control; BBD: benign breast disease; MSP: minor surgical problems.
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them, 35 studies without eligible participants, 
17 studies without available data, 14 studies 
without consideration of the menopausal sta-
tus, 8 studies with irrelevant contents, 5 stud-
ies without corresponding comparison group in 
premenopausal and postmenopausal normal 
controls, and 3 studies reporting one lipid pro-
file under investigation were excluded on the 
basis of full-text review. One study was includ-
ed via reference lists. Ultimately, 12 studies 
were eligible for the inclusion criteria and 
included in this meta-analysis. Detailed pro-
cess for screening eligible studies was present-
ed in Figure 1. 

Study characteristics

The 12 studies documented 9 investigations in 
premenopausal and postmenopausal women 
and 3 investigations in postmenopausal 
women, containing 1042 BC patients and 
1283 controls (health women, benign breast 
disease patients and women with minor surgi-
cal problems), of which 2 were conducted in 
India, 2 in Greece, 1 each in Ghana, United 
States, Italy, China, Korea, Nepal, Argentina, 
and Turkey [21-23, 27-35]. 11 out of the 12 
studies were case-control studies and one was 

nested case-control study. The sample sizes of 
the eligible studies ranged from 40 to 810. 9 
studies made investigations on the relationship 
of premenopausal and postmenopausal BC 
patients with lipid profile levels, and 3 studies 
on postmenopausal cases. BC was confirmed 
by mammography and/or histological examina-
tion. The method of blood samples collection in 
most studies (n = 8) was fasting blood. 
Enzymatic analysis (n = 8) and automated/
semi automated analyzer (n = 3) were used to 
estimate lipid profiles. The sampled partici-
pants in 9 studies were matched by age. The 
quality scores of included studies ranged from 
6 to 8. Detailed characteristics of eligible stud-
ies were showed in Table 1.

Lipid profile levels in premenopausal and post-
menopausal BC

The pooled estimates of SMDs were calculated 
by random-effect model on account of the sig-
nificant heterogeneity among studies. In pre-
menopausal group, the results showed a sig-
nificant association between increased levels 
of TC (SMD = 0.68, 95% CI: 0.08 to 1.28; I2 = 
92.0%) and BC based on the estimation of eight 
studies. However, after one study was excluded 

Figure 2. Forest plot of SDM between TG and premenopausal breast cancer.
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Table 2. Summary of pooled estimates of standardized mean difference (SMD) with 95% confidence intervals (CIs) 
Premenopausal Postmenopausal

Analysis Number of 
studies SMD (95% CI) Heterogeneity Publication 

bias
Number 

of studies SMD (95% CI) Heterogeneity Publication 
bias

Q P I2 (%) t P Q P I2 (%) t P
TC 7 0.33 (-0.10 to 0.78) 36.66 < 0.001 83.6 0.48 0.652 11 0.60 (-0.05 to 1.24) 178.39 < 0.001 94.4 0.87 0.406
TG 9 0.33 (0.07 to 0.59) 29.9 < 0.001 73.2 3.18 0.015 11 0.94 (0.33 to 1.55) 203.15 < 0.001 95.1 3.02 0.014
HDL-C 9 -0.31 (-0.62 to 0.01) 43.55 < 0.001 81.6 -1.08 0.314 12 -0.62 (-1.11 to -0.13) 158.03 < 0.001 93.0 -2.64 0.025
LDL-C 7 0.28 (-0.01 to 0.38) 16.95 0.009 64.6 0.32 0.762 8 0.26 (-0.05 to 0.57) 23.88 0.001 70.7 0.35 0.736
ApoA1 2 -0.25 (-0.57 to 0.07) 0 0.978 0 _ _ 2 0.07 (-0.55 to 0.69) 2.14 0.143 53.3 _ _
ApoB 2 -0.06 (-0.38 to 0.26) 0.19 0.666 0 _ _ 2 0.11 (-0.48 to 0.69) 1.91 0.167 47.7 _ _
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Figure 3. Forest plot of SDM between TG and postmenopausal breast cancer.

Figure 4. Forest plot of SDM between HDL-C and postmenopausal breast cancer.
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[34], the pooled SMD was amended to 0.33 
(95% CI: -0.10 to 0.78; I2 = 83.6%), and the 
association was no longer statistically signifi-
cant. The level of TG (SMD = 0.33, 95% CI: 0.07 
to 0.59; I2 = 73.2%) was significantly higher 
than that in controls (Figure 2). No significant 
association of BC with levels of HDL-C (SMD = 
-0.31, 95% CI: -0.62 to 0.01; I2 = 81.6%) and 
LDL-C (SMD = 0.28, 95% CI: -0.01 to 0.38; I2 = 
64.6%) was observed. Sensitivity analysis 
showed that no significant changes were found 
in pooled SMDs of TG, HDL-C and LDL-C when a 
single study was sequentially excluded. Two 
studies investigating the association between 
levels of ApoA1, ApoB and BC, the pooled SMDs 
were performed with a fixed-effect model. No 
significant difference in ApoA1 (SMD = -0.25, 
95% CI: -0.57 to 0.07; I2 = 0%), ApoB (SMD = 
-0.06, 95% CI: -0.38 to 0.26; I2 = 0%) was 
observed, with a non-significant heterogeneity 
among studies (Table 2).

In postmenopausal group, the result did not 
reveal a significant association between BC 
and levels of TC (SMD = 0.60, 95% CI: -0.05 to 
1.24; I2 = 94.4%). The pooled SMDs between 
TG, HDL-C and BC were 0.94 (95% CI: 0.33 to 
1.55; I2 = 95.1%), and -0.62 (95% CI: -1.11 to 
-0.13; I2 = 93.0%) respectively, which revealed 
a significant association of increased levels of 
TG, and decreased level of HDL-C with BC 
(Figures 3, 4). There were no significant chang-
es in pooled SMDs of TC, TG, and HDL-C by per-
forming the sensitivity analysis. When one 
study was excluded [34]], the pooled SMD of 
LDL-C was also amended from 0.43 (95% CI: 
0.01 to 0.85; I2 = 86.3%) to 0.26 (95% CI: -0.05 
to 0.57; I2 = 70.7%), which showed a non-signif-
icant association between levels of LDL-C and 
BC. The pooled SMDs of ApoA1 (SMD = 0.07, 
95% CI: -0.55 to 0.69; I2 = 53.3%) and ApoB 
(SMD = 0.11, 95% CI: -0.48 to 0.69; I2 = 47.7%) 
did not show statistic significance in postmeno-
pausal group (Table 2).

Publication bias

No significant publication bias was detected in 
the analyses of the association of BC with TC, 
HDL-C, and LDL-C in premenopausal group and 
TC, LDL-C in postmenopausal group by perform-
ing Egger’s regression test. Nonetheless, the 
value of TG (t = 3.18, P = 0.015) in premeno-
pausal group and TG (t = 3.02, P = 0.014), 

HDL-C (t = -2.64, P = 0.025) in postmenopausal 
group indicated the obvious evidence for publi-
cation bias (Table 2). 

Discussion

The results of current meta-analysis suggested 
that levels of TC in premenopausal and post-
menopausal BC were not statistically signifi-
cant compared with controls, which was in 
agreement with results reported by other stud-
ies [36, 37]. However, some researchers have 
found a significant increase in TC levels of pre-
menopausal or postmenopausal cases. Abu-
Bedair [38] reported a 15% increase in TC lev-
els of premenopausal patients, which was 
similar with the results of Bani [39]. Gillmer [40] 
revealed that compared with the influence of 
sex hormones on HDL-C, its influence on TC in 
postmenopausal women was relatively weaker 
due to the changes in androgen levels. This 
might be a plausible explanation for the differ-
ent associations of postmenopausal BC with 
levels of TC and HDL-C. 

We found significant increased levels of TG in 
both premenopausal and postmenopausal 
cases. Some other studies have indicated a 
positive association of TG levels with either pre-
menopausal cancer patients [41] or postmeno-
pausal patients [42]. Moysich [41] indicated 
that the elevated TG levels significantly 
increased BC risk, and this association might 
be modified by Apolipoprotein E4 genotype. The 
potential biological role of TG in BC has been 
suggested that increased levels of TG were 
closely related to decreased concentrations of 
sex hormone-binding globulin, which increased 
the amount of free estradiol and developed BC 
risk [43]. In addition, an interesting finding was 
reported that in BC progression, the elevated 
levels of TG also were accompanied by a 
decrease in HDL-C levels, which attributed to 
the increased production of tumor necrosis fac-
tor α [44]. This finding was highly, but not com-
pletely correlated with the respective results of 
TG and HDL-C in present study.

It was found that HDL-C levels were significantly 
lower in postmenopausal cases than controls, 
but not in premenopausal cases in present 
study. Similar findings were also confirmed in a 
Norwegian cohort study reported by Furberg 
[45], a prospective cohort study reported by 
Hoyer [46] and a latest meta-analysis of pro-
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spective cohort study reported by Ni and Liu 
[47], whereas another study has reported an 
inverse association of HDL-C levels with BC only 
in nonobese premenopausal women [48]. 
Evidence indicated that the HDL-C alone or in 
combination with estrogen or mammographic 
density acted on the likelihood of developing 
BC [49, 50]. Kaji suggested that low levels of 
HDL-C were linked to low-grade inflammation 
and proinflammatory cytokines, which might 
increase risks of BC by stimulating breast cell 
proliferation, especially hormone-independent 
[51]. 

The association between LDL-C levels and 
postmenopausal BC was not statistically signifi-
cant after excluding one study in this study. 
However, in other case-control and prospective 
studies, the evidence that the postmenopausal 
BC had significantly higher levels of LDL-C than 
controls has been provided [30, 52]. The pos-
sible role of LDL-C on BC was thought to be that 
the LDL-C was more susceptible to oxidation, 
which led to the formation of lipid peroxidation 
metabolites [53]. The damage of cellular and 
molecular usually occurs during oxidative 
stress, contributing to the development of cell 
proliferation and malignant conversions [54]. 
Moreover, Dos [55] suggested that LDH-C pro-
moted BC progression by activating signaling 
pathway of ErbB2 and inducing expression of 
adhesion molecules.

In comparison of ApoA1 with ApoB between 
premenopausal and postmenopausal study 
and control groups, no significant differences 
were noted in our study, which might be attrib-
uted to the small number of studies included in 
present study. Evidence regarding the relation-
ship between ApoA1, ApoB and overall BC risk 
was documented in previous studies with con-
flicting results: regarding ApoA1 and BC, three 
showed a positive association [9, 32, 56], one 
showed an inverse association [57], and two 
showed no association [21, 58]; regarding 
ApoB and BC, five showed no association [21, 
32, 56-58] and one showed an inverse associa-
tion [9]. The results of Martin [9] should be 
interpreted with caution because women who 
were involved in this study had extensive mam-
mographic density, which was suggested to be 
linked with the increased BC risk. ApoA1 has 
been suggested to play a potential role in the 
development of BC through inhibition of cell 

proliferation and cell cycle progression in vas-
cular smooth muscle cells [59].

There were several potential limitations that 
should be noted in this meta-analysis. Firstly, 
the controls in one included study were benign 
breast disease (BBD) women who might not be 
representatives of normal women. However, 
the net effect of assessment was likely to be 
better given that any difference between BD 
patients and BBD women seemed to be 
matched and estimated effectively [22]. 
Secondly, the published bias was detected 
given that positive results were more likely to 
be published. Third, the results of TG and LDL-C 
were not robust when the sensitive analysis 
was performed by excluding a single study 
sequentially. Finally, the heterogeneity among 
studies was significant in this meta-analysis, 
which might be an influence factor in our result. 
In view of limited information included in pres-
ent studies, subgroup analysis was not per-
formed and underlying confounding factors 
were not adequately taken into consideration. 
According to the epidemiological evidences on 
the risk factors of BC, we speculated that the 
heterogeneity in present studies mainly 
stemmed from the type and stage of BC, indi-
vidual characteristics (ethnicity, body mass 
index (BMI), lifestyle, et al), and method and 
design of each study. It was reported that a sig-
nificant association of HDL-C with postmeno-
pausal BC was confined to obese women (BMI 
> 25 kg/m2) [45]. Compared with the normal 
control group, the levels of TC and LDL-C were 
significantly higher in four stages (tumor node 
metastasis (TNM) classification) of BC [60]. The 
levels of TC in ductal carcinoma was significant-
ly higher than that in intraductal and infiltrating 
ductal carcinoma, and the levels of LDL-C was 
higher in all types of BC than in controls [61]. 

Despite these limitations, some strength in this 
meta-analysis should be highlighted. First, in 
addition to the unavailable information in one 
study [22], the patients who were involved in 
each study had no history of any major illness 
or metabolic syndrome which might alert lipids 
metabolism and were not performed by chemo-
therapy, radiotherapy or any other drugs treat-
ment before the blood samples collection, 
which contributed to ruling out the preclinical 
effect on BC and getting a better understand-
ing of the association between lipid profile and 
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BC. Second, the moderate sample sizes in this 
research contributed to the moderate statisti-
cal power. 

In conclusion, the results in this meta-analysis 
suggested that TG levels were higher in both 
premenopausal and postmenopausal BC com-
pared with normal controls. An inverse associa-
tion between levels of HDL-C and BC was 
detected among postmenopausal women. The 
association of lipid profile levels in premeno-
pausal and postmenopausal women with BC 
still seems to be controversial. Further studies 
with larger samples, better design as well as 
full consideration of potential confounding fac-
tors are warranted.

Disclosure of conflict of interest

None.

Address correspondence to: Heng Wang and Yueyin 
Pan, The First Affiliated Hospital of Anhui Medical 
University, 218 Jixi Road, Hefei 230022, Anhui, 
China. Tel: +86 13955118659; Fax: +86 551 
62923566; E-mail: wangheng1969@163.com (HW); 
yueyinpan@gmail.com (YYP)

References

[1] Laisupasin P, Thompat W, Sukarayodhin S, 
Sornprom A and Sudjaroen Y. Comparison of 
Serum Lipid Profiles between Normal Controls 
and Breast Cancer Patients. J Lab Physicians 
2013; 5: 38-41.

[2] Torre LA, Bray F, Siegel RL, Ferlay J, Lortet-Tieu-
lent J and Jemal A. Global cancer statistics, 
2012. CA Cancer J Clin 2015; 65: 87-108.

[3] Wernberg JA, Yap J, Murekeyisoni C, Mashtare 
T, Wilding GE and Kulkarni SA. Multiple primary 
tumors in men with breast cancer diagnoses: a 
SEER database review. J Surg Oncol 2009; 99: 
16-19.

[4] Bray F, McCarron P and Parkin DM. The chang-
ing global patterns of female breast cancer in-
cidence and mortality. Breast Cancer Res 
2004; 6: 229-239.

[5] Gumaste PV, Penn LA, Cymerman RM, Kirch-
hoff T, Polsky D and McLellan B. Skin cancer 
risk in BRCA1/2 mutation carriers. Br J Derma-
tol 2015; 172: 1498-1506.

[6] Sezer H, Yilmaz M, Gurler H and Koyuncu A. 
Breast cancer risk factors in Turkey: a hospital-
based case-control study. Asian Pac J Cancer 
Prev 2011; 12: 2317-2322.

[7] Vona-Davis L and Rose DP. The influence of so-
cioeconomic disparities on breast cancer tu-

mor biology and prognosis: a review. J Womens 
Health (Larchmt) 2009; 18: 883-893.

[8] Chlebowski RT, Manson JE, Anderson GL, Cau-
ley JA, Aragaki AK, Stefanick ML, Lane DS, 
Johnson KC, Wactawski-Wende J, Chen C, Qi L, 
Yasmeen S, Newcomb PA and Prentice RL. Es-
trogen plus progestin and breast cancer inci-
dence and mortality in the Women’s Health 
Initiative Observational Study. J Natl Cancer 
Inst 2013; 105: 526-535.

[9] Martin LJ, Melnichouk O, Huszti E, Connelly 
PW, Greenberg CV, Minkin S and Boyd NF. Se-
rum lipids, lipoproteins, and risk of breast can-
cer: a nested case-control study using multiple 
time points. J Natl Cancer Inst 2015; 107. 

[10] Al-Safi Z, McAvery B and Santoro N. The Post-
menopausal Woman. In: De Groot LJ, Beck-
Peccoz P, Chrousos G, Dungan K, Grossman A, 
Hershman JM, Koch C, McLachlan R, New M, 
Rebar R, Singer F, Vinik A, Weickert MO, edi-
tors. Endotext. South Dartmouth (MA): MDText.
com, Inc.; 2000. 

[11] Boekholdt SM and Thompson JF. Natural ge-
netic variation as a tool in understanding the 
role of CETP in lipid levels and disease. J Lipid 
Res 2003; 44: 1080-1093.

[12] Gadomska H, Janecki J, Marianowski L and 
Nowicka G. Lipids in serum of patients with 
malignant ovarian neoplasms. Int J Gynaecol 
Obstet 1997; 57: 287-293.

[13] Tian Y, Wang K, Li J, Wang J, Wang Z, Fan Y, Ye 
Y, Ji G and Li Y. The association between serum 
lipids and colorectal neoplasm: a systemic re-
view and meta-analysis. Public Health Nutr 
2015; 18: 3355-70.

[14] Missmer SA, Eliassen AH, Barbieri RL and Han-
kinson SE. Endogenous estrogen, androgen, 
and progesterone concentrations and breast 
cancer risk among postmenopausal women. J 
Natl Cancer Inst 2004; 96: 1856-1865.

[15] Lane DM, Boatman KK and McConathy WJ. Se-
rum lipids and apolipoproteins in women with 
breast masses. Breast Cancer Res Treat 1995; 
34: 161-169.

[16] Rao KN. The significance of the cholesterol bio-
synthetic pathway in cell growth and carcino-
genesis (review). Anticancer Res 1995; 15: 
309-314.

[17] Chapman HA Jr and Hibbs JB Jr. Modulation of 
macrophage tumoricidal capability by compo-
nents of normal serum: a central role for lipid. 
Science 1977; 197: 282-285.

[18] Rollison DE, Newschaffer CJ, Tao Y, Pollak M 
and Helzlsouer KJ. Premenopausal levels of 
circulating insulin-like growth factor I and the 
risk of postmenopausal breast cancer. Int J 
Cancer 2006; 118: 1279-1284.

[19] Calle EE and Kaaks R. Overweight, obesity and 
cancer: epidemiological evidence and pro-

mailto:wangheng1969@163.com
mailto:wangheng1969@163.com


Serum lipids levels and breast cancer: a meta-analysis

562 Int J Clin Exp Med 2016;9(2):552-563

posed mechanisms. Nat Rev Cancer 2004; 4: 
579-591.

[20] Alexopoulos CG, Blatsios B and Avgerinos A. 
Serum lipids and lipoprotein disorders in can-
cer patients. Cancer 1987; 60: 3065-3070.

[21] Schreier LE, Berg GA, Basilio FM, Lopez GI, Et-
kin AE and Wikinski RL. Lipoprotein altera-
tions, abdominal fat distribution and breast 
cancer. Biochem Mol Biol Int 1999; 47: 681-
690.

[22] Borrelli R, del Sordo G, De Filippo E, Contaldo 
F, Parisi V and Beneduce G. High serum HDL-
cholesterol in pre- and post-menopausal wom-
en with breast cancer in southern Italy. Adv Exp 
Med Biol 1993; 348: 149-153.

[23] Kokoglu E, Karaarslan I, Karaarslan HM and 
Baloglu H. Alterations of serum lipids and lipo-
proteins in breast cancer. Cancer Lett 1994; 
82: 175-178.

[24] Wells G, Shea B, O’connell D, Peterson J, Welch 
V, Losos M and Tugwell P. The Newcastle-Otta-
wa Scale (NOS) for assessing the quality of 
nonrandomised studies in meta-analyses. 
2000. 

[25] Higgins JP and Thompson SG. Quantifying het-
erogeneity in a meta-analysis. Stat Med 2002; 
21: 1539-1558.

[26] Egger M, Davey Smith G, Schneider M and 
Minder C. Bias in meta-analysis detected by a 
simple, graphical test. BMJ 1997; 315: 629-
634.

[27] Kumar V, Singh A, Sidhu DS and Panag KM. A 
comparitive study to evaluate the role of serum 
lipid levels in aetiology of carcinoma breast. J 
Clin Diagn Res 2015; 9: Pc01-03.

[28] Owiredu WK, Donkor S, Addai BW and Amidu 
N. Serum lipid profile of breast cancer patients. 
Pak J Biol Sci 2009; 12: 332-338.

[29] Delimaris I, Faviou E, Antonakos G, Stathopou-
lou E, Zachari A and Dionyssiou-Asteriou A. 
Oxidized LDL, serum oxidizability and serum 
lipid levels in patients with breast or ovarian 
cancer. Clin Biochem 2007; 40: 1129-1134.

[30] Michalaki V, Koutroulis G, Syrigos K, Piperi C 
and Kalofoutis A. Evaluation of serum lipids 
and high-density lipoprotein subfractions 
(HDL2, HDL3) in postmenopausal patients 
with breast cancer. Mol Cell Biochem 2005; 
268: 19-24.

[31] Moorman PG, Hulka BS, Hiatt RA, Krieger N, 
Newman B, Vogelman JH and Orentreich N. As-
sociation between high-density lipoprotein 
cholesterol and breast cancer varies by meno-
pausal status. Cancer Epidemiol Biomarkers 
Prev 1998; 7: 483-488.

[32] Han C, Zhang HT, Du L, Liu X, Jing J, Zhao X, 
Yang X and Tian B. Serum levels of leptin, insu-
lin, and lipids in relation to breast cancer in 
china. Endocrine 2005; 26: 19-24.

[33] Noh HM, Song YM, Park JH, Kim BK and Choi 
YH. Metabolic factors and breast cancer risk in 
Korean women. Cancer Causes Control 2013; 
24: 1061-1068.

[34] Yadav NK, Poudel B, Thanpari C and Chandra 
Koner B. Assessment of biochemical profiles in 
premenopausal and postmenopausal women 
with breast cancer. Asian Pac J Cancer Prev 
2012; 13: 3385-3388.

[35] Ray G and Husain SA. Role of lipids, lipopro-
teins and vitamins in women with breast can-
cer. Clin Biochem 2001; 34: 71-76.

[36] Gaard M, Tretli S and Urdal P. Risk of breast 
cancer in relation to blood lipids: a prospective 
study of 31,209 Norwegian women. Cancer 
Causes Control 1994; 5: 501-509.

[37] Ha M, Sung J and Song YM. Serum total cho-
lesterol and the risk of breast cancer in post-
menopausal Korean women. Cancer Causes 
Control 2009; 20: 1055-1060.

[38] Abu-Bedair FA, El-Gamal BA, Ibrahim NA and 
El-Aaser AA. Serum lipids and tissue DNA con-
tent in Egyptian female breast cancer patients. 
Jpn J Clin Oncol 2003; 33: 278-282.

[39] Bani IA, Williams CM, Boulter PS and Dicker-
son JW. Plasma lipids and prolactin in patients 
with breast cancer. Br J Cancer 1986; 54: 439-
446.

[40] Gillmer MD. Mechanism of action/effects of 
androgens on lipid metabolism. Int J Fertil 
1992; 37 Suppl 2: 83-92.

[41] Moysich KB, Freudenheim JL, Baker JA, Ambro-
sone CB, Bowman ED, Schisterman EF, Vena 
JE and Shields PG. Apolipoprotein E genetic 
polymorphism, serum lipoproteins, and breast 
cancer risk. Mol Carcinog 2000; 27: 2-9.

[42] Goodwin PJ, Boyd NF, Hanna W, Hartwick W, 
Murray D, Qizilbash A, Redwood S, Hood N, 
DelGiudice ME, Sidlofsky S, McCready D, 
Wilkinson R, Mahoney L, Connelly P and Page 
DL. Elevated levels of plasma triglycerides are 
associated with histologically defined pre-
menopausal breast cancer risk. Nutr Cancer 
1997; 27: 284-292.

[43] Sakai K, Okuyama H, Yura J, Takeyama H, Shi-
nagawa N, Tsuruga N, Kato K, Miura K, Kawase 
K, Tsujimura T and et al. Composition and turn-
over of phospholipids and neutral lipids in hu-
man breast cancer and reference tissues. Car-
cinogenesis 1992; 13: 579-584.

[44] Zielinski CC, Stuller I, Rausch P and Muller C. 
Increased serum concentrations of cholesterol 
and triglycerides in the progression of breast 
cancer. J Cancer Res Clin Oncol 1988; 114: 
514-518.

[45] Furberg AS, Espetvedt S, Emaus A, Khan N and 
Thune I. Low high-density lipoprotein choles-
terol may signal breast cancer risk: recent find-
ings and new hypotheses. Biomark Med 2007; 
1: 121-131.



Serum lipids levels and breast cancer: a meta-analysis

563 Int J Clin Exp Med 2016;9(2):552-563

[46] Hoyer AP and Engholm G. Serum lipids and 
breast cancer risk: a cohort study of 5,207 
Danish women. Cancer Causes Control 1992; 
3: 403-408.

[47] Ni H, Liu H and Gao R. Serum Lipids and Breast 
Cancer Risk: A Meta-Analysis of Prospective 
Cohort Studies. PLoS One 2015; 10: 
e0142669.

[48] Kim Y, Park SK, Han W, Kim DH, Hong YC, Ha 
EH, Ahn SH, Noh DY, Kang D and Yoo KY. Se-
rum high-density lipoprotein cholesterol and 
breast cancer risk by menopausal status, body 
mass index, and hormonal receptor in Korea. 
Cancer Epidemiol Biomarkers Prev 2009; 18: 
508-515.

[49] Sung J, Song YM, Stone J, Lee K and Kim SY. 
High-density lipoprotein cholesterol, obesity, 
and mammographic density in Korean women: 
the Healthy Twin study. J Epidemiol 2011; 21: 
52-60.

[50] Flote VG, Frydenberg H, Ursin G, Iversen A, 
Fagerland MW, Ellison PT, Wist EA, Egeland T, 
Wilsgaard T, McTiernan A, Furberg AS and 
Thune I. High-density lipoprotein-cholesterol, 
daily estradiol and progesterone, and mammo-
graphic density phenotypes in premenopausal 
women. Cancer Prev Res (Phila) 2015; 8: 535-
544.

[51] Kaji H. High-density lipoproteins and the im-
mune system. J Lipids 2013; 2013: 684903.

[52] Lopez-Saez JB, Martinez-Rubio JA, Alvarez MM, 
Carrera CG, Dominguez Villar M, de Lomas 
Mier AG, Domenech C and Senra-Varela A. 
Metabolic profile of breast cancer in a popula-
tion of women in southern Spain. Open Clin 
Cancer J 2008; 2: 1-6.

[53] Steinberg D. Lewis A. Conner Memorial Lec-
ture. Oxidative modification of LDL and athero-
genesis. Circulation 1997; 95: 1062-1071.

[54] Motta M, Pistone G, Franzone AM, Romeo MA, 
Di Mauro S, Giugno I, Ruello P and 
Malaguarnera M. Antibodies against ox-LDL 
serum levels in patients with hepatocellular 
carcinoma. Panminerva Med 2003; 45: 69-
73.

[55] dos Santos CR, Domingues G, Matias I, Matos 
J, Fonseca I, de Almeida JM and Dias S. LDL-
cholesterol signaling induces breast cancer 
proliferation and invasion. Lipids Health Dis 
2014; 13: 16.

[56] Han CZ, Du LL, Jing JX, Zhao XW, Tian FG, Shi J, 
Tian BG, Liu XY and Zhang LJ. Associations 
among lipids, leptin, and leptin receptor gene 
Gin223Arg polymorphisms and breast cancer 
in China. Biol Trace Elem Res 2008; 126: 38-
48.

[57] His M, Zelek L, Deschasaux M, Pouchieu C, 
Kesse-Guyot E, Hercberg S, Galan P, Latino-
Martel P, Blacher J and Touvier M. Prospective 
associations between serum biomarkers of 
lipid metabolism and overall, breast and pros-
tate cancer risk. Eur J Epidemiol 2014; 29: 
119-132.

[58] Melvin JC, Seth D, Holmberg L, Garmo H, Ham-
mar N, Jungner I, Walldius G, Lambe M, Wiger-
tz A and Van Hemelrijck M. Lipid profiles and 
risk of breast and ovarian cancer in the Swed-
ish AMORIS study. Cancer Epidemiol Biomark-
ers Prev 2012; 21: 1381-1384.

[59] von Eckardstein A, Hersberger M and Rohrer L. 
Current understanding of the metabolism and 
biological actions of HDL. Curr Opin Clin Nutr 
Metab Care 2005; 8: 147-152.

[60] Abdelsalam KE, Hassan IK and Sadig IA. The 
role of developing breast cancer in alteration 
of serum lipid profile. J Res Med Sci 2012; 17: 
562-565.

[61] Hasija K and Bagga HK. Alterations of serum 
cholesterol and serum lipoprotein in breast 
cancer of women. Indian J Clin Biochem 2005; 
20: 61-66.


