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Abstract

Context: Women with polycystic ovary syndrome (PCOS) have an increased risk of metabolic syndrome (MetS). Both 
PCOS and MetS are associated with excess weight.
Objective: To examine the effect of a three-component lifestyle intervention (LSI) with or without short message service 
(SMS+ or SMS−, respectively) on the prevalence and severity of MetS and metabolic parameters, compared to care as 
usual (CAU).
Design: Randomized controlled trial.
Methods: Women diagnosed with PCOS and a BMI >25 kg/m2 (n = 183) were either assigned to a 1-year three-
component (cognitive behavioural therapy, diet, and exercise) LSI, with or without SMS support, or to CAU which 
provided weight-loss advice only. Main outcome measures included changes in the prevalence of MetS, the continuous 
MetS severity z-score (cMetS z-score), metabolic parameters, and the impact of weight loss.
Results: After 1 year, the decrease in the cMetS z-score was greater in the SMS+ group than the CAU group (−0.39, 
P  = 0.015). The prevalence of MetS changed with −21.6% (P  = 0.037), −16.5% (P  = 0.190), and +7.0% (P  = 0.509) in 
both LSI groups and CAU group, respectively. A post hoc analysis for both LSI groups combined vs CAU resulted in a 
MetS difference of −25.9% (P  = 0.046). Moreover, weight loss per se resulted in significantly favourable effects on all 
metabolic parameters.
Conclusions: This three-component LSI was more successful in improving metabolic health compared to CAU. 
Therefore, we recommend this intervention to women with PCOS and excess weight, provided that a clinically relevant 
weight loss is being pursued.

Introduction

With a prevalence of 8–13% (1, 2, 3, 4, 5), polycystic ovary 
syndrome (PCOS) is the most common endocrine disorder 
in women during their reproductive lifespan. Women 
with PCOS present more often with individual metabolic 
features such as elevated blood pressure (BP), enlarged waist 
circumference (WC), and an impaired glucose tolerance 

(6). Other key features of metabolic syndrome (MetS) are 
elevated triglyceride (TG) levels and reduced high-density 
lipoprotein (HDL).

The increased prevalence of all these individual 
metabolic features leads to a higher prevalence of MetS 
among women with PCOS. For example, women with 
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PCOS are especially prone to central obesity (7). Moreover, 
obesity exacerbates many of the metabolic abnormalities 
that are already associated with PCOS, such as insulin 
resistance and lipid abnormalities (1, 8, 9). It has been 
found that insulin levels and lipid profiles were most 
severely affected in the subgroup of PCOS cases that had 
both hyperandrogenism and a BMI of ≥25 kg/m2 (10). 
Overall, women with PCOS have more than a three-fold 
increase in MetS prevalence compared to women without 
PCOS (9, 11).

MetS is considered to be a pathological state associated 
with cardiovascular disease (12). Therefore, it is desirable 
to detect and treat MetS before irreversible cardiovascular 
events and/or diabetes mellitus will occur. Some believe 
that several cardiovascular risk factors associated with 
PCOS, such as obesity, diabetes mellitus, hypertension, 
and dyslipidemia, are driven by insulin resistance as the 
same pathogenic mechanism (13). Insulin resistance and 
hyperandrogenism are believed to affect the lipid profile 
among women with PCOS, causing dyslipidemia even in 
non-obese women with PCOS (14). A therapeutic approach 
could be insulin-sensitizing agents such as inositols or 
metformin (13, 15), which seem to have a beneficial 
effect on metabolic derangements associated with PCOS. 
Also, others believe that there is a therapeutic role of 
foods and nutrients of specific dietary patterns (e.g. the 
Mediterranean diet) which have positive effects on the 
clinical severity of PCOS, improving inflammatory status, 
insulin resistance, and hyperandrogenemia (16). Physical 
activity is also believed to improve insulin resistance, 
cardiovascular, and metabolic diseases (17, 18). In general, 
we can conclude that lifestyle adjustments are necessary to 
improve the metabolic status of women with PCOS.

All five components of MetS are alleviated in the 
general population by even modest amounts of weight loss 
achieved with diet and exercise (19). Weight management 
by a three-component (diet, exercise, and behavioural 
therapy) lifestyle intervention (LSI) is currently the first-
line treatment for women with PCOS (1), despite the 
well-known difficulties with adherence in LSI. Dropout 
is a common phenomenon, and discontinuation rates 
varying between 12 and 47% in LSI studies in overweight 
and obese women with PCOS have been reported (20). 
Nevertheless, previous short-term one or two-component 
LSIs in women with PCOS have described improvements 
in metabolic features such as WC, total cholesterol, LDL 
cholesterol, and fasting insulin (21). However, evidence 
is still lacking on changes in the prevalence and severity 
of MetS in overweight and obese women with PCOS as a 
result of long-term three-component LSIs.

We performed a randomized controlled trial (RCT) in 
overweight and obese women with PCOS that compared 
the effects of a 1-year three-component LSI with or without 
short message service (SMS) support to the effects of care 
as usual (CAU) (22). The aim of this study was to evaluate 
the effects of the intervention on the prevalence of MetS 
and its diagnostic components, as well as on the severity of 
MetS over the course of the study.

Subjects and methods

Trial design

Between August 2, 2010, and March 11, 2016, we conducted 
a randomized controlled 1-year three-component LSI, 
which was approved by the Medical Research Ethics 
Committee of the Erasmus MC in Rotterdam (MEC2008-
337) and registered by clinical trial number: NTR2450 
(www.trialregister.nl). The trial consisted of three arms: (i) 
1-year three-component LSI with SMS (SMS+), (ii) 1-year 
three-component LSI without SMS (SMS−), and (iii) CAU. 
The protocol was published previously (22).

In this study, we examined the effect of the LSI groups 
SMS+ and SMS− compared to CAU on the MetS and on 
the different metabolic parameters (homeostasis model 
assessment (HOMA-IR), BP, WC, fasting glucose, fasting 
insulin, lipids). Additionally, the effect of SMS support 
within the LSI was analysed, as well as the effect of the 
RCT on the continuous MetS severity z-score. Finally, 
different post hoc analyses were performed including an 
evaluation of the longitudinal effect after pooling both LSI 
groups (SMS+ and SMS−) compared to CAU on the above-
mentioned outcome measures and mediation analyses. 
We also investigated the effect of weight change per se (all 
groups combined) on the MetS and metabolic parameters.

Outcome measures were assessed every 3 months 
starting at baseline until the endpoint at 12 months.

Participants

Women were enrolled at the outpatient clinic within the 
division of Reproductive Endocrinology and Infertility 
of the Department of Obstetrics and Gynaecology, at 
the Erasmus MC, the Netherlands. Inclusion criteria 
comprised women who were actively trying to conceive 
with a BMI > 25 kg/m2, between 18 and 38 years of age, 
and a diagnosis of PCOS according to the Rotterdam 
2003 consensus criteria (23). Exclusion criteria comprised 
the lack of proficient use of the Dutch language, severe 
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mental illness, adrenal diseases or ovarian tumours, 
and other causes leading to androgen excess, and other 
malformations of the internal genitalia. With the use 
of an extensive endocrine screening, which is specified 
below, women with other secondary endocrine (e.g. 
hypothyroidism, Cushing’s disease, hypothalamic obesity, 
hypogonadism, and insulinoma), drug-related, and, 
when indicated, genetic causes of secondary obesity were 
identified and excluded. Participants discontinued the 
study if pregnancy was achieved.

After they provided written informed consent, women 
were randomly assigned in a 1:1:1 ratio to one of the three 
arms of the study: SMS+, SMS−, or CAU. Randomization 
was performed using a computer-generated random 
numbers table. The sample size was calculated based on 
an expected dropout proportion of 40%, resulting in a 
minimum of 60 participants in each group.

PCOS was diagnosed when at least two of the following 
key features were present: ovulatory dysfunction (cycle 
interval length > 35 or < 21 days), clinical (modified 
Ferriman Gallwey score ≥ 5), and/or biochemical 
(testosterone measured with RIA: free androgen index (FAI) 
cut off > 4.5 and/or total testosterone > 3.0, testosterone 
measured with liquid chromatography-tandem mass 
spectrometry (LC-MS/MS): FAI cut off > 2.9 and/or total 
testosterone > 2.0 nmol/L) hyperandrogenism and 
polycystic ovarian morphology (PCOM; ≥12 follicles 
(measuring 2–9 mm in diameter) and/or ovarian 
volume > 10 cm3 in at least one ovary using an ultrasound 
machine with a transvaginal probe of less than 8 MHz) 
(1, 23). MetS was defined according to the National 
Cholesterol Education Programme (NCEP) definition 
when at least three of the following features were present: 
WC ≥ 88 cm, fasting glucose ≥ 6.1 mmol/L, BP > 129/84 
mmHg, HDL < 1.3 mmol/L, and TG ≥ 1.7 mmol/L (11).

Clinical and endocrine assessments

All three groups underwent five extensive standardized 
endocrine assessments after an overnight fast, which 
included general medical, obstetric and family history, 
and anthropometric measurements. Height was measured 
using a wall-mounted stadiometer (Seca 220; Seca, 
Hamburg, Germany), body weight was measured using 
a calibrated scale (Seca 877; Seca, Hamburg, Germany), 
and BMI (kg/m2) was calculated. WC was measured in 
standing position, without heavy outer garments, midway 
between the lower rib and iliac crest according to the 
NCEP guidelines (11). BP was measured, and a transvaginal 

ultrasound was performed (probe of less than 8 MHz). 
Fasting blood samples were collected and assessed on 
insulin, glucose, gonadotropins, sex steroids, thyroid 
hormones, lipid profile, and adrenal steroids. Insulin was 
measured using the Roche Modular E170 assay (Roche 
Diagnostics) with intra-assay and inter-assay coefficients 
of variation (CV) of <2 and <4%, respectively. The COBAS 
8000 Modular Analyser (Roche Diagnostics GmbH) was 
used to measure glucose (intra-assay CV < 0.8% and inter-
assay CV < 1.4%) and cholesterol, HDL, LDL, and TG (intra-
assay CV < 1.1% and inter-assay CV < 2.1%). The HOMA-IR 
was used to assess insulin resistance. Insulin was converted 
from pmol/L to mU/L. Subsequently, the HOMA-IR was 
calculated as: fasting insulin (mU/L) × fasting glucose 
(mmol/L) / 22.5 (24). Insulin resistance was present when 
1/HOMA-IR < 0.47 (24).

Continuous metabolic syndrome severity z-score

The continuous MetS severity z-score (cMetS z-score) 
was calculated to provide a clinically accessible and 
interpretable continuous measurement in order to identify 
participants who are at higher risk for MetS-related diseases 
as well as to follow changes within individuals over time. 
The MetS z-score was derived from a confirmatory factor 
analysis which examined the weighted contribution of 
each of the five components of the MetS. This analysis also 
allowed for the correlations between MetS components to 
be different by sex and ethnicity. Eventually, this resulted 
in different equations for sex- and ethnic-specific MetS risk 
z-score with mean 0 and s.d. equals 1. Scores above 0 are 
associated with an increased risk for future cardiometabolic 
disease (25, 26, 27, 28).

Three-component lifestyle intervention and 
control group (CAU)

The LSI lasted 12 months and covered three components 
in twenty 2.5-h group meetings: cognitive behavioural 
therapy (CBT), diet, and exercise. CBT techniques were 
used to, for example, create awareness and to restructure 
dysfunctional thoughts about lifestyle, weight (loss), and 
self-esteem. The ‘Dutch Food Guide’ was used as a guideline 
for healthy eating (29), and the global recommendations 
for physical activity by the World Health Organization 
(30) formed the basis for the exercise component of 
the LSI. After 3 months, half of the LSI group received 
additional patient-tailored SMS feedback. Participants sent 
weekly self-monitored information regarding their diet, 
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physical activity, and emotions by SMS. A semi-automated 
software programme generated feedback in response to the 
incoming messages with the goal to encourage positive 
behaviour and provide social support. Participants also 
received two additional messages per week addressing 
eating behaviour and physical activity. Examples of types 
of messages are further specified in the study protocol 
(22). In order to get acquainted with, and to evaluate the 
acceptability of the LSI, we tested the LSI in a pilot group 
(n = 26) before enrolling participants for the study. These 
data were not used for the current study.

CAU(control) comprised an advice to adopt a healthy 
lifestyle and to lose weight by methods of their own 
choosing (e.g. visit a dietician or gym) and consultations 
with their treating physician.

Statistical methods

Between-group (SMS+ vs CAU, SMS− vs CAU, and SMS+ 
vs SMS−) and within-group analyses on the prevalence 
of MetS, metabolic parameters, and cMetS z-score were 
performed with multilevel logistic and linear regression 
models based on the intention-to-treat principle. Mixed 
modelling can efficiently deal with missing data and 
unbalanced time points (31). These analyses included 
an upper level and a lower level, which represented the 
participants and their repeated measures, respectively. 
Study group, logarithmic time, and interactions were 
included as independent variables, and a bootstrap 
procedure with 10 000 samples was performed in case of a 
non-normal distribution.

Post hoc analyses

Mixed modelling was also applied for the post hoc analyses. 
First, the SMS+ and SMS− groups were pooled in order to 
evaluate the complete LSI group vs CAU. We also pooled 
all three groups to analyse all cases who changed in body 
weight (with % of body weight as a continuous variable) 
and their effect on the outcome measures (MetS, cMetS 
z-score, and different metabolic parameters).

With mediation analyses, we evaluated the 
relationship between the independent variable (LSI) 
and dependent variable (MetS) with potential mediators 
(weight, androgens, sex hormone-binding globulin 
(SHBG), insulin, and HOMA-IR). Pathways α, β, τ, and τ’ 
were analysed with mixed modelling, and a mediation 
ratio with coinciding P-value was calculated with the 
following equations:

Zmediation =
+ +

ab

b aa b a b2 22 2 2 2SE SE SE SE
  (1)

Mediation ratio =
ab
t

  (2)

IBM SPSS statistics version 25.0 was used for multilevel 
linear analyses including bootstrap procedure. SAS version 
9.4 (SAS Institute Inc., Cary, NC, USA) was used for 
multilevel logistic regression analyses. A P-value of <0.05 
was considered statistically significant.

Results

Between August 2, 2010, and March 11, 2016, 561 eligible 
women were identified to participate in the trial, of whom 
26 women were included in a pilot study and 352 women 
were excluded with reasons further specified in Fig. 1. This 
resulted in 183 women who were randomly assigned to the 
SMS+ group (n = 60), SMS− group (n = 63), and CAU group 
(n = 60). Eventually, 27, 16, and 24 women completed the 
study for the SMS−, SMS+, and CAU groups respectively, 
overall resulting in a 36.6% completion rate. A total of 485 
measurements were available for these intention-to-treat 
analyses. Baseline characteristics are presented in Table 1. 
MetS was present in 41.4% in the SMS+ group, in 48.3% in 
the SMS− group, and in 38.5% in the CAU group. Overall, 
median age was 29 years (IQR 26–32), and median BMI was 
32.8 kg/m2 (IQR 30.1–36.1). Mean weight loss after 1 year 
was 7.87 kg in SMS+, 4.65 kg in SMS−, and 2.32 kg in CAU 
(within all groups, P < 0.001). The proportion of women 
who achieved >5% and >10% weight reduction was 85.7 
and 45.9% within SMS+, 52.8 and 12.2% within SMS−, and 
21.8 and 6.8% within CAU, respectively (32).

Between-group estimates after 12 months  
(SMS+ vs CAU, SMS− vs CAU, and SMS+ vs SMS−)

The MetS risk z-score decreased from 0.44 to 0.02 in SMS+, 
from 0.41 to 0.20 in SMS−, and from 0.39 to 0.36 in CAU. 
The difference between SMS+ and CAU after 12 months 
was significant (−0.39, P  = 0.015). The SBP decreased from 
120 to 115 mmHg in the SMS+ group, from 121 to 116 
mmHg in the SMS− group, and increased from 119 to 121 
mmHg in the CAU group. The difference at 12 months 
was significant in favour of both the SMS+ (−7 mmHg, 
P  = 0.039) and SMS− (−6 mmHg, P  = 0.013) group when 
compared to CAU. Subsequently, the prevalence of having 
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a BP ≥ 129/84 mmHg as a diagnostic criterion for MetS 
decreased from 38.1% at baseline to 15.7% at 12 months in 
the SMS− group and increased from 29.0 to 36.2% in the 
CAU group, resulting in a significant difference of 29.5% 
(P  = 0.020) between the groups at 12 months. However, a 
difference in mean HDL serum levels of 0.10 mmol/L in 
favour of the CAU group (from 0.87 mmol/L at baseline 
to 0.93 mmol/L at 12 months) compared to the SMS+ 
group (from 0.94 mmol/L at baseline to 0.90 mmol/L at 12 
months) was also observed (P  = 0.018), see Table 2.

Within-group estimates after 12 months

Table 3 provides all within-group changes from baseline 
to 12 months. The prevalence of MetS decreased within 
SMS− from 49.8 to 28.2% (−21.6%, P  = 0.037) after 12 
months. Within the SMS+ group, the prevalence of MetS 
decreased from 41.9 to 25.3% (−16.5%, P  = 0.190) and 
increased in CAU from 37.9 to 44.8% (+7.0%, P  = 0.509). 

The cMetS severity z-score decreased within the SMS+ 
(−0.42, P  = 0.002) and SMS− group (−0.21, P  = 0.027) but 
not significant within CAU (−0.03, P  = 0.733).

Further improvements in the LSI groups included a 
decrease in SBP in the SMS− group (−5 mmHg, P  = 0.010), 
a decrease in DBP within the SMS+ (−4 mmHg, P  = 0.034) 
and SMS− (−3 mmHg, P  = 0.040) groups, a decrease in 
WC within the SMS+ group (−8.4 cm, P  = 0.013), and a 
decrease in cholesterol (−0.4 mmol/L, P  = 0.009) but also 
in LDL (−0.29 mmol/L, P  = 0.027) within the SMS+ group. 
The CAU group only significantly improved in WC (−5.1 
cm, P  = 0.016) and HDL (+0.06 mmol/L, P  = 0.022) after  
12 months.

Post hoc analysis; between-group estimates after 
12 months (LSI vs CAU)

As we observed promising results in both the SMS+ and 
SMS− groups, we have combined the groups for a post hoc 

Figure 1
CONSORT flowchart.
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analysis in order to evaluate the effect of the LSI vs CAU. 
Indeed, the prevalence of MetS was statistically significant 
and more reduced with −25.9% (P  = 0.046) within the 
LSI (from 46.0% at baseline to 27.1% at 12 months, 
−18.9%) compared to an increase in the CAU group (from 
37.9% at baseline to 44.8% at 12 months, +7.0%), see 
Fig. 2. Also, the cMetS risk z-score reduced −0.25 more 
(P  = 0.030) within the LSI groups combined (from 0.42 at 
baseline to 0.15 at 12 months, −0.28) vs the CAU group  
(from 0.39 at baseline to 0.36 at 12 months, −0.03), as 
demonstrated in Fig. 3.

Consequently, the improvement in metabolic status over 
time resulted in a statistically significant positive effect on 
hyperandrogenism (estimate −0.812 s.e. 0.305, P  = 0.008). 
This effect could mainly be attributed to changes in 
biochemical hyperandrogenism (estimate −0.821 s.e. 0.259, 
P  = 0.002), whereas changes in clinical hyperandrogenism 
were non-significant (estimate −0.021 s.e. 0.262, P  = 0.936). 
And, although improvement of metabolic status showed a 
positively decreasing effect on ovulatory dysfunction, this 
was non-significant (estimate −0.442 s.e. 0.372, P  = 0.237). 
Additionally, there was no significant effect on PCOM 
(estimate 0.395 s.e. 0.540, P  = 0.466).

Post hoc analysis; mediation

Weight, androgens (testosterone, androstenedione, 
dehydroepiandrosterone, dehydroepiandrosterone 
sulphate, and free androgen index), SHBG, insulin, and 
HOMA-IR were checked as mediating variables for the effect 
of the LSI on the prevalence of MetS. Weight resulted in 
mediation (mediation ratio 0.121, P  = 0.037) with pathways 
further specified in Fig. 4. This indicates that weight 
mediated the pathway between the LSI and MetS by 12.1%.

Post hoc analysis; estimates of weight loss and 
weight gain per se

For the post hoc analyses on changes in weight per se on 
MetS and metabolic parameters, we pooled the effects of all 
three groups to evaluate all participants whose body weight 
was changed. The prevalence of MetS decreased by −13.2% 
when 5% weight loss was achieved and by −23.8% when 
participants achieved a 10% weight loss (estimate 0.114 
s.e. 0.028, P < 0.001). The prevalence of MetS increased 
by +14.1% when participants gained 5% in weight. The 
separate NCEP diagnostic criteria for elevated WC, BP, 
and TGs also demonstrated a statistically significant  

Table 1 Baseline characteristics. Values are displayed as n (%) or as medians (interquartile range).

Lifestyle intervention  
Care as usual (n = 60)SMS+ (n = 60) SMS− (n = 63)

Metabolic syndrome 24 (41.4%) 29 (48.3%) 20 (38.5%)
Insulin resistance 39 (66.1%) 40 (65.6%) 40 (67.8%)
Nulliparous 47 (79.7%) 47 (75.8%) 44 (75.9%)
Caucasian 30 (50.0%) 21 (35.0%) 25 (42.4%)
Smoking 13 (21.7%) 11 (17.7%) 14 (23.7%)
Alcohol consumption 12 (20.0%) 15 (24.2%) 19 (32.2%)
Education
 Low 5 (8.3%) 5 (8.2%) 8 (14.3%)
 Intermediate 33 (55.0%) 34 (55.7%) 35 (62.5%)
 High 22 (36.7%) 22 (36.1%) 13 (23.2%)
cMetS z-score 0.36 (0.02 to 0.85) 0.37 (−0.01 to 0.82) 0.31 (−0.11 to 0.66)
Waist (cm) 101 (93 to 107) 96 (89 to 109) 96 (89 to 109)
SBP (mmHg) 120 (112 to 125) 121 (115 to 130) 120 (110 to 125)
DBP (mmHg) 80 (74 to 81) 80 (75 to 84) 79 (70 to 84)
Glucose (mmol/L) 5.0 (4.7 to 5.3) 5.2 (4.8 to 5.4) 5.0 (4.7 to 5.3)
Insulin (pmol/L) 87 (51 to 122) 103 (54 to 148) 89 (62 to 123)
HOMA-IR 2.79 (1.73 to 4.27) 3.28 (1.75 to 5.21) 2.84 (1.99 to 4.07)
HDL (mmol/L) 0.93 (0.79 to 1.05) 0.90 (0.76 to 1.10) 0.85 (0.73 to 0.98)
LDL (mmol/L) 3.17 (2.67 to 3.83) 3.16 (2.65 to 3.85) 3.17 (2.61 to 3.73)
Cholesterol (mmol/L) 4.8 (4.2 to 5.4) 4.7 (4.2 to 5.4) 4.8 (4.0 to 5.2)
Triglycerides (mmol/L) 1.12 (0.83 to 1.69) 1.23 (0.91 to 1.70) 1.27 (0.83 to 1.78)
Age (years) 28 (26 to 32) 30 (27 to 33) 28 (26 to 32)
Weight (kg) 95 (85 to 106) 89 (80 to 104) 84 (79 to 97)
BMI (kg/m2) 33.5 (30.9 to 37.1) 33.6 (30.4 to 36.0) 30.6 (29.3 to 34.3)
Age of menarche (years) 12 (12 to 14) 12 (11 to 13) 12 (11 to 13)

cMetS z-score, continuous metabolic syndrome z-score; DBP, diastolic blood pressure; HDL, high-density lipoprotein; HOMA-IR, homeostatic model 
assessment for insulin resistance; IQR, interquartile range; LDL, low-density lipoprotein; SBP, systolic blood pressure; SMS−, lifestyle intervention without 
SMS support; SMS+, lifestyle intervention with SMS support.
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interaction, as well as the prevalence of insulin resistance 
with results further specified in Table 4. Furthermore, 
changes in the percentage of body weight also had a 
statistically significant effect on the cMetS risk z-score 
(estimate 0.043 s.e. 0.005, P < 0.001). The same pattern 
was observed for all other continuous metabolic  
characteristics, especially if more weight loss was achieved. 
Weight gain worsened these metabolic parameters,  
see Table 4.

Discussion

This study analysed secondary outcome measures from a 
three-component long-term randomized controlled LSI in 
overweight and obese women with PCOS. The prevalence 
and severity of MetS decreased significantly in the group 
receiving the intervention, whereas the incidence of 
MetS increased in the group that received CAU. This 
effect was significantly mediated by weight, suggesting 
that the changes in MetS were related to the changes 
in weight through the LSI. Moreover, improvement in 
metabolic status had a positive effect on (biochemical) 
hyperandrogenism. BP, WC, cholesterol, and LDL 
decreased, and HDL increased within all groups. However, 

positive changes were more evident within the LSI groups. 
Furthermore, weight loss, in general, resulted in positive 
effects on the prevalence and severity of MetS as well as on 
all metabolic characteristics separately.

Our study demonstrated favourable changes 
concerning metabolic health. These changes were very 
much determined by the extent of advice and guidance 
provided in the lifestyle programme as well as by the 
amount of weight loss achieved in that programme. 
Similarly, positive effects of LSIs on total cholesterol, LDL, 
and fasting insulin levels have been demonstrated before 
(21). These studies also demonstrated the important 
positive effect of exercise on insulin resistance (33). Not 
many participants in our RTC achieved a 5–10% weight loss 
(32), which may possibly explain the small between-group 
effects with regard to changes in metabolic parameters. 
The large number of dropouts is a common problem in LSI 
programmes, and this was unfortunately not different in 
our study. However, and although in only a small group 
of patients, we do provide robust evidence that supports 
the recommendation for achieving a minimum of 5–10% 
sustainable weight loss in future LSIs, as described in the 
current PCOS guideline (1).

Different ways have been found to assess the severity 
status of MetS and possible future metabolic diseases. 

Table 2 Difference in the metabolic syndrome and metabolic parameters between study groups at 12 months. Differences were 
tested with multilevel logistic regression analyses for categorical variables and with multilevel linear regression analyses for 
continuous variables, combined with a bootstrap procedure in case of a non-normal distribution.

SMS+ vs CAU difference SMS− vs CAU difference SMS+ vs SMS− difference
Value P value Value P value Value P value

Metabolic syndrome (%) −23.7 0.146 −28.6 0.052 5.1 0.808
 Waist ≥ 88 cm (%) −0.7 0.763 −2.8 0.505 1.5 0.810
 Glucose ≥ 6.1 mmol/L (%) −5.6 0.377 −6.5 0.254 0.1 0.993
 BP ≥ 129/84 mmHg (%) −17.2 0.233 −29.5 0.020 12.4 0.408
 HDL <1.3 mmol/L (%) 5.1 0.224 5.4 0.415 2.4 0.429
 TG ≥ 1.7 mmol/L (%) −1.6 0.910 −7.1 0.532 5.2 0.686
Insulin resistance (%) −10.3 0.492 −1.8 0.890 −7.2 0.642
Metabolic parameters
 cMetS z-score −0.39 0.015 −0.18 0.172 −0.17 0.159
 HOMA-IR −0.28 0.683 −0.05 0.942 0.29 0.591
 SBP (mmHg) −7 0.039 −6 0.013 0 0.879
 DBP (mmHg) −4 0.084 −3 0.109 0 0.867
 Waist (cm) −3.2 0.400 1.3 0.648 4.40 0.201
 Glucose (mmol/L) −0.3 0.153 −0.2 0.206 0.03 0.862
 Insulin (pmol/L) −3 0.896 6 0.781 10.46 0.474
 Cholesterol (mmol/L) −0.4 0.054 −0.2 0.265 0.2 0.348
 HDL (mmol/L) −0.10 0.018 −0.04 0.322 0.06 0.218
 LDL (mmol/L) −0.18 0.284 −0.06 0.700 0.12 0.485
 TG (mmol/L) −0.17 0.333 −0.22 0.139 −0.01 0.946

BP, blood pressure; CAU, care as usual; cMetS z-score, continuous metabolic syndrome z-score; DBP, diastolic blood pressure; HDL, high-density 
lipoprotein; HOMA-IR, homeostatic model assessment for insulin resistance; LDL, low-density lipoprotein; SBP, systolic blood pressure; SMS−, lifestyle 
intervention without SMS support; SMS+, lifestyle intervention with SMS support; TG, triglycerides.Statistically significant values (P<0.05) are presented  
in bold.
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Table 3 Within-group changes in metabolic syndrome and metabolic parameters from baseline to 12 months. Differences were 
tested with multilevel logistic regression analyses for categorical variables and with multilevel linear regression analyses for 
continuous variables, combined with a bootstrap procedure in case of a non-normal distribution.

Group At baseline At 3 months At 6 months At 9 months At 12 months Change
P value 
within

Metabolic syndrome (%)
  SMS+ 41.9 32.4 28.9 26.8 25.3 −16.5 0.190
  SMS− 49.8 37.6 32.9 30.2 28.2 −21.6 0.037
  CAU 37.9 41.6 43.1 44.1 44.8 7.0 0.509
Metabolic parameters
 cMetS z-score
  SMS+ 0.44 0.20 0.11 0.06 0.02 −0.42 0.002
  SMS− 0.41 0.19 0.16 0.17 0.20 −0.21 0.027
  CAU 0.39 0.22 0.23 0.28 0.36 −0.03 0.733
 HOMA-IR
  SMS+ 3.33 3.12 3.04 2.99 2.95 −0.38 0.329
  SMS− 3.79 3.70 3.67 3.65 3.63 −0.15 0.658
  CAU 3.87 3.81 3.79 3.78 3.76 −0.11 0.842
 SBP (mmHg)
  SMS+ 120 117 116 115 115 −5 0.053
  SMS− 121 119 117 117 116 −5 0.010
  CAU 119 120 120 120 121 1 0.450
 DBP (mmHg)
  SMS+ 78 76 75 75 74 −4 0.034
  SMS− 79 77 77 76 76 −3 0.040
  CAU 78 78 78 78 78 0 0.821
 Waist (cm)
  SMS+ 102.9 98.4 96.5 95.4 94.5 −8.4 0.013
  SMS− 100.1 98.1 97.2 96.7 96.3 −3.7 0.097
  CAU 100.3 97.6 96.5 95.8 95.2 −5.1 0.016
 Glucose (mmol/L)
  SMS+ 5.1 5.0 5.0 5.0 5.0 −0.2 0.150
  SMS− 5.2 5.1 5.1 5.1 5.1 −0.1 0.371
  CAU 5.0 5.1 5.1 5.1 5.2 0.1 0.375
 Insulin (pmol/L)
  SMS+ 100 94 92 90 89 −11 0.376
  SMS− 111 110 110 110 110 −2 0.842
  CAU 118 114 113 112 111 −8 0.700
 Cholesterol (mmol/L)
  SMS+ 4.7 4.5 4.4 4.4 4.3 −0.4 0.009
  SMS− 4.8 4.7 4.7 4.6 4.6 −0.2 0.092
  CAU 4.7 4.7 4.7 4.7 4.7 0.0 0.836
 HDL (mmol/L)
  SMS+ 0.94 0.92 0.91 0.90 0.90 −0.04 0.200
  SMS− 0.95 0.96 0.96 0.96 0.97 0.02 0.643
  CAU 0.87 0.90 0.92 0.92 0.93 0.06 0.022
 LDL (mmol/L)
  SMS+ 3.21 3.05 2.99 2.94 2.91 −0.29 0.027
  SMS− 3.24 3.15 3.11 3.09 3.07 −0.17 0.115
  CAU 3.25 3.19 3.16 3.15 3.14 −0.11 0.281
 TG (mmol/L)
  SMS+ 1.33 1.27 1.25 1.23 1.22 −0.11 0.441
  SMS− 1.39 1.31 1.28 1.26 1.24 −0.15 0.065
  CAU 1.39 1.42 1.43 1.44 1.45 0.06 0.593

CAU, care as usual; cMetS z-score, continuous metabolic syndrome Z score; DBP, diastolic blood pressure; HDL, high-density lipoprotein; HOMA-IR, 
homeostatic model assessment for insulin resistance; LDL, low-density lipoprotein; SBP, systolic blood pressure; SMS−, lifestyle intervention without SMS 
support; SMS+, lifestyle intervention with SMS support; TG, triglyceride.Statistically significant values (P<0.05) are presented in bold.
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For example, the within-group decreases in our study, 
especially those in BP and WC, may prevent severe future 
metabolic complications such as cardiovascular disease 
and/or events. This can be concluded because Guize and 
colleagues investigated combinations of the different 
metabolic components and observed a statistically 
significant high risk of all-cause mortality for MetS 
diagnoses in which elevated WC and elevated BP play 
key roles (34). This finding indicates the need for the 
elimination of these features. Another measure to evaluate 
the severity status of MetS is the cMetS z-score. Our study 
demonstrated a significant decrease in the severity score in 
the LSI groups, which further emphasizes the positive effect 
of LSIs on metabolic health. The cMetS severity score has 
also proven to possess predictive ability for future coronary 
heart disease (28) and type 2 diabetes mellitus (27) in the 
general population. We believe that it could be very helpful 
in predicting similar risks in women with PCOS as well. 

However, even though women with PCOS exhibit 
metabolic derangements at a young age, which is 
believed to worsen with ageing (35) and excess weight 
(9), controversy still remains about the long-term risk of 
cardiovascular disease in women with PCOS. Despite this 
controversy, we cannot ignore the metabolic derangement 
in reproductive-aged women with PCOS, since its impact 
on their cardiovascular health is likely similar to its impact 
on women without PCOS. Hence, lifestyle changes are 
needed to improve metabolic health in these women. 
Moreover, women with PCOS present more often with 
pregnancy-related complications such as gestational 
diabetes, pregnancy-induced hypertension, pre-eclampsia, 
and preterm birth (36). Such complications might also 
be prevented by optimizing the metabolic pre-pregnancy 
condition with the use of an LSI.

A major strength of our study is that this is the largest 
three-component LSI study cohort of women with PCOS 
to date. Another strength of this study is that we used the 
cMetS z-score for the first time in a cohort of reproductive-
aged women with PCOS. Traditional MetS criteria compose 
a binary classification; MetS is either present or it is not. 
An advantage of the cMetS z-score is the identification of 
individuals who are at high risk for developing MetS. These 
individuals may have MetS diagnostic measurements with 
elevations that are just below cut-off values. The traditional 
MetS criteria would have labelled these individuals as low-
risk (25). Moreover, this individual severity score makes 
it possible to follow changes over time and to assess the 
effects of certain LSIs, as demonstrated by the current RCT.

Dropout during LSIs is unfortunately a common 
phenomenon, and our RCT also suffered from considerable 
discontinuation rates, which is a limitation. Participant-

Figure 2
Changes in the prevalence of the metabolic syndrome over 
time for the lifestyle intervention groups combined compared 
to the care as usual group. Note: Post hoc analysis. Differences 
were tested with multilevel logistic regression.

Figure 3
Changes in the continuous metabolic syndrome z-score over 
time for the lifestyle intervention groups combined compared 
to the care as usual group. Note: Post hoc analysis. Differences 
were tested with multilevel linear regression. *Indicates 
statistical significance (P < 0.001) for within-group changes. 
cMetS z-score, continuous metabolic syndrome z-score.

Figure 4
Mediation analysis demonstrating the effect of weight on the 
metabolic syndrome.
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related factors which predict dropout at baseline have not 
yet been identified. Especially, study duration seems to be 
a factor with a particularly negative effect on adherence 
(37). Because of the length of our study, the intensity of 
the programme and the fact that spontaneous pregnancies 
were a reason to discontinue study participation, 
we expected to have high discontinuation rates and 
anticipated this with the sample size calculation (22). Also, 
we selected a statistical method, for example multilevel 
regression modelling, specifically designed to deal with 
such missing values (31). Despite these missing values, data 
from this RCT provide valuable information on the effect of 
a three-component LSI. Also, women who completed the 
programme will have a substantial advantage in managing 
a healthy lifestyle. Nonetheless, future studies should focus 
on strategies to increase adherence rates.

Conclusion

This three-component lifestyle RCT demonstrated 
statistically significant and clinically relevant 
improvements in metabolic health. Notwithstanding 
the high dropout rate, three-component LSIs aiming at a 
5–10% weight loss should be recommended for all women 

with PCOS in order to improve metabolic health during 
their reproductive lifespan.

Declaration of interest
A D L, G J, A B, and J B have nothing to declare. J L reports grants from 
Ansh Labs, Webster, Tx, USA, grants from Ferring, Hoofddorp, NL, 
grants from Dutch Heart Association, Utrecht, NL, grants from Zon MW, 
Amsterdam, NL, grants from Astellas, Tokyo, Japan, grants from Roche 
Diagnostics, Basel, Switzerland, personal fees from Ferring, Hoofddorp, 
NL, personal fees from Titus Healthcare, Hoofddorp, NL and is an unpaid 
board member and president-elect of the AE-PCOS Society, outside the 
submitted work.

Funding
This work did not receive any specific grant from any funding agency in the 
public, commercial or not-for-profit sector.

Acknowledgement
The authors thank the entire PCOS team of the Erasmus MC.

References
 1 Teede HJ, Misso ML, Costello MF, Dokras A, Laven J, Moran L, Piltonen T, 

Norman RJ & International PCOS Network. Recommendations from 
the international evidence-based guideline for the assessment and 
management of polycystic ovary syndrome. Fertility and Sterility 2018 
110 364–379. (https://doi.org/10.1016/j.fertnstert.2018.05.004)

Table 4 Changes in metabolic syndrome and metabolic parameters after changes in body weight for all groups combined (SMS+, 
SMS−, and CAU). Differences were tested with multilevel logistic regression analyses for categorical variables and with multilevel 
linear regression analyses for continuous variables, combined with a bootstrap procedure in case of a non-normal distribution.

Changes in body weight (all groups combined)
5% weight gain 5% weight loss 10% weight loss Estimate (s.e.) P value

Metabolic syndrome (%) 14.1 −13.2 −23.8 0.114 (0.028) <0.001
 Waist ≥ 88 cm (%) 5.5 −9.2 −22.9 0.139 (0.033) <0.001
 Glucose ≥ 6.1 mmol/L (%) 2.7 −1.7 −2.7 0.105 (0.061) 0.090
 BP ≥ 129/84 mmHg (%) 6.9 −6.1 −11.4 0.061 (0.025) 0.017
 HDL < 1.3 mmol/L (%) 1.4 −1.9 −4.4 0.066 (0.044) 0.133
 TG ≥ 1.7 mmol/L (%) 5.5 −4.9 −9.0 0.054 (0.027) 0.047
Insulin resistance (%) 9.2 −11.5 −24.2 0.103 (0.025) <0.001
Metabolic parameters
 cMetS z-score 0.22 −0.22 −0.43 0.043 (0.005) <0.001
 HOMA-IR 0.42 −0.42 −0.83 0.083 (0.017) <0.001
 SBP (mmHg) 2 −2 −4 0.373 (0.101) 0.001
 DBP (mmHg) 2 −2 −3 0.333 (0.076) <0.001
 Waist (cm) 4.1 −4.1 −8.3 0.827 (0.080) <0.001
 Glucose (mmol/L) 0.1 −0.1 −0.2 0.015 (0.004) 0.001
 Insulin (pmol/L) 11 −11 −22 2.187 (0.484) <0.001
 Cholesterol (mmol/L) 0.1 −0.1 −0.2 0.022 (0.006) 0.001
 HDL (mmol/L) −0.02 0.02 0.05 −0.005 (0.002) 0.006
 LDL (mmol/L) 0.08 −0.08 −0.17 0.017 (0.005) 0.005
 TG (mmol/L) 0.12 −0.12 −0.23 0.023 (0.005) <0.001

BP, blood pressure; CAU, care as usual; cMetS z-score, continuous metabolic syndrome z-score; DBP, diastolic blood pressure; HDL, high-density lipoprotein; 
HOMA-IR, homeostatic model assessment for insulin resistance; LDL, low-density lipoprotein; SBP, systolic blood pressure; SMS−, lifestyle intervention 
without SMS support; SMS+, lifestyle intervention with SMS support; TG, triglyceride.Statistically significant values (P<0.05) are presented in bold.

https://eje.bioscientifica.com
https://doi.org/10.1016/j.fertnstert.2018.05.004


Eu
ro

pe
an

 Jo
ur

na
l o

f E
nd

oc
ri

no
lo

gy
186:1 63Clinical Study A Dietz de Loos and others Metabolic health and lifestyle 

RCT

https://eje.bioscientifica.com

 2 Azziz R, Carmina E, Dewailly D, Diamanti-Kandarakis E, Escobar-
Morreale HF, Futterweit W, Janssen OE, Legro RS, Norman RJ, 
Taylor AE et al. Positions statement: criteria for defining polycystic 
ovary syndrome as a predominantly hyperandrogenic syndrome: an 
Androgen Excess Society guideline. Journal of Clinical Endocrinology and 
Metabolism 2006 91 4237–4245. (https://doi.org/10.1210/jc.2006-0178)

 3 Diamanti-Kandarakis E, Kandarakis H & Legro RS. The role of genes 
and environment in the etiology of PCOS. Endocrine 2006 30 19–26. 
(https://doi.org/10.1385/ENDO:30:1:19)

 4 March WA, Moore VM, Willson KJ, Phillips DI, Norman RJ & Davies MJ. 
The prevalence of polycystic ovary syndrome in a community sample 
assessed under contrasting diagnostic criteria. Human Reproduction 
2010 25 544–551. (https://doi.org/10.1093/humrep/dep399)

 5 Bozdag G, Mumusoglu S, Zengin D, Karabulut E & Yildiz BO. The 
prevalence and phenotypic features of polycystic ovary syndrome: 
a systematic review and meta-analysis. Human Reproduction 2016 31 
2841–2855. (https://doi.org/10.1093/humrep/dew218)

 6 Daan NM, Louwers YV, Koster MP, Eijkemans MJ, de Rijke YB, 
Lentjes EW, Fauser BC & Laven JS. Cardiovascular and metabolic 
profiles amongst different polycystic ovary syndrome phenotypes: 
who is really at risk? Fertility and Sterility 2014 102 1444.e3–1451.e3. 
(https://doi.org/10.1016/j.fertnstert.2014.08.001)

 7 Lim SS, Davies MJ, Norman RJ & Moran LJ. Overweight, obesity 
and central obesity in women with polycystic ovary syndrome: a 
systematic review and meta-analysis. Human Reproduction Update 2012 
18 618–637. (https://doi.org/10.1093/humupd/dms030)

 8 Sam S. Obesity and polycystic ovary syndrome. Obesity Management 
2007 3 69–73. (https://doi.org/10.1089/obe.2007.0019)

 9 Lim SS, Kakoly NS, Tan JWJ, Fitzgerald G, Bahri Khomami M, 
Joham AE, Cooray SD, Misso ML, Norman RJ, Harrison CL et al. 
Metabolic syndrome in polycystic ovary syndrome: a systematic 
review, meta-analysis and meta-regression. Obesity Reviews 2019 20 
339–352. (https://doi.org/10.1111/obr.12762)

 10 Valkenburg O, Steegers-Theunissen RP, Smedts HP, Dallinga-Thie GM, 
Fauser BC, Westerveld EH & Laven JS. A more atherogenic serum 
lipoprotein profile is present in women with polycystic ovary 
syndrome: a case-control study. Journal of Clinical Endocrinology and 
Metabolism 2008 93 470–476. (https://doi.org/10.1210/jc.2007-1756)

 11 Expert Panel on Detection, Evaluation, and Treatment of High Blood 
Cholesterol in Adults. Executive summary of the third report of the 
National Cholesterol Education Program (NCEP) expert panel on 
detection, evaluation, and treatment of high blood cholesterol in 
adults (adult treatment Panel III). JAMA 2001 285 2486–2497. (https://
doi.org/10.1001/jama.285.19.2486)

 12 Tune JD, Goodwill AG, Sassoon DJ & Mather KJ. Cardiovascular 
consequences of metabolic syndrome. Translational Research 2017 183 
57–70. (https://doi.org/10.1016/j.trsl.2017.01.001)

 13 Muscogiuri G, Palomba S, Lagana AS & Orio F. Inositols in 
the treatment of insulin-mediated diseases. International 
Journal of Endocrinology 2016 2016 3058393. (https://doi.
org/10.1155/2016/3058393)

 14 Palomba S, Falbo A, Chiossi G, Muscogiuri G, Fornaciari E, Orio F, 
Tolino A, Colao A, La Sala GB & Zullo F. Lipid profile in nonobese 
pregnant women with polycystic ovary syndrome: a prospective 
controlled clinical study. Steroids 2014 88 36–43. (https://doi.
org/10.1016/j.steroids.2014.06.005)

 15 Wang A, Mo T, Li Q, Shen C & Liu M. The effectiveness of metformin, 
oral contraceptives, and lifestyle modification in improving the 
metabolism of overweight women with polycystic ovary syndrome: 
a network meta-analysis. Endocrine 2019 64 220–232. (https://doi.
org/10.1007/s12020-019-01860-w)

 16 Barrea L, Arnone A, Annunziata G, Muscogiuri G, Laudisio D, 
Salzano C, Pugliese G, Colao A & Savastano S. Adherence to the 
Mediterranean diet, dietary patterns and body composition in women 
with polycystic ovary syndrome (PCOS). Nutrients 2019 11 2278. 
(https://doi.org/10.3390/nu11102278)

 17 Greenwood EA, Noel MW, Kao CN, Shinkai K, Pasch LA, Cedars MI 
& Huddleston HG. Vigorous exercise is associated with superior 
metabolic profiles in polycystic ovary syndrome independent of total 
exercise expenditure. Fertility and Sterility 2016 105 486–493. (https://
doi.org/10.1016/j.fertnstert.2015.10.020)

 18 Orio F, Muscogiuri G, Ascione A, Marciano F, Volpe A, La Sala G, 
Savastano S, Colao A & Palomba S. Effects of physical exercise on 
the female reproductive system. Minerva Endocrinologica 2013 38 
305–319.

 19 Wagh A & Stone NJ. Treatment of metabolic syndrome. Expert 
Review of Cardiovascular Therapy 2004 2 213–228. (https://doi.
org/10.1586/14779072.2.2.213)

 20 Lie Fong S, Douma A & Verhaeghe J. Implementing the international 
evidence-based guideline of assessment and management of polycystic 
ovary syndrome (PCOS): how to achieve weight loss in overweight 
and obese women with PCOS? Journal of Gynecology Obstetrics and 
Human Reproduction 2021 50 101894. (https://doi.org/10.1016/j.
jogoh.2020.101894)

 21 Lim SS, Hutchison SK, Van Ryswyk E, Norman RJ, Teede HJ & 
Moran LJ. Lifestyle changes in women with polycystic ovary 
syndrome. Cochrane Database of Systematic Reviews 2019 3 CD007506. 
(https://doi.org/10.1002/14651858.CD007506.pub4)

 22 Jiskoot G, Benneheij SH, Beerthuizen A, de Niet JE, de Klerk C, 
Timman R, Busschbach JJ & Laven JS. A three-component cognitive 
behavioural lifestyle program for preconceptional weight-loss in 
women with polycystic ovary syndrome (PCOS): a protocol for a 
randomized controlled trial. Reproductive Health 2017 14 34. (https://
doi.org/10.1186/s12978-017-0295-4)

 23 Rotterdam ESHRE/ASRM-Sponsored PCOS Consensus Workshop 
Group. Revised 2003 consensus on diagnostic criteria and 
long-term health risks related to polycystic ovary syndrome. 
Fertility and Sterility 2004 81 19–25. (https://doi.org/10.1016/j.
fertnstert.2003.10.004)

 24 de Paula Martins W, Santana LF, Nastri CO, Ferriani FA, de Sa MF & 
Dos Reis RM. Agreement among insulin sensitivity indexes on the 
diagnosis of insulin resistance in polycystic ovary syndrome and 
ovulatory women. European Journal of Obstetrics, Gynecology, and 
Reproductive Biology 2007 133 203–207. (https://doi.org/10.1016/j.
ejogrb.2006.10.038)

 25 Gurka MJ, Lilly CL, Oliver MN & DeBoer MD. An examination of 
sex and racial/ethnic differences in the metabolic syndrome among 
adults: a confirmatory factor analysis and a resulting continuous 
severity score. Metabolism: Clinical and Experimental 2014 63 218–225. 
(https://doi.org/10.1016/j.metabol.2013.10.006)

 26 DeBoer MD & Gurka MJ. Clinical utility of metabolic syndrome 
severity scores: considerations for practitioners. Diabetes, Metabolic 
Syndrome and Obesity: Targets and Therapy 2017 10 65–72. (https://doi.
org/10.2147/DMSO.S101624)

 27 Gurka MJ, Golden SH, Musani SK, Sims M, Vishnu A, Guo Y, Cardel M, 
Pearson TA & DeBoer MD. Independent associations between a 
metabolic syndrome severity score and future diabetes by sex and 
race: the Atherosclerosis Risk in Communities Study and Jackson 
Heart Study. Diabetologia 2017 60 1261–1270. (https://doi.org/10.1007/
s00125-017-4267-6)

 28 DeBoer MD, Gurka MJ, Golden SH, Musani SK, Sims M, Vishnu A, 
Guo Y & Pearson TA. Independent associations Between metabolic 
syndrome severity and future coronary heart disease by sex and 
race. Journal of the American College of Cardiology 2017 69 1204–1205. 
(https://doi.org/10.1016/j.jacc.2016.10.088)

 29 Brink E, van Rossum C, Postma-Smeets A, Stafleu A, Wolvers D, van 
Dooren C, Toxopeus I, Buurma-Rethans E, Geurts M & Ocke M. 
Development of healthy and sustainable food-based dietary guidelines 
for the Netherlands. Public Health Nutrition 2019 22 2419–2435. 
(https://doi.org/10.1017/S1368980019001435)

 30 Global Recommendations on Physical Activity for Health. Geneva: World 
Health Organization, 2010.

https://eje.bioscientifica.com
https://doi.org/10.1210/jc.2006-0178
https://doi.org/10.1385/ENDO:30:1:19
https://doi.org/10.1093/humrep/dep399
https://doi.org/10.1093/humrep/dew218
https://doi.org/10.1016/j.fertnstert.2014.08.001
https://doi.org/10.1093/humupd/dms030
https://doi.org/10.1089/obe.2007.0019
https://doi.org/10.1111/obr.12762
https://doi.org/10.1210/jc.2007-1756
https://doi.org/10.1001/jama.285.19.2486
https://doi.org/10.1001/jama.285.19.2486
https://doi.org/10.1016/j.trsl.2017.01.001
https://doi.org/10.1155/2016/3058393
https://doi.org/10.1155/2016/3058393
https://doi.org/10.1016/j.steroids.2014.06.005
https://doi.org/10.1016/j.steroids.2014.06.005
https://doi.org/10.1007/s12020-019-01860-w
https://doi.org/10.1007/s12020-019-01860-w
https://doi.org/10.3390/nu11102278
https://doi.org/10.1016/j.fertnstert.2015.10.020
https://doi.org/10.1016/j.fertnstert.2015.10.020
https://doi.org/10.1586/14779072.2.2.213
https://doi.org/10.1586/14779072.2.2.213
https://doi.org/10.1016/j.jogoh.2020.101894
https://doi.org/10.1016/j.jogoh.2020.101894
https://doi.org/10.1002/14651858.CD007506.pub4
https://doi.org/10.1186/s12978-017-0295-4
https://doi.org/10.1186/s12978-017-0295-4
https://doi.org/10.1016/j.fertnstert.2003.10.004
https://doi.org/10.1016/j.fertnstert.2003.10.004
https://doi.org/10.1016/j.ejogrb.2006.10.038
https://doi.org/10.1016/j.ejogrb.2006.10.038
https://doi.org/10.1016/j.metabol.2013.10.006
https://doi.org/10.2147/DMSO.S101624
https://doi.org/10.2147/DMSO.S101624
https://doi.org/10.1007/s00125-017-4267-6
https://doi.org/10.1007/s00125-017-4267-6
https://doi.org/10.1016/j.jacc.2016.10.088
https://doi.org/10.1017/S1368980019001435


Eu
ro

pe
an

 Jo
ur

na
l o

f E
nd

oc
ri

no
lo

gy
186:1 64Clinical Study A Dietz de Loos and others Metabolic health and lifestyle 

RCT

https://eje.bioscientifica.com

 31 Little R & Rubin D. Statistical Analysis with Missing Data. 
 New York: John Wiley and Sons, 1987. (https://doi.
org/10.1002/9781119013563)

 32 Jiskoot G, Timman R, Beerthuizen A, Dietz de Loos A, Busschbach J 
& Laven J. Weight reduction Through a cognitive behavioral therapy 
lifestyle intervention in PCOS: the primary outcome of a randomized 
controlled trial. Obesity 2020 28 2134–2141. (https://doi.org/10.1002/
oby.22980)

 33 Palomba S, Giallauria F, Falbo A, Russo T, Oppedisano R, Tolino A, 
Colao A, Vigorito C, Zullo F & Orio F. Structured exercise training 
programme versus hypocaloric hyperproteic diet in obese polycystic 
ovary syndrome patients with anovulatory infertility: a 24-week pilot 
study. Human Reproduction 2008 23 642–650. (https://doi.org/10.1093/
humrep/dem391)

 34 Guize L, Thomas F, Pannier B, Bean K, Jego B & Benetos A. All-cause 
mortality associated with specific combinations of the metabolic 

syndrome according to recent definitions. Diabetes Care 2007 30 
2381–2387. (https://doi.org/10.2337/dc07-0186)

 35 Pinola P, Puukka K, Piltonen TT, Puurunen J, Vanky E, Sundstrom-
Poromaa I, Stener-Victorin E, Linden Hirschberg A, Ravn P, Skovsager 
Andersen M et al. Normo- and hyperandrogenic women with 
polycystic ovary syndrome exhibit an adverse metabolic profile 
through life. Fertility and Sterility 2017 107 788.e2–795.e2. (https://doi.
org/10.1016/j.fertnstert.2016.12.017)

 36 Boomsma CM, Eijkemans MJ, Hughes EG, Visser GH, Fauser BC & 
Macklon NS. A meta-analysis of pregnancy outcomes in women 
with polycystic ovary syndrome. Human Reproduction Update 2006 12 
673–683. (https://doi.org/10.1093/humupd/dml036)

 37 Mutsaerts MA, Kuchenbecker WK, Mol BW, Land JA & Hoek A. 
Dropout is a problem in lifestyle intervention programs for overweight 
and obese infertile women: a systematic review. Human Reproduction 
2013 28 979–986. (https://doi.org/10.1093/humrep/det026)

Received 23 June 2021
Revised version received 28 September 2021
Accepted 28 October 2021

https://eje.bioscientifica.com
https://doi.org/10.1002/9781119013563
https://doi.org/10.1002/9781119013563
https://doi.org/10.1002/oby.22980
https://doi.org/10.1002/oby.22980
https://doi.org/10.1093/humrep/dem391
https://doi.org/10.1093/humrep/dem391
https://doi.org/10.2337/dc07-0186
https://doi.org/10.1016/j.fertnstert.2016.12.017
https://doi.org/10.1016/j.fertnstert.2016.12.017
https://doi.org/10.1093/humupd/dml036
https://doi.org/10.1093/humrep/det026

	Abstract
	Introduction
	Subjects and methods
	Trial design
	Participants
	Clinical and endocrine assessments
	Continuous metabolic syndrome severity z-score
	Three-component lifestyle intervention and control group (CAU)
	Statistical methods
	Post hoc analyses


	Results
	Between-group estimates after 12 months 
(SMS+ vs CAU, SMS− vs CAU, and SMS+ vs SMS−)
	Within-group estimates after 12 months
	Post hoc analysis; between-group estimates after 12 months (LSI vs CAU)
	Post hoc analysis; mediation
	Post hoc analysis; estimates of weight loss and weight gain per se

	Discussion
	Conclusion
	Declaration of interest
	Funding
	Acknowledgement
	References

