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Introduction
Breast cancer is the commonest cancer in India, constituting 
14% of all new cancers and 27.7% of all new cancers occurring 
in women in 2018.1 The incidence of breast cancer in 
Chandigarh is 37.5 per 100 000, being among the highest in 
the country.2 The prevalence of metabolic syndrome (MetS) in 
Chandigarh is 59.6% in females and 40.4% in males.3 Moreover, 
in women, this prevalence increases with age, being 52.4% in 
age group of 45 to 48 years and 73.1% in age group of 53 to 
55 years.4

Many studies have correlated MetS and its associated 
derangements with different aspects of breast cancer, viz. patho-
logical status, adverse factors like advanced stage at presenta-
tion, higher grade, triple negativity, HER2Neu positivity, types 
of tumours, and mammographic density and found that MetS 
may predispose to breast cancer especially in postmenopausal 
patients and may also lead to worse prognosis than in patients 
without MetS (No MetS).5–17 In India, there has been only one 
study that has looked into the correlation between breast cancer 
and MetS,18 and in this study, the analysis was done on patients 
who have already been treated and were under follow-up.

There is also significant evidence which suggest a poorer prog-
nosis in patients who gain weight after the diagnosis of breast can-
cer. In a study done in Columbia University, women who gained 
weight more than 10% after diagnosis had worse survival (hazard 
ratio [HR] = 2.67; 95% confidence interval [CI] = [1.37, 5.05]) 
than women who maintained their prediagnosis weight.19 This 
effect was more pronounced during the first 2 years after diagnosis 
(>5% gain, all-cause mortality in the first 2 years, HR = 5.87 [0.89, 
47.8] when compared with after 2 years (1.49 [0.85, 2.57]). This 
was further confirmed in a meta-analysis which included 12 stud-
ies, and the results confirmed that a weight gain of ⩾5.0% com-
pared with maintenance was associated with increased all-cause 
mortality with a significant HR of 1.12.20

We propose that the patients with MetS and breast cancer 
have tumours with poor prognosis in terms of the standard 
clinicopathological prognostic factors. This observational study 
was undertaken to prove/disprove this hypothesis.

Materials and Methods
This study prospectively recruited 305 consecutive patients, 
who attended the outpatient of the Department of General 
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Surgery, PGIMER, Chandigarh and whose biopsy results 
came out between August 1, 2016 and June 30, 2017. Female 
patients with biopsy-proven, treatment-naïve invasive breast 
cancer, willing to participate in the study, were included.

All patients underwent complete clinical examination, rele-
vant investigations, and treatment as per stage of the disease. 
The treatment plan was not changed because of the study.

Patients underwent assessment of central obesity (body mass 
index [BMI] and waist circumference [WC]) and blood pressure 
(BP) measurement, and fasting bloods were drawn for blood 
sugar (FBS), high-density lipoprotein (HDL) cholesterol, and 
triglycerides (TG). International Diabetes Federation consensus 
statement 2006 criteria to define MetS in south Asian females is 
WC ⩾ 80 cm with any 2 of raised TG (⩾150 mg/dL or any spe-
cific treatment for this lipid abnormality), low HDL(<40 mg/
dL or any specific treatment for this lipid abnormality), raised 
BP (systolic ⩾ 130 mm Hg, diastolic ⩾ 85 mm Hg or treatment 
of previously diagnosed hypertension), raised fasting plasma 
blood glucose (fasting plasma glucose ⩾ 100 mg/dL or previ-
ously diagnosed type-2 diabetes).21 Based on this definition, 
patients were classified into 2 groups:

•	 Those with MetS.
•	 Those without MetS (No MetS).

All patients were assessed for the presence of risk factors 
associated with breast cancer – age at menarche, age at first 
childbirth (FCB), breastfeeding, and the presence of family 
history of breast cancer. Menopause was defined as amenor-
rhea for more than 1 year or history of prior bilateral oophorec-
tomy. Early menarche was defined as onset of menses before 
the age of 12 years. Late FCB was defined as FCB after the age 
of 30 years. Late menopause was defined as menopause after 
the age of 55 years.

All patients underwent a mammogram as part of diagnostic 
work up. Breast density was defined according to ACR’s 
BI-RADS density classes A to D. Fully automated analysis of 
breast density was done using Volpra Software (v1.4.5, 
Matakina Technology Ltd, Wellington, New Zealand).22

Clinical stage, type and grade of tumour, hormone receptor 
status, HER2 status, and Ki67 index were recorded. Estrogen 
receptor (ER), progesterone receptor (PR), HER2, and Ki67 
results were reported as assessed by immunohistochemistry 
(IHC). All patients with HER2 result of 2+ on IHC were 
subjected to fluorescence in situ hybridization (FISH) for con-
firmation and final classification. Based on the IMPAKT 
working group statement, the patients were then classified into 
Luminal-A (LA), Luminal-B (LB), HER2-enriched (HE), 
and Basal-like (BL) subtypes.23

Written informed consent was obtained from all patients at 
enrolment. The trial was done in accordance with the Good 
Clinical Practice guidelines and the Declaration of Helsinki. 
The study protocol was approved by the Institutional Ethics 
Committee.

Statistical analysis

Statistical analysis was done using SPSS version 13. K-S test 
was used to check the normality of the data. Student’s t-test 
was used for comparison between normally distributed data, 
whereas for skewed data, Mann-Whitney U-test was used. For 
nominal data chi-square test or Fisher exact test (whichever 
was applicable) was used.

Results
A total of 305 patients were recruited in the study. The overall 
mean age was 50.7 ± 12.4 (range: 20-84) years. Out of these 
305, 196 (64.3%) patients had MetS, whereas 109 (35.7%) did 
not. There were 131 (42.9%) premenopausal and 174 (57.1%) 
postmenopausal women. Seventy-four (56.5%) premenopausal 
and 122 (70.1%) postmenopausal women had MetS (P = .014).

The mean BMI in the study was 27.2 ± 5.4 kg/m2, mean 
WC was 91.2 ± 11.2 cm, mean TG was 140.1 ± 66.7 mg/dL, 
mean of HDL cholesterol was 48.7 ± 11.1 mg/dL, mean sys-
tolic BP was 132.2 ± 21.7 mm Hg, mean diastolic BP was 
81.6 ± 11.9 mm Hg, and mean FBS was 104 ± 22.1 mg/dL. 
There were 26.2%, 80.9%, 39.7%, 63.3%, 57.4%, and 50.2% 
subjects in the study in whom BMI, WC, TG, HDL choles-
terol, Systolic BP, Diastolic BP, and FBS were deranged, 
respectively. The distribution of diagnostic parameters of MetS 
in the 2 groups is shown in Table 1. Although the patients in 
Group II did not meet the diagnostic criteria for MetS, the 
individual parameters were deranged in a variable number of 
patients. In group-II, there were only 11 patients (11.9%) who 
had no abnormal parameter. All diagnostic parameters except 
WC and hypertension were evenly distributed in both premen-
opausal and postmenopausal women. Waist circumference 
higher than cutoff limit of 80 cm was found more commonly in 
postmenopausal patients (77.8% vs 92.5%, P < .001), as was 
the presence of hypertension (45.8% vs 66.1%, P < .001).

Correlation between MetS and risk factors

Patients with MetS were significantly older than those without 
MetS (52.1 vs 48.3 years, P = .014). There was a significantly 
lower incidence of nulliparity in patients with MetS (4.1% vs 
12.8%, P = .005). The groups were also not equal in terms of 
parity (P = .032). The rest of the risk factors were evenly dis-
tributed in both groups (Table 2). The distribution of the risk 
factors associated with breast cancer according to the men-
strual status is shown in Table 3. On dividing the populations 
into premenopausal and postmenopausal, the age difference 
was noted only in premenopausal populations (42.6 ± 7.9 in 
MetS vs 38.8 ± 7.1 years in no MetS, P = .004). There was also 
a statistically significant difference in premenopausal popula-
tion in terms of positive family history (6.8% in MetS vs 17.8% 
in no MetS, P = .049).

The no MetS group had a statistically significant higher 
incidence of dense breasts when compared to MetS group 
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(10.8% in no MetS vs 2.9% in MetS group, P = .009). When 
divided according to menopausal status, this difference 
remained significant only in premenopausal patients (17% in 
no MetS in premenopausal vs 4.3% in MetS in premenopausal, 
P = .022; Tables 4 and 5).

Correlation between MetS and prognostic factors

Patients with MetS were found to be less likely to have HER2-
positive tumours (14.3% for MetS, 23.9% for no MetS; 
P = .036). Apart from HER2 positivity, no difference was 
observed between the 2 groups in terms of other prognostic 
factors. However, when the patients were divided into 

premenopausal and postmenopausal, significant differences 
were observed in distant metastases (5.4% in MetS vs 16.1% in 
no MetS, P = .045) and in grade (higher grade in MetS, P = .05) 
in premenopausal patients. In postmenopausal patients, signifi-
cant difference was observed in HER2 positivity (12.3% in 
MetS vs 28.8% in no MetS, P = .008) and molecular subtype 
(lower HE in MetS, P = .034; Tables 6 and 7).

Distribution of diagnostic parameters of MetS 
according to molecular subtype of breast cancer

There was no diagnostic parameter of MetS that was signifi-
cantly different among the molecular subtypes.

Table 1.  Distribution of diagnostic parameters of MetS in study population.

Diagnostic parameter MetS (n = 196) No MetSa (n = 109)

BMI > 30 kg/m2 70 (35.7%) 10 (9.2%)

Waist circumference ⩾ 80 cm 196 (100%) 67 (61.5%)

Triglycerides ⩾ 150 mg/dL 112 (57.1%) 9 (8.3%)

HDL cholesterol < 50 mg/dL 154 (78.6%) 39 (35.8%)

Systolic BP ⩾ 130 mm Hg or diastolic BP ⩾ 85 mm Hg 154 (78.6%) 21 (19.3%)

Fasting plasma glucose (⩾100 mg/dL) 129 (65.8%) 24 (22%)

Abbreviations: BMI, body mass index; BP, blood pressure; HDL, high-density lipoprotein; MetS, metabolic syndrome.
aThirteen patients (11.9%) of no MetS group had no abnormality in any parameter.

Table 2.  Distribution of risk factors associated with breast cancer in the 2 groups.

MetS (n = 196) No MetS (n = 109) P value

Age 52.1 ± 11.3 48.3 ± 13.8 .014

Age at menarche 14.6 ± 1.5 14.5 ± 1.4 .158

Early menarche (<13 years) 1 (0.5%) 0 1.000

Late menopause (>50 years) 1 (0.5%) 1 (0.9%) 1.000

Age at FCB 23.0 ± 3.8 23.4 ± 3.4 .313

Late FCB (>30 years) 6 (3.1%) 3 (2.7%) 1.000

Parity .032

  0 8 (4.1%) 14 (12.8%)  

  1 16 (8.2%) 11 (10.1%)  

  2 87 (44.4%) 44 (40.4%)  

  >2 85 (43.3%) 40 (36.7%)  

Nulliparous 8 (4.1%) 14 (12.8%) .005

No breastfeeding 2 (1.0%) 1 (0.9%) 1.000

Positive family history 14 (7.1%) 12 (11.0%) .247

Abbreviations: FCB, first childbirth; MetS, metabolic syndrome.
Bold value indicate the parameters with significant p values.
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Discussion
Both breast cancer and MetS are a common occurrence in the 
increasingly urbanizing populations. It is also well accepted 
that MetS and increase in body weight after diagnosis leads to 
a poorer outcome in breast cancer patients. Whether it happens 
because the disease in patients with MetS is inherently differ-
ent from those without MetS is unclear. This study was under-
taken to find whether there was any difference in the patients 
having breast cancer and co-existing MetS when compared to 
patients having breast cancer but no co-existing MetS, in terms 
of the known risk and prognostic factors of breast cancer.

We found a few significant differences in the risk factors of 
breast cancer in the MetS versus the no MetS group. The patients 

with MetS were older, had higher parities with lesser incidence of 
nulliparity and had lesser incidence of dense breasts on mam-
mography (ACR D). The higher parity and lower incidence of 
nulliparity in MetS may reflect one of the mechanisms that con-
tribute towards the increased risk of breast cancer in MetS 
patients. However, the lesser incidence of dense breasts may just 
be because of the younger population in no MetS group and may 
not reflect the decreased risk attributable to denser breasts. This 
finding also goes in concordance to the findings in the studies by 
Conray et al8 and Tehranifar et al9 of a lower breast density in 
patients with MetS when compared to patients without MetS.

When we further subdivided our groups into premenopausal 
and postmenopausal, we found that all the differences were lost 

Table 3.  Distribution of risk factors associated with breast cancer in the 2 groups according to menstrual status.

Premenopausal (n = 131) Postmenopausal (n = 174)

  MetS (n = 74) No MetS (n = 57) P value MetS (n = 122) No MetS (n = 52) P value

Age 42.6 ± 7.9 38.8 ± 7.1 .004 57.9 ± 9.0 58.5 ± 11.9 .703

Age at menarche 14.2 ± 1.3 14.2 ± 1.3 .989 14.8 ± 1.5 14.5 ± 1.4 .201

Early menarche 0 0 1 (0.8%) 0 1.000

Age at FCB 23.6 ± 3.6 23.9 ± 3.9 .429 22.8 ± 4.1 22.8 ± 2.7 .557

Parity .209 .407

  0 5 (6.8%) 10 (17.5%) 3 (2.5%) 4 (7.7%)  

  1 10 (13.5%) 9 (15.8%) 6 (4.9%) 2 (3.8%)  

  2 38 (51.4%) 22 (38.6%) 49 (40.2%) 22 (42.3%)  

  >2 21 (28.3%) 16 (28.1%) 64 (52.4%) 24 (46.2%)  

Nulliparous 5 (6.8%) 10 (17.5%) .055 3 (2.5%) 4 (7.7%) .108

Late FCB 2 (2.7%) 2 (3.5%) 1.000 4 (3.3%) 1 (1.9%) 1.000

No breastfeeding 1 (1.4%) 0 1.000 1 (0.8%) 1 (1.9%) .496

Late menopause 1 (1.4%) 1 (1.8%) 1.000 – – –

Positive family history 5 (6.8%) 10 (17.5%) .049 10 (8.2%) 3 (5.8%) .757

Abbreviations: FCB, first childbirth, MetS, metabolic syndrome.

Table 4.  Distribution of breast density in the 2 groups.*

MetS (n = 196) No MetS (n = 109) P value

Breast density .125

ACR A 27 (15.8%) 12 (12.9%)  

ACR B 101 (59.1%) 51 (54.8%)  

ACR C 38 (22.2%) 20 (21.5%)  

ACR D 5 (2.9%) 10 (10.8%)  

Dense breasts (ACR D) 5 (2.9%) 10 (10.8%) .009

Abbreviations: ACR, American College of Radiology; MetS, metabolic syndrome. *Some data were missing as some of the mammograms were done outside of PGI. 
Percentage in brackets is derived as percentage from available data.
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in postmenopausal patients, and even in premenopausal patients, 
significant differences between MetS and no MetS were found 
only in age (older in MetS) and family history (higher incidence 

of positive family history in no MetS group). This finding again 
suggests that if the disease between MetS and no MetS is differ-
ent, it is probably not related to the difference in risk factors.

Table 5.  Distribution of breast density in the 2 groups according to menstrual status.*

Premenopausal (n = 131) Postmenopausal (n = 174)

  MetS (n = 74) No MetS (n = 57) P value MetS (n = 122) No MetS (n = 52) P value

Breast density .057 .756

ACR A 6 (8.7%) 5 (10.6%) 21 (20.6%) 7 (15.2%)  

ACR B 41 (59.4%) 23 (48.9%) 60 (58.8%) 28 (60.9%)  

ACR C 19 (27.5%) 11 (23.4%) 19 (18.6%) 9 (19.6%)  

ACR D 3 (4.3%) 8 (17.0%) 2 (1.9%) 2 (4.3%)  

Dense breasts (ACR D) 3 (4.3%) 8 (17.0%) .022 2 (1.9%) 2 (4.3%) .407

Abbreviations: ACR, American College of Radiology; MetS, metabolic syndrome. *Some data were missing as some of the mammograms were done outside of PGI. 
Percentage in brackets is derived as percentage from available data.
Bold value indicate the parameters with significant p values.

Table 6.  Distribution of the prognostic factors of breast cancer in the 2 groups.

MetS (n = 196) No MetS (n = 109) P value

Staging .250

  I 21 (10.7%) 11 (10.1%)  

  II 109 (55.6%) 63 (57.8%)  

  III 52 (26.6%) 21 (19.3%)  

  IV 14 (7.1%) 14 (12.8%)  

Type of tumour .960

  IDC 173 (88.3%) 96 (88.1%)  

 N on-IDC 23 (11.7%) 13 (11.9%)  

Grade .445

  I 39 (19.9%) 19 (17.4%)  

  II 77 (39.3%) 51 (46.8%)  

  III 80 (40.8%) 39 (35.8%)  

Hormone receptor positive 130 (66.3%) 65 (59.6%) .243

HER2Neu positive 28 (14.3%) 26 (23.9%) .036

Low Ki67 (<14%) 62 (31.6%) 27 (24.8%) .206

Ki67 (mean ± SD) 26.5 ± 19.8 26.7 ± 17.5 .923

Molecular subtype .057

  LA 38 (19.4%) 15 (13.8%)  

  LB 92 (46.9%) 50 (45.9%)  

  HE 6 (3.1%) 11 (10.1%)  

  BL 60 (30.6%) 33 (30.2%)  

Presence of distant metastases 14 (7.1%) 14 (12.8%) .096

Visceral metastases 10 (71.4%) 8 (57.1%) .430

Abbreviations: BL, Basal like; HE, HER2 enriched; LA, Luminal A; LB, Luminal B; SD, standard deviation; MetS, metabolic syndrome.
Bold value indicate the parameters with significant p values.
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There were also very few differences in the known prognos-
tic factors of breast cancer. Apart from the HER2 positivity 
(lower in MetS), there were no significant differences between 
the MetS and no MetS groups. This result was almost identical 
to the results shown by Can et al15 where they found no statis-
tically significant difference in patients with MetS or no MetS 
in terms of size of tumour, axillary lymph node (LN) MetS, 
distant MetS, grade, ER, PR, and HER2 status.

After subdivision into premenopausal and postmenopausal, 
no difference was noted in the hormone receptor positivity in 
the 2 groups. Premenopausal patients having MetS had a 
higher number of Grade-3 tumours (despite a higher mean age 
in MetS group) but a lesser incidence of distant metastases. 
The higher grade of tumours was in concordance to the pre-
vailing wisdom of poorer outcomes in MetS patients. On the 

contrary, postmenopausal patients with MetS had less chances 
of having HER2-positive tumours and HE molecular subtype 
and higher chances of having a luminal A type of disease. 
These observations lead us to believe that the mechanism 
involved in poorer prognosis of breast cancer in premenopausal 
MetS patients may be related to higher incidence of Grade-3 
tumours but is different from the known prognostic factors in 
postmenopausal women.

If we look at Table 1, we can find that even in patients with 
no MetS, there were significant numbers of patients in whom 
one or more diagnostic parameters for defining MetS was 
deranged. In fact, there were only 13 (11.9%) patients in no 
MetS group that had no abnormality in these parameters. We 
usually assume that the difference in risk and prognosis in 
MetS versus No MetS is cumulative of all the individual 

Table 7.  Distribution of prognostic factors of breast cancer in the 2 groups according to menstrual status.

Premenopausal (n = 131) Postmenopausal (n = 174)

  MetS (n = 74) No MetS (n = 57) P value MetS (n = 122) No MetS (n = 52) P value

Staging .203 .744

  I 5 (6.8%) 5 (8.8%) 16 (13.1%) 6 (11.5%)  

  II 45 (60.8%) 32 (56.1%) 64 (52.5%) 31 (59.6%)  

  III 20 (27.0%) 11 (19.3%) 32 (26.2%) 10 (19.2%)  

  IV 4 (5.4%) 9 (15.8%) 10 (8.2%) 5 (9.6%)  

Type .273 .305

  IDC 67 (90.5%) 48 (84.2%) 106 (86.9%) 48 (92.3%)  

 N on-IDC 7 (9.5%) 9 (15.8%) 16 (13.1%) 4 (7.7%)  

Grade .05 .298

  I 11 (14.9%) 12 (21.1%) 28 (23.0%) 7 (13.5%)  

  II 28 (37.8%) 30 (52.6%) 49 (40.2%) 21 (40.4%)  

  III 35 (47.3%) 15 (26.3%) 45 (36.9%) 24 (46.2%)  

Hormone receptor positive 55 (74.3%) 38 (66.7%) .338 75 (61.5%) 27 (51.9%) .242

HER2Neu positive 13 (17.6%) 11 (19.3%) .800 15 (12.3%) 15 (28.8%) .008

Low Ki67 23 (31.1%) 13 (22.8%) .293 39 (32.0%) 14 (26.9%) .508

Ki67 (mean ± SD) 26 ± 20.0 27.4 ± 18.2 .687 26.7 ± 19.8 25.9 ± 16.8 .795

Molecular subtype .613 .034

  LA 12 (16.2%) 10 (17.5%) 26 (21.3%) 5 (9.6%)  

  LB 43 (58.1%) 28 (49.1%) 49 (40.2%) 22 (42.3%)  

  HE 3 (4.1%) 5 (8.8%) 3 (2.5%) 6 (11.5%)  

  BL 16 (21.6%) 14 (24.6%) 44 (36.1%) 19 (36.5%)  

Distant metastases 4 (5.4%) 9 (16.1%) .045 10 (8.3%) 5 (9.6%) .773

Visceral MetS 3 (75%) 5 (55.6%) .506 7 (70%) 3 (60%) .699

Abbreviations: BL, basal like; HE, HER2 enriched; LA, luminal A; LB, luminal B; SD, standard deviation; MetS, metabolic syndrome.
Bold value indicate the parameters with significant p values.
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parameters. This may be one of the reasons that we could not 
identify significant difference between the MetS and No MetS 
group. A larger study especially that compares patients with no 
abnormality in any parameters to patients with MetS might be 
able to give a better perspective on this problem.

It is now well accepted that there is a positive correlation 
between MetS and the development of breast cancer. A 
meta-analysis published in 201424 had shown that women 
with MetS had a relative risk of 1.47 of developing breast 
cancer when compared to women without MetS, although, 
in this meta-analysis, little stress was given on the individual 
parameters defining the MetS. And although, our study was 
not designed to give us any information with regard to the 
increased risk of breast cancer conferred by MetS, there were 
a higher number of breast cancer patients who had MetS 
than those who did not. This may suggest an increased risk 
conferred by MetS to breast cancer or may just indicate the 
overall prevalence of MetS in the populations these patients 
come from.

It can be concluded from the findings of this study that we 
were not able prove our hypothesis that the breast cancer in 
patients with MetS is different from breast cancer in patients 
without MetS in terms of standard clinico-pathologic risk and 
prognostic factors.

Conclusions
Breast cancer in patients with MetS may not be significantly 
different from breast cancer in patients without MetS.
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