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Context: Adolescents with polycystic ovary syndrome (PCOS) have increased incidence of 
cardiometabolic risk factors including dyslipidemia. Atherogenic apolipoprotein (apo) B-lipoprotein 
remnants are associated with increased cardiovascular disease (CVD) risk.

Objective:  The aim of this study was to determine the concentrations of fasting plasma apoB-
lipoprotein remnants, apoB48 and apoB100, and their association with cardiometabolic risk factors 
and androgen indices in adolescent girls with and without PCOS.

Design, setting and participants:  Participants (n  =  184) aged 17  years were recruited in the 
Menstruation in Teenagers Study from the Western Australian Pregnancy Cohort (Raine) Study.

The main outcome measures:  Fasting plasma apo-B48 and -B100 lipoprotein remnant 
concentrations in adolescent girls with and without PCOS.

Results: Fasting plasma apoB48-lipoprotein remnants but not apoB100-lipoprotein remnants were 
elevated in adolescent girls with increased cardiometabolic risk compared with those with lower 
cardiometabolic risk (13.91 ± 5.06 vs 12.09 ± 4.47 µg/mL, P < .01). ApoB48-lipoprotein remnants were 
positively correlated with fasting plasma triglycerides (b = .43, P < .0001). The prevalence of increased 
cardiometabolic risk factors was 2-fold higher in those diagnosed with PCOS (35.3%) than in those 
without PCOS (16.3%).

Conclusion: Adolescents with PCOS have a 2-fold higher incidence of cardiometabolic risk factors 
than those without PCOS. Fasting apoB48-lipoprotein remnants are elevated in adolescent girls with 
a high prevalence of cardiometabolic risk factors.
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Polycystic ovary syndrome (PCOS) is a metabolic endocrine disorder that is highly asso-
ciated with the metabolic syndrome (MetS) and cardiometabolic risk factors, including 
obesity, dyslipidemia, and insulin resistance [1]. Women with PCOS are reported to have 
increased incidence of type-2 diabetes and premature cardiovascular disease (CVD) [1-4]. 
In adolescents and young women (17-35  years) with PCOS and the MetS, increased in-
cidence of early subclinical atherosclerotic CVD (ACVD), such as carotid intimal medial 
thickening (cIMT), has been reported [5-12]. Early development of ACVD may predispose 
women with PCOS to increased morbidity and mortality associated with ischemic CVD 
events [5-12]. A primary risk factor in the development of atherosclerosis and CVD is ath-
erogenic dyslipidemia, and adolescents with features of the MetS and PCOS have been re-
ported to have a higher incidence of dyslipidemia [10, 13-19].

Atherogenic dyslipidemia includes increased fasting plasma triglycerides (TGs), total 
apoB, and decreased high-density lipoprotein cholesterol (HDL-C) concentrations [20]. 
Evidence from the Copenhagen City Heart Study and ACCORD lipid study has also shown 
that elevated nonfasting plasma apoB-remnant lipoproteins are causally associated with 
cardiovascular ischemic events [21, 22]. These studies reveal the importance of plasma 
apoB-lipoprotein remnants in predicting CVD risk. ApoB-lipoprotein remnants are de-
rived from both the intestine (chylomicrons and chylomicron remnants containing apoB48) 
and the liver (very low-density lipoprotein, and low-density lipoprotein [LDL] remnants 
containing apoB100) [22, 23]. Few studies report quantitation of both of these atherogenic 
apoB-lipoprotein remnants. Impaired apoB48-CM metabolism in the fasted and nonfasted 
state has been observed in normolipidemic conditions and in those with increased incidence 
of CVD, including obesity, MetS, and diabetes [22, 24].

Plasma testosterone (T) concentrations have been positively associated with plasma TG 
and total apoB, and an adverse lipid profile is highly correlated with androgens in adolescents 
and young women with PCOS [14, 25, 26]. We have shown adolescent girls with the MetS 
have elevated fasting and nonfasting plasma TG and apoB48 compared with healthy weight 
controls, and this is further exacerbated in those diagnosed with PCOS [27]. We have also 
shown fasting and nonfasting plasma TG and apoB48 are positively correlated with an-
drogen indices, including free androgen index (FAI) and free T [27]. Whether these results 
are observed in a large population cohort of adolescent girls with PCOS remains unknown. 
The aim of this study was to determine the fasting plasma apoB48 and apoB100-lipoprotein 
remnant concentrations in adolescent girls aged 17 years with and without PCOS from the 
Raine Cohort Study, and the association with cardiometabolic risk factors and androgen in-
dices. We hypothesized that apoB-lipoprotein remnants would be positively correlated with 
the prevalence of cardiometabolic risk factors and androgen indices in adolescents with and 
without PCOS.

1. Material and Methods

A.  Study Population

The Western Australian Pregnancy Cohort (Raine) Study (http://www.rainestudy.org.au) 
was designed to measure the relationship between early life events and subsequent health 
and behavior [28]. The Raine study is a longitudinal pregnancy cohort study of 2868 chil-
dren born between 1989 and 1992 in Perth, Western Australia. Recruitment and follow-up 
of the cohort has been previously described in detail [28]. The cohort has undergone serial 
cross-sectional assessments since birth and in the current study assessments were performed 
when the cohort reached the age of 17 years, and is representative of the Western Australia 
adolescent population [29, 30]. The study was conducted with institutional approval from 
the Human Research Ethics Committee of King Edward Memorial Hospital and Princess 
Margaret Hospital for Children. The adolescent and the primary caregiver provided written 
assent and consent, respectively. Adolescent girls (n = 244) from the Raine Study volunteered 
in the assessment of reproductive function in the Menstruation in Teenagers Study, and 

D
ow

nloaded from
 https://academ

ic.oup.com
/jes/article/4/8/bvaa061/5846219 by guest on 09 April 2024

https://doi.org/10.1210/jendso/bvaa061
http://www.rainestudy.org.au


doi: 10.1210/jendso/bvaa061 | Journal of the Endocrine Society | 3

the participants were at least 2 years post menarche (2.6 ± 0.3-7.0 years), as previously 
described [17]. The timing or onset of menarche was prospectively determined from re-
sponse to serial questionnaires [17]. The 2-year follow-up assessment at age, approximately 
16 to 17 years, in this cohort has been previously published, including methodology for an-
thropometric and blood pressure measurements [31-33]. Participants were excluded from 
the current analyses if they did not have complete biochemical and anthropometric data 
sets, and at the time of the 2-year follow-up no participants were diagnosed with diabetes. 
In the current study, of the 244 participants in the Menstruation in Teenagers Study, at the 
2-year follow-up, 184 participants were identified that had both a fasting plasma sample 
and a PCOS diagnostic screening available, and were aged 17.04 ± 0.23 years (Table 1).

B.  PCOS Diagnosis and Androgen Status Assessment

The PCOS-National Institute of Health (NIH) and PCOS-Androgen Excess and Polycystic 
Ovary Syndrome Society (AEPCOSS) criteria were used to define PCOS when the study 
was conducted, and the incidence of PCOS was compared between the 2 criteria [17]. 
The latter AEPCOSS was considered more applicable for a rigorous diagnosis of PCOS in 
adolescents [34]. The PCOS-NIH criteria were met if menstrual cycles were oligo-ovulatory 
or anovulatory together with either clinical or biochemical hyperandrogenemia [34]. The 
AEPCOS adolescent criteria for PCOS diagnosis was based on evidence of ovarian dys-
function, either using clinical evidence of oligo/anovulation, and either biochemical or clin-
ical evidence of hyperandrogenism, and persistent oligomenorrhea for 2 to 3 years beyond 
menarche [34]. Polycystic ovary morphology was assessed by transabdominal ultrasound 
evaluation of ovarian size and morphology performed by 1 of 2 experienced gynecologic 
ultrasonographers. Polycystic ovary morphology was defined according to standard inter-
national criteria at the time of data collection (NIH/AEPCOSS), that is, 1 or more ovaries 
>10 cm3 or R12 follicles between 2 and 9 mm in diameter [34]. The presence of ovulation was 
assessed by initially screening with a prospective menstrual diary, collected over 3 months, 
to establish menstrual regularity. Irregular cycles were defined as those <25 or >35 days 
in duration or where the cycle length varied from month to month by >4  days [17, 34]. 
Other causes of oligo-ovulation or anovulation were excluded by measuring thyroid-stim-
ulating hormone and prolactin concentrations. Clinical hyperandrogenism was assessed 
by the presence of hirsutism, with use of the Ferriman–Gallwey scoring system [34]. 
Biochemical hyperandrogenism was defined as concentrations in the upper 25th centile 
of free T (calculated free T), which was >24.45 pmol/L (conversion factor to conventional 
units divide by 0.347 for pm/dL) for this data set. Sex hormone-binding globulin (SHBG) 
was measured in duplicate by immunoassay with use of a noncompetitive liquid phase 
immunoradiometric assay (SHBG-IRMA kit; Orion Diagnostica, Espoo, Finland): intra-
assay and interassay coefficients of variation were <5% to 8.6% and 15.4%, respectively. 
Total T was measured in duplicate by radioimmunoassay (Repromed Laboratory, Adelaide, 
Australia) (lower limit of sensitivity 0.347  nmol/L; normal female range 0.5-2.5  nmol/L; 
conversion factor to conventional units divide by 0.347 for nanograms per deciliter). The 
intra-assay and interassay coefficients of variation are 6% and 15% at the 1 nmol/L concen-
tration, respectively. Calculated free T was calculated from the measured total T and SHBG 
concentrations, concentrations, and FAI was calculated as total T/SHBG ×100 using with 
use of standardized methods [34] (http://www.issam.ch/freetesto.htm).

C.  Biochemical Analysis

Venous blood samples were obtained following an overnight fast (12 hours) and plasma pre-
pared following centrifugation of whole blood at 3000 rpm, and aliquots of samples stored 
–80°C [17, 32]. Standard plasma biochemistry analyses for the cohort were performed 
including, total cholesterol (TC), LDL-C, HDL-C, TGs, insulin, and glucose) in duplicate 
with a coefficient of variation of <5% intra-assay, and in multiple runs with a coefficient 
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of variation of <5% interassay for all assays, as previously described using accredited 
PathWest Laboratory at the Royal Perth Hospital [17]. LDL-C was calculated using the 
Friedewald formula [35]. Non-HDL-C cholesterol was calculated as TC (mmol/L) – HDL-C 
(mmol/L). The homeostasis model assessment index of insulin resistance (HOMA-IR) was 
calculated as insulin (µU/mL) × glucose (mmol/L)/22.5 [36].

D. Quantification of ApoB-lipoproteins

ApoB48 and ApoB100 lipoprotein remnants were quantified using a Western blot method, 
as previously established in our laboratory [27, 37]. ApoB analyses was performed on an 
aliquot of plasma previously stored at –80°C and thawed for this analyses once. Briefly, 
total plasma (2 µL [1:100]) loaded in sample buffer) proteins were separated on a 3% to 
8% NUPAGE Tris-acetate polyacrylamide gel and then transferred onto a polyvinylidene 
difluoride membrane. Membranes were incubated with a primary polyclonal antibody spe-
cific for ApoB (RRID:AB_92217) [38] and a secondary antibody tagged with horseradish 
peroxidase (RRID:AB_628490) [39]. ApoB48 and B100 bands were visualized by enhanced 
chemiluminescence and quantified using linear densitometric comparison (Image J) with a 
known mass of purified human ApoB48 and ApoB100 standard, as shown in Fig. 1 [27, 37].

E.  Cardiometabolic Cluster Analyses

The MetS definition in adults is based on cutoffs for metabolic biomarkers in adults and 
cannot be applied for use in adolescents. Therefore a 2-step cluster analysis algorithm tech-
nique for use in children and adolescents was originally developed to define those individuals 
with high and low cardiometabolic risk [40]. The cluster analyses uses the parameters waist 
circumference, fasting plasma TGs, LDL-C, HDL-C, glucose and insulin, and blood pres-
sure. The cluster analyses is an effective tool to use in defining groups based on variables 
that have strong evidence of clustering, such as obesity, hypertension, dyslipidemia, and 
insulin resistance. The cardiometabolic cluster has been used previously to define high 
and low cardiometabolic risk in adolescents in the Raine cohort, including those with and 
without PCOS, and in nonalcoholic fatty liver disease [17, 31, 32, 41].

F.  Statistical Analysis

Assumptions of normality, linearity, limited multi- and collinearity, and homoscedasticity 
were applied for continuous variables, and variables that did not assume a normal dis-
tribution of residuals (assessed by Q-Q plot) were log transformed. Categorical data 
were summarized with the use of frequency distributions. Univariate group comparisons 
were conducted with t-tests for continuous outcomes and chi-square tests for categorical 
outcomes. Select multiple linear regression models were used to further examine the rela-
tionship between primary lipid and apoB-lipoproteins and predictor variables of interest 
including, body mass index (BMI), and insulin and androgen indices. The level of statistical 
significance was set at P < .05. All statistical and graphical analyses were performed using 
Stata/IC 13.1 software (StataCorp LP).

Figure 1. Plasma ApoB quantification.
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2.  Results

A.  Metabolic and Biochemical Parameters

Metabolic and biochemical parameters in all adolescent girls and those diagnosed with 
PCOS according to NIH and AEPCOS Society criteria are shown in Table 1. PCOS diag-
nosis was confirmed in 18% and 9.2% of individuals based on NIH and AEPCOS criteria, 
respectively. BMI was significantly elevated by 3-4 kg/m2 in PCOS compared with the non-
PCOS group. Waist circumference was approximately 8-9 cm (9-12%) higher in individuals 
with PCOS, but not different between the PCOS-NIH or PCOS- AEPCOS groups. Serum 
total T, free T, and FAI were approximately 2-fold higher (P < .0001) in the PCOS groups 
than in non-PCOS, and there was no difference between PCOS-NIH or PCOS-AEPCOS 
groups. Serum SHBG was significantly lower by approximately 40% in PCOS than in non-
PCOS groups. Fasting plasma insulin concentration was >45% higher in those with PCOS 
using both NIH and AEPCOS diagnostic criteria. Consistently, HOMA-IR was 2.5- and 
2-fold higher in those with PCOS-NIH and PCOS-AEPCOS, respectively, compared with 
non-PCOS. The high-risk metabolic cluster was associated with a 2-fold higher incidence 
of PCOS, consistent with our previous reports in this cohort [17], and consistent with other 
reports in adolescents with PCOS [10, 17, 42, 43].

B.  Plasma Lipids and ApoB-lipoproteins

No significant difference was observed in fasting plasma lipids (TGs, LDL-C, HDL-C) or 
apoB-lipoprotein remnants (apoB48 and apoB100) in individuals with or without PCOS. 
Linear regression analyses investigated the relationship between fasting plasma apoB-
lipoprotein remnants with cardiometabolic risk factors independent of PCOS status 
(Table 2). Fasting apoB48 remnants were positively associated with plasma TGs (b = .43, 
P <  .0001), consistent with our previous findings in obese adolescents with and without 
PCOS [27]. ApoB48-lipoprotein remnants were inversely associated with fasting plasma 
HDL-C (b = –.10, P = .015). There was a positive association between apoB48 lipoprotein 
remnants and the high-risk metabolic cluster (b =  .152, P =  .032), predominately due to 
the strong correlation between plasma apoB48 remnants and plasma TGs. Individuals in 
the high-risk metabolic risk cluster had 1.82 µg/mL or approximately 15% higher apoB48-
lipoprotein remnant concentration than in those in the low-risk cluster. ApoB-100 lipopro-
tein remnants were significantly and positively correlated with TGs, TC, and LDL-C, but 
not with the high-risk metabolic cluster (Table 2).

Regression analyses of apoB100 and apoB48 with free T, total T, FAI, SHBG and DHEAS 
showed that fasting plasma apoB100 and apoB48-lipoprotein remnants were not associated 
with biomarkers of androgen status in adolescent girls (Table 2).

3.  Discussion

PCOS is associated with a higher incidence of cardiometabolic risk factors and a 2-fold 
higher incidence of ischemic CVD events later in life [1, 3, 44]. Early subclinical ACVD, 
including increased cIMT and endothelial dysfunction, and a higher incidence of the MetS 
and dyslipidemia have been observed in adolescents with PCOS [8, 10, 15, 17, 18]. However, 
limited data are available for atherogenic cholesterol dense apoB-lipoprotein remnants in 
adolescents with and without PCOS. Elevated concentrations of apoB-lipoprotein remnants 
are an early subclinical biomarker of CVD risk, and are causally associated with the devel-
opment of atherosclerosis and increased incidence of end-stage ischemic CVD events [22, 24, 
37, 45]. This is the first study to report apoB-lipoprotein remnant concentrations, apoB48 and 
apoB100, in a population-based cohort of adolescent girls with and without PCOS. We have 
shown that apoB48-lipoprotein remnants are elevated in adolescent girls with a high prev-
alence of cardiometabolic risk factors, including obesity, elevated plasma triglycerides, and 
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HOMA-IR. Adolescents with PCOS had a 2-fold higher prevalence of cardiometabolic risk 
factors than those without PCOS. Therefore in adolescents with increased cardiometabolic 
risk factors with or without PCOS, an increase in apoB48 remnants may predispose these 
individuals to early development of CVD [21, 24, 46].

Consistent with previous findings, we have shown both ApoB48 and apoB100 lipoprotein 
remnants are highly correlated with fasting plasma TG concentrations[27]. We and others 
have shown ApoB-lipoprotein remnants are positively correlated with plasma TGs in the 
fasted and nonfasted states [27]. Plasma TG reflects TG-rich lipoproteins, including intes-
tinal derived chylomicrons and hepatic very low-density lipoproteins containing apoB48 
and apoB100, respectively. Evidence suggests that persistent elevations in apoB-lipoprotein 
remnants by 1 mmol/L in the nonfasted state are associated with a 2.8-fold risk for ischemic 
heart disease [21, 46]. Although nonfasting lipids and apoB-lipoproteins were not meas-
ured in this study, based on previous reports we can predict that individuals with higher 
fasting apoB48-lipoprotein remnants would also have elevated non-fasting TG and apoB-
lipoprotein remnants in the nonfasted state or in response to a high-fat meal [27, 47].

The pathophysiology of dyslipidemia in PCOS has been attributed to elevated insulin 
and androgens that can independently upregulate lipogenesis [27, 48, 49]. We have previ-
ously shown in a PCOS-prone rodent model that androgens via the androgen receptor in-
crease plasma TGs and apoB-lipoproteins, and intestinal secretion of TGs and apoB48 [48]. 
We have also reported that fasting and nonfasting plasma TGs and apoB48 are positively 
correlated with serum free T concentrations in adolescents with and without PCOS [27]. 
In contrast, in a case–control study in premenopausal women with PCOS no correlation of 
plasma apo-B48, total apo-B, or TGs with T was reported [47]. In the present study, fasting 
plasma apoB-lipoproteins were also found not to be correlated with androgen indices in ad-
olescent girls from the Raine cohort.

We have previously shown in obese adolescents, with and without PCOS, that insulin 
resistance is associated with increased fasting and nonfasting plasma TGs and apoB48 
[27]. In this study, we found no association between apoB-lipoprotein remnants with fasting 
plasma insulin or HOMA-IR. Furthermore, apoB-lipoprotein remnants were not associated 
with markers of adiposity including BMI or waist circumference. This is in contrast to our 
previous findings in adolescents and preadolescent children that have shown fasting and 
nonfasting plasma TGs and apoB48-lipoprotein remnants are associated with markers of 
adiposity, including BMI and waist circumference [27, 37, 45]. The discrepancy between 
studies may be due to greater heterogeneity in body weight, HOMA-IR, and androgen in-
dices in the larger Raine population cohort than the smaller sample sizes in used case–con-
trol studies[27].

In the Raine population, participants with both nonalcoholic fatty liver disease and the 
high-risk metabolic cluster have been shown to have increased arterial stiffness, and >37% 
of those with nonalcoholic fatty liver disease were also diagnosed with PCOS [31, 32]. In this 
study we did not measure subclinical ACVD, such as arterial stiffness or cIMT. However 
our findings do highlight that increased apoB-lipoprotein remnants, in particular apoB48, 
may be an early biomarker for increased risk of developing CVD in adolescents who present 
with a high prevalence of cardiometabolic risk factors. [21]. Recent evidence shows that the 
presence of cardiometabolic risk factors in adolescence persist into adulthood, and this may 
contribute to the increased incidence of CVD observed in women with PCOS [1, 3, 50, 51]. 
Early apoB remnant dyslipidemia may predict increased premature development of CVD 
and increased incidence of ischemic CVD events in women with and without PCOS, con-
sistent with findings in other populations [21]. However, given the cross-sectional design of 
our study we cannot determine the causal role of apoB-lipoprotein dyslipidemia on the long-
term incidence of ischemic CVD events. Therefore, the relationship of atherogenic apoB-
lipoprotein cholesterol-dense remnants with early diagnosis of subclinical ACVD, such as 
increased cIMT, and with long-term outcomes of ischemic CVD events in PCOS remains 
to be determined [1, 3]. We were also unable to account for family history of CVD, hyper-
tension, dyslipidemia, apoE genotype, and type 2 diabetes, or other lifestyle factors such 
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as diet and exercise, which may contribute to cardiometabolic risk factors observed in this 
population.

The translation of our study findings to other studies using different PCOS diagnostic 
criteria will depend on the criteria used. However, we found no difference in primary 
outcomes of cardiometabolic risk factors, and apoB48 and apoB100 plasma concentrations 
between NIH-Rotterdam and AEPCOS PCOS diagnostic criteria. Therefore comparing 
other studies with different criteria to our study may not be a major issue for comparability 
of these outcomes. Furthermore, in the AEPCOS criteria we also used a PCOS diagnosis 
at >2 years post menarche, irregular cycle length of >35 days, and a pelvic ultrasound to 
assess ovarian morphology, consistent with current PCOS criteria in adolescents [3, 52]. 
Current guidelines do recommend that ovarian ultrasound assessment in adolescents is not 
required at <8 years post menarche due to the increased frequency of multifollicular ovaries 
in the normal developing ovary [3, 52]. Therefore, the impact of PCOS diagnostic criteria 
and the relationship to the primary outcome of apoB-lipoprotein remnants lipoproteins may 
be considered minimal when defining PCOS in this population.

In conclusion, elevated plasma apoB48-lipoprotein remnants are highly associated with 
cardiometabolic risk factors in adolescent girls with and without PCOS in the Raine cohort. 
In those with PCOS there is a 2-fold higher prevalence of cardiometabolic risk factors which 
may predispose this population of young women to premature development of atheroscle-
rosis and CVD.

Acknowledgments

The authors thank the Raine Study participants and their families, the Raine Study Team for 
cohort coordination and data collection. The authors acknowledge the long-term contribution of the 
National Health and Medical Research Council of Australia.

Financial Support: Funding for Core Management of the Raine Study was provided by the 
University of Western Australia (UWA); Telethon Kids Institute; Raine Medical Research Foundation; 
UWA Faculty of Medicine, Dentistry and Health Sciences; Women’s and Infant’s Research Foundation; 
and Curtin University. This work was supported by grants from the National Health and Medical 
Research Council of Australia (NHMRC) (Program Grant 35351417; Project Grant 403981). Trevor 
Mori is supported by a Research Fellowship from the NHMRC (Grant 1136046). Martha Hickey 
is supported by an NHMRC Practitioner Fellowship (APP 1058935). Additional funds supporting 
this work were from the Heart and Stroke Foundation of Canada and project funding from Alberta 
Livestock and Meat Agency (ALMA) (Proctor). Donna Vine is supported by the Canadian Institute of 
Health Research (CIHR), the Women and Children’s Health Research Institute (WCHRI), the Alberta 
Diabetes Institute (ADI) and a University of Alberta McCalla Professorship.

Additional Information

Correspondence: Donna F. Vine, Metabolic and Cardiovascular Diseases Laboratory, 4-002 Li 
Ka Shing Centre for Health Innovation, University of Alberta, Edmonton, Alberta, T6G 2P5, Canada. 
E-mail: donna.vine@ualberta.ca

Disclosure Summary: The authors have nothing to disclose.
Data Availability: The datasets generated during and/or analyzed during the current study are 

not publicly available but are available from the corresponding author on reasonable request.

References
 1. Glintborg D, Rubin KH, Nybo M, Abrahamsen B, Andersen M. Cardiovascular disease in a nationwide 

population of Danish women with polycystic ovary syndrome. Cardiovasc Diabetol. 2018;17(1):37.
 2. Rubin KH, Glintborg D, Nybo M, Abrahamsen B, Andersen M. Development and risk factors of type 

2 diabetes in a nationwide population of women with polycystic ovary syndrome. J Clin Endocrinol 
Metab. 2017;102(10):3848-3857.

D
ow

nloaded from
 https://academ

ic.oup.com
/jes/article/4/8/bvaa061/5846219 by guest on 09 April 2024

https://doi.org/10.1210/jendso/bvaa061
mailto:donna.vine@ualberta.ca?subject=


10 | Journal of the Endocrine Society | doi: 10.1210/jendso/bvaa061

 3. Teede  HJ, Misso  M, Costello  MF, et  al. Recommendations from the international evidence-based 
guideline for the assessment and management of polycystic ovary syndrome. Fertil Steril. 
2018;110(3):364-379

 4. Meyer ML, Malek AM, Wild RA, Korytkowski MT, Talbott EO. Carotid artery intima-media thick-
ness in polycystic ovary syndrome: a systematic review and meta-analysis. Hum Reprod Update. 
2012;18(2):112-126.

 5. Vryonidou A, Papatheodorou A, Tavridou A, et al. Association of hyperandrogenemic and metabolic 
phenotype with carotid intima-media thickness in young women with polycystic ovary syndrome. J 
Clin Endocrinol Metab. 2005;90(5):2740-2746.

 6. Yildirim E, Karabulut O, Yuksel UC, et al. Echocardiographic evaluation of diastolic functions in 
patients with polycystic ovary syndrome: a comparative study of diastolic functions in sub-phenotypes 
of polycystic ovary syndrome. Cardiol J. 2017;24(4):364-373.

 7. Orio  F Jr, Palomba  S, Cascella  T, et  al. Early impairment of endothelial structure and func-
tion in young normal-weight women with polycystic ovary syndrome. J Clin Endocrinol Metab. 
2004;89(9):4588-4593.

 8. Vural B, Caliskan E, Turkoz E, Kilic T, Demirci A. Evaluation of metabolic syndrome frequency and 
premature carotid atherosclerosis in young women with polycystic ovary syndrome. Hum Reprod. 
2005;20(9):2409-2413.

 9. Kosmala  W, O’Moore-Sullivan  TM, Plaksej  R, Kuliczkowska-Plaksej  J, Przewlocka-Kosmala  M, 
Marwick TH. Subclinical impairment of left ventricular function in young obese women: contributions 
of polycystic ovary disease and insulin resistance. J Clin Endocrinol Metab. 2008;93(10):3748-3754.

 10. Patel SS, Truong U, King M, et al. Obese adolescents with polycystic ovarian syndrome have elevated 
cardiovascular disease risk markers. Vasc Med. 2017;22(2):85-95.

 11. Tripathy P, Sahu A, Sahu M, Nagy A. Ultrasonographic evaluation of intra-abdominal fat distribu-
tion and study of its influence on subclinical atherosclerosis in women with polycystic ovarian syn-
drome. Eur J Obstet Gynecol Reprod Biol. 2017;217:18-22.

 12. Luque-Ramírez M, Mendieta-Azcona C, Alvarez-Blasco F, Escobar-Morreale HF. Androgen excess is 
associated with the increased carotid intima-media thickness observed in young women with poly-
cystic ovary syndrome. Hum Reprod. 2007;22(12):3197-3203.

 13. Kim JY, Tfayli H, Michaliszyn SF, Lee S, Arslanian S. Distinguishing characteristics of metabolically 
healthy versus metabolically unhealthy obese adolescent girls with polycystic ovary syndrome. Fertil 
Steril. 2016;105(6):1603-1611.

 14. Fruzzetti F, Perini D, Lazzarini V, Parrini D, Genazzani AR. Adolescent girls with polycystic ovary 
syndrome showing different phenotypes have a different metabolic profile associated with increasing 
androgen levels. Fertil Steril. 2009;92(2):626-634.

 15. Hughan  KS, Tfayli  H, Warren-Ulanch  JG, Barinas-Mitchell  E, Arslanian  SA. Early biomarkers 
of subclinical atherosclerosis in obese adolescent girls with polycystic ovary syndrome. J Pediatr. 
2016;168:104-11.e1.

 16. Kim JY, Tfayli H, Michaliszyn SF, Arslanian S. Impaired lipolysis, diminished fat oxidation, and 
metabolic inflexibility in obese girls with polycystic ovary syndrome. J Clin Endocrinol Metab. 
2018;103(2):546-554.

 17. Hart R, Doherty DA, Mori T, et al. Extent of metabolic risk in adolescent girls with features of poly-
cystic ovary syndrome. Fertil Steril. 2011;95(7):2347-2353, 2353.e1.

 18. Coviello AD, Legro RS, Dunaif A. Adolescent girls with polycystic ovary syndrome have an increased 
risk of the metabolic syndrome associated with increasing androgen levels independent of obesity 
and insulin resistance. J Clin Endocrinol Metab. 2006;91(2):492-497.

 19. Macut D, Micic D, Cvijovic G, et al. Cardiovascular risk in adolescent and young adult obese females 
with polycystic ovary syndrome. J Pediatr Endocrinol Metab. 2001;14(Suppl 5):1353-1359.

 20. Contois  JH, McConnell  JP, Sethi  AA, et  al.; AACC Lipoproteins and Vascular Diseases Division 
Working Group on Best Practices. Apolipoprotein B and cardiovascular disease risk: position state-
ment from the AACC Lipoproteins and vascular diseases division working group on best practices. 
Clin Chem. 2009;55(3):407-419.

 21. Varbo A, Benn M, Tybjærg-Hansen A, Jørgensen AB, Frikke-Schmidt R, Nordestgaard BG. Remnant 
cholesterol as a causal risk factor for ischemic heart disease. J Am Coll Cardiol. 2013;61(4):427-436.

 22. Fruchart JC, Sacks FM, Hermans MP; International Steering Committee of R(3)i. Implications of the 
ACCORD lipid study: perspective from the residual risk reduction initiative (R(3)i). Curr Med Res 
Opin. 2010;26(8):1793-1797.

D
ow

nloaded from
 https://academ

ic.oup.com
/jes/article/4/8/bvaa061/5846219 by guest on 09 April 2024

https://doi.org/10.1210/jendso/bvaa061


doi: 10.1210/jendso/bvaa061 | Journal of the Endocrine Society | 11

 23. Klop  B, Wouter  Jukema  J, Rabelink  TJ, Castro  Cabezas  M. A physician’s guide for the manage-
ment of hypertriglyceridemia: the etiology of hypertriglyceridemia determines treatment strategy. 
Panminerva Med. 2012;54(2):91-103.

 24. Varbo A, Benn M, Tybjærg-Hansen A, Nordestgaard BG. Elevated remnant cholesterol causes both 
low-grade inflammation and ischemic heart disease, whereas elevated low-density lipoprotein cho-
lesterol causes ischemic heart disease without inflammation. Circulation. 2013;128(12):1298-1309.

 25. Bahceci M, Aydemir M, Tuzcu A. Effects of oral fat and glucose tolerance test on serum lipid profile, 
apolipoprotein, and CRP concentration, and insulin resistance in patients with polycystic ovary syn-
drome. Fertil Steril. 2007;87(6):1363-1368.

 26. Daan NM, Jaspers L, Koster MP, et al. Androgen levels in women with various forms of ovarian dys-
function: associations with cardiometabolic features. Hum Reprod. 2015;30(10):2376-2386.

 27. Vine  DF, Wang  Y, Jetha  MM, Ball  GD, Proctor  SD. Impaired ApoB-lipoprotein and triglyc-
eride metabolism in obese adolescents with polycystic ovary syndrome. J Clin Endocrinol Metab. 
2017;102(3):970-982.

 28. Newnham JP, Evans SF, Michael CA, Stanley FJ, Landau LI. Effects of frequent ultrasound during 
pregnancy: a randomised controlled trial. Lancet. 1993;342(8876):887-891.

 29. Ayonrinde OT, Olynyk JK, Beilin LJ, et al. Gender-specific differences in adipose distribution and 
adipocytokines influence adolescent nonalcoholic fatty liver disease. Hepatology. 2011;53(3):800-809.

 30. White SW, Eastwood PR, Straker LM, et al. The Raine study had no evidence of significant perinatal 
selection bias after two decades of follow up: a longitudinal pregnancy cohort study. BMC Pregnancy 
Childbirth. 2017;17(1):207.

 31. Ayonrinde O, Doherty D, Mori TA, et al. Adverse metabolic phenotype of adolescent girls with non-
alcoholic fatty liver disease plus polycystic ovary syndrome compared with other girls and boys. J 
Gastroenterol Heptal. 2016;31(5):980-987

 32. Huang RC, Beilin LJ, Ayonrinde O, et al. Importance of cardiometabolic risk factors in the asso-
ciation between nonalcoholic fatty liver disease and arterial stiffness in adolescents. Hepatology. 
2013;58(4):1306-1314.

 33. Le-Ha  C, Beilin  LJ, Burrows  S, et  al. Oral contraceptive use in girls and alcohol consumption 
in boys are associated with increased blood pressure in late adolescence. Eur J Prev Cardiol. 
2013;20(6):947-955.

 34. Goodman  NF, Cobin  RH, Futterweit  W, Glueck  JS, Legro  RS, Carmina  E; American Association 
of Clinical Endocrinologists (AACE); American College of Endocrinology (ACE); Androgen Excess 
and PCOS Society (AES). American Association of Clinical Endocrinologists, American College of 
Endocrinology, and Androgen Excess and PCOS Society disease state clinical review: guide to the 
best practices in the evaluation and treatment of polycystic ovary syndrome – part 1. Endocr Pract. 
2015;21(11):1291-1300.

 35. Friedewald WT, Levy RI, Fredrickson DS. Estimation of the concentration of low-density lipoprotein 
cholesterol in plasma, without use of the preparative ultracentrifuge. Clin Chem. 1972;18(6):499-502.

 36. Matthews DR, Hosker JP, Rudenski AS, Naylor BA, Treacher DF, Turner RC. Homeostasis model 
assessment: insulin resistance and beta-cell function from fasting plasma glucose and insulin 
concentrations in man. Diabetologia. 1985;28(7):412-419.

 37. Wang Y, Pendlebury C, Dodd MM, et al. Elevated remnant lipoproteins may increase subclinical CVD 
risk in pre-pubertal children with obesity: a case-control study. Pediatr Obes. 2013;8(5):376-384.

 38. RRID:AB_92217 hsorRA. 
 39. RRID:AB_628490 hsorRA. 
 40. Huang RC, Burke V, Newnham JP, et al. Perinatal and childhood origins of cardiovascular disease. 

Int J Obes (Lond). 2007;31(2):236-244.
 41. Huang RC, Mori TA, Burrows S, et al. Sex dimorphism in the relation between early adiposity and 

cardiometabolic risk in adolescents. J Clin Endocrinol Metab. 2012;97(6):E1014-E1022.
 42. Vrbíková J, Zamrazilová H, Sedláčková B, Šnajderová M. Metabolic syndrome in adolescents with 

polycystic ovary syndrome. Gynecol Endocrinol. 2011;27(10):820-822.
 43. Fulghesu A, Magnini R, Portoghese E, Angioni S, Minerba L, Melis GB. Obesity-related lipid pro-

file and altered insulin incretion in adolescents with polycystic ovary syndrome. J Adolesc Health. 
2010;46(5):474-481.

 44.  Fauser B, Tarlatzis B, Rebar RW, et al. Consensus on women’s health aspects of polycystic ovary 
syndrome (PCOS): the Amsterdam ESHRE/ASRM-Sponsored 3rd PCOS consensus workshop group. 
Fertil Steril. 2012;97(1):28-38

D
ow

nloaded from
 https://academ

ic.oup.com
/jes/article/4/8/bvaa061/5846219 by guest on 09 April 2024

https://doi.org/10.1210/jendso/bvaa061


12 | Journal of the Endocrine Society | doi: 10.1210/jendso/bvaa061

 45. Wilke  MS, Maximova  K, Henderson  M, et  al. Adiposity in children and CVD risk: ApoB48 has 
a stronger association with central fat than classic lipid markers. J Clin Endocrinol Metab. 
2016;101(7):2915-2922.

 46. Varbo  A, Nordestgaard  BG, Tybjaerg-Hansen  A, Schnohr  P, Jensen  GB, Benn  M. Nonfasting 
triglycerides, cholesterol, and ischemic stroke in the general population. Ann Neurol. 
2011;69(4):628-634.

 47. Tun  T, McGowan  A, Phelan  N, et  al. Obesity and insulin resistance are the main determinants 
of postprandial lipoprotein dysmetabolism in polycystic ovary syndrome. Int J Endocrinol. 
2016;2016:9545239.

 48. Kupreeva M, Lehner R, Watts R, Ghosh M, Proctor S, Vine DF. Metformin and flutamide differen-
tially modulate insulin- glucose, lipid and Apo-B lipoprotein metabolism, and reproductive-endocrine 
function in a PCOS-prone rodent model. Am J Phys Endo Metab. 2019;316(1):E16-E33

 49. Vine DF, Shi D, Proctor SD. Insulin and testosterone are associated with elevated intestinal secre-
tion of lipids and lipoproteins in a rodent model of the metabolic syndrome and polycystic ovary syn-
drome. J Diabetes Metab. 2014;5:391-399

 50. Zore T, Lizneva D, Brakta S, Walker W, Suturina L, Azziz R. Minimal difference in phenotype between 
adolescents and young adults with polycystic ovary syndrome. Fertil Steril. 2019;111(2):389-396.

 51. Bellver J, Rodríguez-Tabernero L, Robles A, et al.; Group of interest in Reproductive Endocrinology 
(GIER) of the Spanish Fertility Society (SEF). Polycystic ovary syndrome throughout a woman’s life. 
J Assist Reprod Genet. 2018;35(1):25-39.

 52. Ibáñez  L, Oberfield  S, Witchel  SF, et  al. An international consortium update: pathophysiology, 
diagnosis, and treatment of polycystic ovarian syndrome in adolescence. Horm Res Paediatr. 
2017;88(6):307-331

D
ow

nloaded from
 https://academ

ic.oup.com
/jes/article/4/8/bvaa061/5846219 by guest on 09 April 2024

https://doi.org/10.1210/jendso/bvaa061

