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ABSTRACT

Polycystic ovary syndrome (PCOS) is a common, heterogeneous endocrine disorder which effects 5-10% of reproduc-
tive-age women. Recently, an association between PCOS and an increased risk of developing metabolic disturbances,
such as insulin resistance, prediabetes, type 2 diabetes mellitus as well as obesity has been emphasised. Branched-chain
amino acids (BCAAs), including valine (Val), leucine (Leu) and isoleucine (lle), are a group of essential amino acids that
cannot be synthesized in human body and need to be obtained from food. Several recent studies provide evidence
that plasma BCAAs also serve as crucial nutrient signals and metabolic regulators. Interestingly, latest metabolomics analy-
sis shows abnormalities in amino acid catabolism and biosynthesis in patients with PCOS, particularly in BCAAs. A growing
body of evidence proves that elevated levels of BCAAs may have adverse effects on metabolic health leading to the de-
velopment of insulin resistance, prediabetes, type 2 diabetes mellitus and obesity both in human and animal models. The
aim of this review is to assess the current state of knowledge about the potential role of BCAAs as a novel biomarker of
metabolic disturbances in women with polycystic ovary syndrome based on recent scientific literature published up to
July 2021 and searches of the PubMed, Google Scholar, and Web of Science databases.
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INTRODUCTION

Polycystic ovary syndrome (PCOS) is a common, het-
erogeneous endocrine disorder which effects 5-10% of
reproductive-age women [1, 2]. According to the current
2003 Rotterdam criteria, there are four phenotypes of PCOS
and the diagnosis requires the presence of two or more of
the following symptoms: chronic ovulatory disorder, pres-
ence of hyperandrogenism and ultrasound evidence of
polycystic ovaries [3].

Recently, an association between PCOS and an increased
risk of developing metabolic disturbances, among them
insulin resistance, prediabetes, type 2 diabetes mellitus as
well as obesity has been emphasised [1, 2]. Alterations in
several metabolic pathways including carbohydrate, lipid
and amino acid metabolisms are observed among patients
with PCOS [4]. However, there is limited knowledge about
the exact pathogenesis of the disorder, which highlights
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the need to explore the metabolic dysfunction in PCOS for
prevention of long-term complications [4, 5].
Interestingly, latest metabolomics analysis shows ab-
normalities in amino acid catabolism and biosynthesis in
patients with PCOS, particularly in branched chain amino
acids (BCAAs) [4, 6]. BCAAs, including valine (Val), leucine
(Leu) and isoleucine (lle), are a group of essential amino
acids that cannot be synthesized in human body and need
to be obtained from food [7-9]. They account for about
20% of total protein intake and make up one-third of the
dietary essential amino acids [7-9]. Their main function is
promoting protein synthesis and suppressing proteolysis [8].
Several recent studies provide evidence that plasma BCAAs
also serve as crucial nutrient signals and metabolic regula-
tors [8], mainly by influencing various aspects of glucose
homeostasis [7, 10]. BCAAs have been reported to have
positive metabolic effects improving body composition,
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glycaemia levels and satiety [8, 11]. However, a growing
body of evidence shows that elevated levels of BCAAs may
have adverse effects on development of insulin resistance,
prediabetes, type 2 diabetes mellitus and obesity both in
human and animal models [11-14], making BCAAs a po-
tential biomarker to identify women with PCOS who are at
risk of developing metabolic disorders, so that appropriate
preventative measures can be taken.

The aim of this review is to outline the potential role of
BCAAs as a novel biomarker of metabolic disturbances in
patients with polycystic ovary syndrome.

DISCUSSION
BCAAs in metabolic disorders

Elevated levels of plasma BCAAs and their catabolic
by-products have been linked to the pathogenesis of meta-
bolic disorders such as insulin resistance [11, 15, 16], type
2 diabetes [11, 15, 16] and obesity [11]. One of the main
theories explaining increased BCAAs concentration in meta-
bolic disturbances implies a disruption of BCAAs catabolism
due to decreased expression of BCAA catabolic enzymes
in adipose and hepatic tissue, leading to BCAAs build-up
in the circulation [5, 12, 14]. An alternative explanation for
elevated BCAAs concentrations suggests increased prote-
olysis of skeletal muscle in states of insulin resistance [12].
Afew studies have also demonstrated that dietary BCAAs in-
take could contribute to impaired glucose metabolism [14].
However, most authors claim it is unlikely that dietary
protein consumption is responsible for elevated BCAA se-
rum concentrations prior to the development of insulin
resistance [13] and suggest that elevated BCAAs concen-
tration may potentiate glucose intolerance by increasing
the supply of BCAA metabolites glutamate and alanine for
gluconeogenesis [5, 11]. Additionally, it has been revealed
that BCAAs plasma concentrations could also be affected
by gut microbiome, which may alter protein degradation
[7, 14]. Nonetheless, the exact mechanism underlying the
correlation between BCAAs and metabolic disorders is not
yet fully understood.

BCAAs and insulin resistance

A number of recent metabolomics-based studies show
that changes in metabolic pathways in insulin resistance
are associated not only with disorders in carbohydrate and
lipid metabolism, but also concern amino acids, including
BCAAs [14-16]. It is well known that glucose and amino
acid metabolism are closely interrelated [12]. On one hand
amino acids can be used for gluconeogenesis and on the
other non-essential amino acids can be synthesized de novo
from glucose [12]. Moreover, free amino acids influence
insulin and glucagon secretion, thus modulating glucose
metabolism [12].

In a large population-based cohort study on young,
healthy Finnish individuals the relationship between insulin
resistance and fasting glucose levels and BCAAs concentra-
tions was investigated during a 6-year follow-up [17]. The
study revealed that plasma BCAAs concentrations predict
insulin resistance index (HOMA-IR) in young adults, with the
most pronounced associations observed for men [17, 18].
No correlation was observed for glycaemia, which indicates
that altered branched-chain metabolism precedes the de-
velopment of insulin resistance already in early adulthood,
prior to the occurrence of impaired fasting glucose [17].
Consistent results were shown in a study by Thalacker-
-Mercer et al.[19], in which leucine and isoleucine were neg-
atively correlated with glucose disposal rate in non-obese
and type 2 diabetic patients using the hyperinsulinemic-eu-
glycemic clamp technique. In line with these studies, in-
sulin resistance was associated with increased levels of
valine, leucine and isoleucine in a study on 263 non-obese
Asian-Indian and Chinese men [20]. In a study by Piccolo
etal. [21] a direct correlation between plasma BCAAs con-
centration and insulin resistance parameters in women
with metabolic syndrome was revealed. BCAAs exhibited
predictive associations with fasting glucose, fasting insulin
and HOMA-IR [21]. Worth noticing is the fact, some authors
provide evidence that BCAAs are even more strongly cor-
related with insulin sensitivity than lipid-related factors [22].
Interestingly, in a randomized, placebo-controlled, dou-
ble-blinded study it was proved that a short-term dietary
reduction of BCAAs increases whole-body insulin sensitiv-
ity, decreases postprandial insulin secretion and improves
white adipose tissue metabolism as well as gut microbiome
composition [7].

BCAAs and prediabetes
and type 2 diabetes mellitus

Recent studies provide evidence that BCAAs catabolism
is altered in various metabolic disorders, among them in
prediabetes and type 2 diabetes [11, 23-26].

Inastudy by Tulipani et al. [23] a positive correlation be-
tween plasma concentrations of BCAA valine and insulin re-
sistance as well as prediabetes was observed, independently
from the BMI. Moreover, several recent population-based
studies show a significant correlation between BCAAs and
their metabolites and impaired fasting glucose (IFG) and
type 2 diabetes [24, 25].

Nakamura et al. [26] examined the relationship between
glucose-and insulin-related markers and plasma amino acid
profile in individuals already diagnosed with type 2 dia-
betes. The results showed that BCAAs were significantly
increased in people with hyperinsulinemia. Moreover, there
was a positive correlation between BCAAs concentrations
and HbA1c, c-peptide, insulin and HOMA-IR. In addition to
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this, in this study, BCAAs were negatively correlated with
adiponectin concentrations.

Interestingly, many studies show that plasma-free amino
acid (PFAA) profile, especially the levels of BCAAs, are altered
long before the onset of type two diabetes and precede the
development of the disorder and thus could be used as bio-
markers of type 2 diabetes development [11, 16, 22]. In the
long-term cohort Framingham Heart Study, the authors ex-
amined whether metabolite profiles could predict the devel-
opment of diabetes [27].In a group of 201 people who devel-
oped diabetes, serum levels of BCAAs were increased up to
12 years prior to the onset of the disease, implying that hyper
aminoacidemia is a very early sign of type 2 diabetes [27].
Moreover, the risk of developing diabetes was 4-fold higher
in individuals with high plasma amino acid concentrations
[27]. In another study on 429 Chinese individuals’early eleva-
tion of valine, leucine and isoleucine was associated with
future development of type 2 diabetes during a 10 year
follow-up, which highlights their predictive value as early
markers of diabetes [28].

BCAAs and obesity

The relationship between elevated circulating BCAA lev-
els and obesity has been thoroughly investigated through-
out recent years.

A large prospective, observational, community-based
study on over 2300 participants investigated metabolic sig-
natures of obesity and found a strong positive correlation
between BCAAs and BMI as well as HOMA-IR, HDL and tri-
glycerides [29]. Similar results were obtained by Zhou et
al. [30] who analysed the differences in amino acid profiles
between obese and lean subjects and found that in a group
of 100 non-diabetic individuals, 19 out of 42 examined amino
acids differed in obese subjects, among them valine, leucine
and isoleucine were significantly increased. Consistent results
were shown in a study by Newgard et al.[31]. The authors ob-
served that levels of the BCAAs valine and leucine/isoleucine
were 20% and 14% higher respectively, in obese compared to
lean individuals. In line with these observations, concentra-
tions of BCAAs were positively correlated with BMlin children
and adolescents aged 8-18 years [32]. Interestingly, some
studies show a stronger correlation of obesity and insulin
resistance with BCAAs than with lipid metabolites [5, 22].

In another study aimed to investigate the association
between plasma BCAA, obesity and metabolic syndrome,
Jennings et al. [33] found that overweight/obese group
with metabolic syndrome had the highest levels of each
BCAA, overweight/obese participants without metabolic
syndrome had intermediate levels and normal weight in-
dividuals had the lowest levels of plasma BCAA. Moreover,
there was a positive correlation between isoleucine lev-
els and waist circumference as well as HOMA-IR among

overweight/obese individuals irrespective of the metabolic
syndrome status [33].

In a study aimed to detect the metabolic differences be-
tween metabolically healthy obese (MHO) and metabolically
unhealthy obese (MUO) phenotypes significant alterations
in amino acid concentrations were observed [34]. Both MHO
and MUO individuals had higher serum concentrations of
valine, isoleucine and leucine compared to lean healthy
(LH) subjects. Of the three BCAAs isoleucine showed the
most significant changes of an increase up to 40% in MUH
individuals and 26% in MHO. Moreover, an association be-
tween BCAAs and insulin sensitivity was supported in this
study by a positive correlation between BCAAsand HOMA-IR
and HbA1c values.

BCAAs and PCOS

Since the pathogenesis of PCOS is linked to the develop-
ment of metabolic disturbances, such as insulin resistance,
prediabetes, type 2 diabetes and obesity, which lead to vari-
ous complications and increase the morbidity and mortality
among those patients, many recent studies have focused
on finding novel biomarkers that could predict the develop-
ment of the aforementioned disorders [35].

A review by Galazis et al. [35] aimed to identify a panel
of metabolomics biomarkers that could potentially help
in early detection of impaired glucose tolerance (IGT) and
type 2 diabetes mellitus in women with PCOS and found
9 compounds, among them leucine, isoleucine and valine.

Arecent study by Chang et al. [5] was designed to exam-
ine the differences in metabolic pathways in obese women
with PCOS and obese controls with metabolic syndrome.
Firstly, the study showed that insulin sensitivity was more
impaired in obese patients with PCOS than in those with
metabolic syndrome, which suggest that greater insulin
resistance is a key factor for the metabolic disturbances in
PCOS. Moreover, PCOS women had higher LDL cholesterol
plasma concentrations when compared to patients with
metabolic syndrome. Interestingly, metabolomics analy-
sis showed a significant difference in 385 metabolites and
metabolic pathways that distinguished patients with PCOS
and those with metabolic syndrome. The strongest correla-
tion was observed for amino acid metabolites, especially
elevated concentration of BCAAs distinguished PCOS from
metabolic syndrome.

Consistent results were obtained by Zhao et al. [4]. Valine
and leucine were closely related to insulin resistance and
obesity in PCOS patients [4]. Moreover, a decrease of BCAA
to aromatic amino acid ratio, accompanied by elevated
levels of valine and leucine was directly associated with the
development of PCOS [4, 10].

In a 7.5-year longitudinal study on Finnish girls, a posi-
tive correlation was observed between all amino acids and
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HOMA-IR, both before and after menarche [36]. The stron-
gest association with insulin resistance during pubertal
development, independent of adiposity was observed for
BCAAs [36].

CONCLUSIONS
In summary, several recent studies indicate that BCAAs
might be used a as potential novel risk factor for the meta-
bolic disturbances in women with PCOS. However, further
research is warranted to explore the exact role these bio-
markers may play in the pathophysiology of PCOS.
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