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Abstract

Background: To investigate the correlations between serum levels of tumor markers [including carbohydrate antigen 125 (CA125),
carcino-embryonic antigen (CEA) and alpha fetoprotein (AFP)] and the total testosterone of the patients with polycystic ovary syn-
drome (PCOS). Methods: The data was collected from 890 healthy Chinese women and 480 women with PCOS, including serum total
testosterone (TTE), follicle stimulating hormone (FSH), luteinizing hormone (LH), estradiol (E2), progesterone (PGN), prolactin (PRL),
CA125, AFP and CEA. The serum levels of reproductive hormone and tumor markers in the women with PCOS were compared among
the subgroups in accordance with the classification of TTE quartiles. To further explore the association between CA125, AFP, CEA and
the TTE levels, Spearman correlation analysis was performed. Results: PCOS had significantly lower CA125, and higher AFP and CEA
levels in the serum than the healthy controls (p = 0.000, p = 0.015 and p = 0.001, respectively). Four subgroups divided by TTE showed
significant differences in CA125 levels (p = 0.017). The Spearman correlation analysis also showed that CA125 was significantly neg-
atively associated with serum TTE levels (p = 0.022). Conclusions: The serum level of CA125 is significantly lower and significantly
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correlated to the hormonal status of PCOS. AFP and CEA are significantly higher in PCOS.
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1. Introduction

Polycystic ovary syndrome (PCOS) is a common en-
docrine and metabolic disorder, with a prevalence of about
6% to 21% in women of reproductive age [1]. The most
commonly used criteria for diagnosing PCOS is the Rot-
terdam criterion proposed by The American Society for
Reproductive Medicine in 2003 [2], which includes: (1)
oligomenorrhoea or chronic anovulation; (2) the features
of clinical and/or biochemical signs of hyperandrogenism;
(3) polycystic ovaries on ultrasonography. In addition, con-
genital adrenal hyperplasia, Cushing’s syndrome, androgen
secreting tumor and other diseases should be excluded. Hy-
perandrogenemia is the most prominent clinical manifes-
tation of PCOS which might result in cutaneous manifes-
tations, like hirsutism, acne and alopecia. Androgens of
female are mainly derived from adrenal cortex and ovary,
and some from peripheral tissues. A total of five types
of androgens in women are dehydroepiandrosterone sulfate
(DHEAS), dehydroepiandrosterone (DHEA), androstene-
dione (A4), testosterone (TTE), and dihydrotestosterone
(DHT) [3]. Luteinizing hormone (LH) is a glycoprotein
gonadotropin secreted by adenohypophysial cells that pro-
motes the conversion of cholesterol into steroid hormone
such as TTE, estradiol (E2) and progesterone (PGN) in go-
nadal cells. Excessive androgen promotes the development

of PCOS by inducing apoptosis, autophagy, mitochondrial
dysfunction and endoplasmic reticulum stress of granulosa
cells (GCs) and oocytes [4]. Another notable feature of
PCOS is ovulatory dysfunction and chronic oligomenor-
rhoea and consequent infertility. The possible causes of
chronic anovulation in PCOS are as follows: (1) endocrine
and metabolic abnormalities like hyperinsulinaemia (and/or
insulin resistance); (2) endometrial dysfunction or impaired
oocyte function; (3) a global up-regulation of steroidogenic
enzymes in theca cells and inappropriate (premature) re-
sponsiveness to LH in GCs of part small antral follicles;
(4) abnormal preantral folliculogenesis resulting from an
imbalance between GCs number and oocyte size and de-
creased expression of anti-mullerian hormone (AMH) in
small pre-antral follicles [5]. Besides, PCOS is associated
with an increased risk of complications such as type 2 dia-
betes mellitus, cardiovascular and cerebrovascular disease,
mood disorders and risks of cancers [6,7].

Carbohydrate antigen 125 (CA125) is a glycoprotein
antigen recognized by murine monoclonal antibody OCI25
prepared with ovarian epithelial cancer cell line OVCA433
as an antigen reported by American scientists Bast et al.
[8] in 1981. The exact molecular characteristics of CA125
was defined until 2001 when Yin ef al. [9] sequenced the
first CA125 complementary DNA (cDNA) clone encoding
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a mucin-like glycoprotein designated Mucin 16 (MUCI16)
[9,10]. Despite extensive and fundamental research, our
knowledge of its biological role has remained elusive. Ra-
dioimmunoassay test was used to detect elevated CA125
levels in 1% of normal women, 6% of patients with be-
nign disease, 28% of patients with non-gynecological can-
cers and 82% of patients with surgically demonstrated ovar-
ian carcinoma based on a cut-off value of 35 U/mL [11].
Many other physiological or pathological conditions such
as menstruation, pregnancy, endometriosis and pleural ef-
fusion led to elevated serum CA125 levels [12]. However,
CA125 still functions as the most reliable tumor marker for
ovarian carcinoma, being used to early detection of ovar-
ian carcinoma as well as differential diagnosis of benign
tumors [13]. The relationship between PCOS and ovar-
ian carcinoma was unclear. Two previous studies had re-
ported an increased risk of ovarian cancer among PCOS
compared with healthy women [14,15], while Olsen et al.
[16] demonstrated that PCOS was not associated with ovar-
ian carcinoma.

Alpha fetoprotein (AFP) is a glycoprotein that belongs
to the albumin family and is first synthesized by fetal liver
cells and yolk sacs during the first trimester of pregnancy.
It was first identified in human fetal serum but not adult
serum in 1956 [17]. AFP has a high concentration in fe-
tal blood circulation and peaks at 12—-16 weeks of gesta-
tion but decreases after birth. The content of AFP drops to
normal by the age of two years and remains low in adult
serum in normal physiology [18]. AFP has many impor-
tant physiological functions, including transport function,
bidirectional regulation function as a growth regulator, im-
munosuppression, apoptosis induction, etc. [19]. AFP is
closely related to the occurrence and development of hepa-
tocellular carcinoma (HCC) and is mainly used as a serum
marker for primary HCC in clinical diagnosis, prognosis,
and transplant selection [20]. Elevations in serum AFP lev-
els have also been reported in many other non-neoplastic
diseases such as germ cell tumors, colitis, gastric cancer,
ataxia telangiectasia, acute hepatitis, chronic liver diseases
and cirrhosis [21]. The serum levels of AFP have also been
found to be altered in some ovarian lesions. Ting Tang et al.
[22] observed that the serum levels of AFP in 190 patients
with ovarian endometriosis were obviously downward in
comparison with 103 healthy subjects. Morever, the value
of AFP, CA125, CA199, and HE4 can be combined to dis-
tinguish the two groups, with high sensitivity and speci-
ficity [22]. A literature review revealed that serum AFP
increased in ovarian sertoli-leydig cell tumors [23].

Carcino-embryonic antigen (CEA) was first described
in human colon cancer tissue extracts in 1965 [24]. Itis a
glycoprotein with a molecular weight of approximately 200
kilodalton (kDa). CEA was used as a specific marker for the
early diagnosis of colon cancer and rectal cancer. Through
a large number of clinical practices, in addition to gastroin-
testinal malignancies, an increasing trend of CEA was also

found in serum of breast cancer, carcinoma of the lungs and
other malignant tumors [25,26]. What’s more, CEA levels
could be influenced by some other factors such as smok-
ing, sex gender, age and obesity [27,28]. Therefore, CEA
is usually not used as a specific index forcertain malignant
tumors, but as a broad-spectrum tumor marker, which plays
an important clinical value in the differentialdiagnosis, dis-
ease surveillance and efficacy evaluation of malignant tu-
mors. Previous reports supported that CEA was a useful
marker in the diagnosis and assessment of cervical carci-
noma [29,30]. CEA can function as cell adhesion molecules
when expressed on the tumor cell surface [31,32]. CEA
may also play a part in innate immune defense, protecting
colon as well as the upper digestive tract, bladder and skin
sweat glands from microbial attack [33].

Very little was found in the literature on the relation-
ship between tumor markers CA125, AFP and CEA and
PCOS. This research aims at exploring the association of tu-
mor markers CA125, AFP and CEA with total testosterone
of PCOS based on a large population-based cohort.

2. Materials and Methods

The study population consisted of the patients who
attended the Outpatient Department of Women’s Hospital,
School of Medicine, Zhejiang University between January
2010 and May 2020. The study was approved by Insti-
tutional Review Board of Women’s Hospital, School of
Medicine, Zhejiang University. Four hundred and eighty
patients with PCOS aged 18 to 40 years were included
in the study. PCOS was diagnosed in accordance with
the Rotterdam criteria (ESHRE/ASRM criteria) [2]. A
group of healthy women (n = 890) who came to our hos-
pital for physical examination during the same period were
matched for age and included as controls. Patients who had
21-hydroxylase-deficient non-classical adrenal hyperpla-
sia; hyperandrogenism and acanthosis nigricans syndrome;
hyperprolactinemia; Cushing syndrome; pregnancy; onco-
logical diseases, and those using any medication (e.g., oral
contraceptive pills, antilipidemic drugs and steroid medica-
tions) within 6 months of their initial visit were excluded.

The venous blood was collected from all the included
women after an overnight fasting period of 12 hours from
the 3rd to 5th days of the menstrual cycle or random time
of the irregular menstrual cycle.

The hormones including total testosterone (TTE), fol-
licle stimulating hormone (FSH), LH, E2, PGN and pro-
lactin (PRL) were measured with the use of an electro-
chemiluminescence immunoassay method (Cobas 8000 e-
602 analyzer, Roche Diagnostics Ltd, Mannheim, Ger-
many). CA125, CEA and AFP were estimated by elec-
trochemiluminescence immunoassay method (Cobas 8000
e-602 analyzer, Roche Diagnostics Ltd, Mannheim, Ger-
many).
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Table 1. Comparison of serum levels of tumor markers

between PCOS women and the control group.

PCOS Control
Terms p-value
(N =480) (N =2890)
Age (Years) 28 (26-30) 28 (26-31) 0.388
AFP (ng/mL)  2.20 (1.50-3.10)  2.00 (1.40-2.80)  0.015

CAI125 (U/mL) 12.30 (9.13-16.70) 15.70 (11.58-20.20) 0.000
CEA (ng/mL)  1.10 (0.80-1.60)  1.00 (0.70-1.50)  0.001

Note: Data were presented as medians with 25% and 75% quar-

tiles. PCOS, polycystic ovary syndrome; AFP, alpha fetoprotein;
CA125, carbohydrate antigen 125; CEA, carcino-embryonic anti-
gen. Comparisons were made using Mann-Whitney U test.

Statistical analysis of the data was performed using the
SPSS statistical software package, version 26.0 (IBM, Ar-
monk, NY, USA). Continuous variable data were analyzed
by the Kolmogorov Smirnov test to determine whether they
were distributed normally. The data was expressed as me-
dians with 25% and 75% quartiles as all variables were not
normally distributed. Age and tumor markers were com-
pared between PCOS and control groups using the Mann-
Whitney U test. The Kruskal-Wallis H test was performed
among four subgroups divided by the quartiles of TTE.
To further explore the association between TTE and tu-
mor markers, the Spearman’s correlation analysis was con-
ducted and the scatter diagram was drawn considering AFP,
CA125 and CEA as dependent variables and age as well
as TTE as the independent variables. All of the tests were
two-sided, and a p-value < 0.05 was considered statistically
significant.

3. Results

A total of 1370 blood samples was examined, of which
480 were from PCOS, and 890 were from healthy women.
As shown in Table 1, there was no significant difference in
age between the two groups. The serum levels of AFP and
CEA were significantly higher, yet the level of CA125 was
significantly lower in PCOS women than the control group
(»=0.015, p =0.001 and p = 0.000, respectively).

To analyze the association between TTE and tumor
markers as well as metabolic parameters in PCOS patients.
The included PCOS women were divided into four sub-
groups according to the quartiles of TTE and analyzed their
differences. Asshown in Table 2, age, E2, LH, LH/FSH and
CA125 levels demonstrated significant differences among
the subgroups (p = 0.002, p = 0.003, p = 0.000, p = 0.000
and p = 0.017, respectively). The results showed that in
lower TTE quartile, age and CA125 were higher, while E2,
LH and LH/FSH were lower.

To further analyze the association between TTE and
tumor markers in PCOS patients. The Spearman correla-
tion analysis was performed in PCOS (Fig. 1). The Spear-
man correlation analysis revealed that CA125 was signifi-
cantly and positively correlated with age (p = 0.003, R? =
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0.009) and TTE (p = 0.022, R? = 0.017). A significant cor-
relation was also found between age and AFP (p = 0.018,
R?=0.013).

4. Discussion

We have for the first time demonstrated that the serum
levels of AFP and CEA were significantly higher, yet the
levels of CA125 were significantly lower in PCOS in com-
parison with healthy people. Besides, CA125 was signifi-
cantly correlated with TTE while no linear relationship was
found between AFP, CEA and TTE. LH was significantly
lower as TTE quartile was lower, PGN showed the same
trend, although the statistical difference was less signifi-
cant. Steroid hormones production is delicated regulated by
LH within the ovarian follicle as the ovarian steroidogenic
response to LH is accelerated in the luteinized preovulatory
follicle, with LH stimulating the rate-limiting conversion of
cholesterol into pregnenolone [34]. Pregnenolone is then
metabolized to PGN by 33-hydroxysteroid dehydrogenase
(36HSD). PGN can then be converted into bioactive an-
drogen TTE in three steps. Subsequently, TTE can then be
aromatized into E2 by cytochrome P450 family 19 (CYP19)
[35].

Plasma CA125 has been found to be significantly
higher in the luteal phase than in the late follicular phase
in women with normal menstrual cycles and is signifi-
cantly associated with E2 levels [36,37]. The production
of CA125 may be related to an increase in luteal func-
tion. PCOS and luteal phase deficiency (LPD) have many
pathophysiological features in common, such as hyperinsu-
linemia, elevated AMH levels and angiogenesis deficiency
[38]. LPD may be a cause of infertility in PCOS pa-
tients. Prenatal TTE-treated female sheep showed a PCOS-
like phenotype with luteal dysfunction resulting in reduced
pregnancy rates [39]. The lower CA125 level of PCOS in
our study may indicate luteal insufficiency in PCOS. As for
the relationship between CA125 and androgen, one study
assessed CA125, CA199, DHEAS, PRL and E2 in serum
of 50 patients with endometriosis, the results demonstrated
that significant spearman correlations of CA125 and CA199
with DHEAS [40]. Even though they focused on a different
disease and the trends were opposite, there was evidence of
a link between serum CA 125 and androgens. In fact, the re-
lationship between CA125 and androgen has been studied
before. Previous researchers randomly collected 123 fol-
licular fluid (FF) from 28 patients undergoing in-vitro fer-
tilization and embryo transfer (IVF-ET) and assessed E2,
PGN and TTE in FF, they found no significant correlation
between CA125 and E2, PGN, TTE, oocyte fertilization,
embryo quality, and pregnancy rates [41]. A similar study
collected 36 FF samples from 12 infertile patients and found
no relationship between AFP, CEA and CA125 and IVF
outcomes [42]. As there are no similar studies on CA125
of FF from PCOS, whether CA125 plays a different role in
PCOS remains to be elucidated.
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Table 2. Comparison of serum levels of tumor markers among PCOS women with different TTE levels.

Ttems TTE<IO(N=143) 10<TTE<I14(N=113) 14<TTE<18(N=109) TTE>I8(N=115)  p-value
Age (Years) 29 (26-31) 28 (26-30) 28 (26-31) 27 (25-29) 0.002
E2 (pmol/L) 129.60 (93.62-187.50)  139.50 (100.15-174.30) 149.20 (110.65-176.65)  164.30 (116.70-212.90)  0.003
LH (IU/L) 7.68 (4.54-12.19) 11.00 (6.90-16.24) 13.92 (8.71-18.03) 13.16 (8.88-17.25) 0.000
FSH (IU/L) 5.98 (4.56-6.94) 5.87 (5.03-6.99) 6.09 (5.33-6.76) 5.59 (4.83-6.48) 0.234
LH/FSH 1.35 (0.91-2.12) 1.93 (1.30-2.52) 2.24 (1.57-2.88) 2.23 (1.63-3.16) 0.000
PGN (nmol/L) 0.99 (0.67-1.70) 1.09 (0.77-1.65) 1.14 (0.73-1.48) 1.24 (0.82-2.05) 0.054
PRL (ng/mL) 15.10 (10.60-21.10) 14.90 (10.85-20.90) 15.10 (11.00-19.90) 14.30 (11.40-18.90) 0.905
AFP (ng/mL) 2.20 (1.50-3.20) 1.90 (1.35-2.80) 2.20 (1.60-3.00) 2.30 (1.40-3.30) 0.188
CA125(U/mL)  12.60 (9.80-16.90) 13.20 (9.85-17.70) 12.40 (9.65-15.20) 10.30 (8.40-16.60) 0.017
CEA (ng/mL) 1.00 (0.70-1.50) 1.10 (0.70-1.50) 1.20 (0.80-1.70) 1.10 (0.80-1.70) 0.246

Note: Data were presented as medians with 25% and 75% quartiles. PCOS, polycystic ovary syndrome; TTE, total testosterone; E2, estradiol;

LH, luteinizing hormone; FSH, follicle stimulating hormone; PGN, progesterone; PRL, prolactin; AFP, alpha fetoprotein; CA125, carbohydrate

antigen 125; CEA, carcino-embryonic antigen. Comparisons were made using Kruskal-Wallis H test.
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Fig. 1. Association of tumor markers levels with age and TTE among PCOS women. (a) The correlation between AFP and age. (b)
The correlation between CA125 and age. (c) The correlation between CEA and age. (d) The correlation between AFP and TTE. (e) The
correlation between CA125 and TTE. (f) The correlation between CEA and TTE. AFP, alpha fetoprotein; CA125, carbohydrate antigen

125; CEA, carcino-embryonic antigen; TTE, total testosterone.

Physiological levels of purified AFP can significantly
enhance epidermal growth factor plus insulin-like growth
factor I-mediated mitogenic activity in a dose-dependent
manner and may be involved in growth factor-mediated cell
proliferation regulation in porcine GCs [43]. The same re-
search team later found that AFP significantly inhibited E2
synthesis in a dose-dependent manner mediated by growth
factor/FSH in porcine GCs [44,45]. Combined with these
findings, they concluded that AFP may be inhibiting the
steroidogenesis of GCs while promoting the proliferation
of these cells. Abnormal proliferation of GCs was asso-

ciated with anovulation of PCOS. Sharron A Stubbs et al.
[46] collected whole ovary tissue samples from patients
(with/without PCOS, PCOS with/without anovulation) and
used minichromosome maintenance deficient 2 (MCM?2) as
a marker for DNA replication. They found that GCs divi-
sion didn’t match with oocyte growth in anovulatory PCOS
as the quantity of GCs was disproportionately greater than
the oocyte diameter in the follicles from anovulatory poly-
cystic ovaries [46]. We did not find relevant studies on
the effect of AFP in human ovarian GCs, but another clin-
ical trial in patients with HCC found that AFP functioned
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to modulate cell proliferation in HCC [47]. This provides
evidence that AFP mediates cell proliferation in vivo. In
contrast to proliferation, AFP is also involved in apopto-
sis. Silencing AFP may induce apoptosis in HCC cell line
via dysfunction of the p53/Bax/cytochrome c/caspase-3 sig-
naling pathway [48]. The quantity of apoptotic GCs were
significantly lower in anovulatory PCOS than in normal
ovarian follicles as the expression of apoptotic effectors
like activated caspase-3 was significantly lower in GCs of
anovulatory PCOS follicles and the expression of cell sur-
vival factors like cellular inhibitor of apoptosis protein-2
(cIAP-2) was significantly higher [49]. The role of AFP
in apoptosis has also been demonstrated in clinical tri-
als, as Noboru Mitsuhashi ez al. [50] found that higher
AFP levels were significantly related to lower apoptotic in-
dex. They also found a link between AFP and angiogene-
sis that patients with higher AFP levels had a significantly
higher microvessel density [50]. It has been proved that
low concentrations of AFP could significantly enhance vas-
cular endothelial growth factor (VEGF)-induced prolifera-
tion in placenta and uterus endothelial cells via mitogen-
activated protein kinase-dependent pathways [51]. VEGF
was the first widely studied angiogenic factor in the ovaries
of PCOS patients. VEGF expression levels were found to
be high in granulosa, theca and luteal cells in ovarian tissue
from PCOS [52]. A later study found that increased stromal
vascularization in PCOS ovaries may be related with high
serum VEGF induced high ovarian blood flow [53]. Imbal-
ance of angiogenic factors and antiangiogenic factors con-
duces to abnormal follicular development in women with
PCOS, that may further result in accumulation of small fol-
licles and apparent failure to select a dominant follicle, with
anovulation and cyst formation [54].

Santa Benchimol et al. [31] considered CEA could be
added to the family of intercellular adhesion molecules as
they found that CEA can function as an intercellular adhe-
sion molecule independent of Ca?* and can mediate homo-
typic cell sorting in aggregating cells consisting of hetero-
geneous populations. There is no direct evidence to show
whether CEA plays a relevant role in PCOS, but there are
many studies on other cell adhesion related molecules in
PCOS. Vascular cell adhesion molecule-1 and intercellular
adhesion molecule-1, as two cell adhesion molecules cor-
related with the extent of underlying atherosclerosis, have
been proven to be highly expressed among PCOS in com-
parison to healthy people without PCOS [55,56]. Soluble
vascular cell adhesion molecule-1 levels were significantly
elevated in non-insulin resistant PCOS independent of body
mass index (BMI) and insulin resistant PCOS women were
at higher risk of atherosclerosis [57,58]. Morever, cell ad-
hesion molecules such as integrin and E-cadherin have also
been provened to be related with endometrial function in
PCOS [59,60]. Downregulation of cell adhesion molecule
genes in cumulus cells of PCOS women with infertility
seem to be related to lowered amount of mature oocytes and
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poorer quality of embryos independent of insulin resistance
[61].

We found some evidence for arole of CA125 in PCOS,
as CA125 was significantly lower in PCOS and changed
with TTE. Combined with our present research results and
a number of previous related studies, we have made full
explanations and speculations about the results. Our find-
ing may offer new ideas to explore the relationship between
PCOS and AFP, CEA and CA125. Further experiments are
required to examine the association of tumor markers with
the development of PCOS women. It is possible to explore
whether AFP, CEA and CA125 in serum/follicular fluid
could affect the proliferation, apoptosis of GCs and ovarian
vascularization and luteal insufficiency, whether they are
related to PCOS anovulation and affect PCOS pregnancy. If
the exact mechanism of tumor markers in PCOS can be de-
termined through further experimental studies in the future,
tumor markers may be combined with some other indicators
to diagnose PCOS. The primary limitation in our research
is the potential for confounding. As missing BMI in our
study is a factor that may contribute to the levels of tumor
markers. In addition, regional and ethnic factors can’t be
ruled out as contributing factors as our samples are from a
single source. Multicenter studies with larger sample sizes
are expected in the future.

5. Conclusions

The serum level of CA125 is significantly lower and
significantly correlated to the hormonal status of PCOS.
The lower CA125 level of PCOS may indicate LPD in
PCOS resulting in reduced pregnancy rates. AFP and CEA
are significantly higher in PCOS. Higher AFP in PCOS may
be related with increased proliferation and reduced apop-
tosis in GCs of PCOS. CEA may function as an intercel-
lular adhesion molecule in PCOS. Further experiments are
needed to explore the exact mechanism of tumor markers
in the development of PCOS.

Abbreviations

CAI125, carbohydrate antigen 125; CEA, carcino-
embryonic antigen; AFP, alpha fetoprotein; PCOS, poly-
cystic ovary syndrome; TTE, total testosterone; FSH,
follicle stimulating hormone; LH, luteinizing hormone;
E2, estradiol, PGN, progesterone; GCs, granulosa cells;
PRL, prolactin, DHEAS, dehydroepiandrosterone sul-
fate; DHEA, dehydroepiandrosterone; A4, androstene-
dione; DHT, dihydrotestosterone; AMH, anti-mullerian
hormone; HCC, hepatocellular carcinoma; 33-HSD, 3/-
hydroxysteroid dehydrogenase; CYP19, cytochrome P450
family 19; LPD, luteal phase deficiency; FF, follicular
fluid; IVF-ET, in-vitro fertilization and embryo transfer;
MCM2, minichromosome maintenance deficient 2; cIAP-
2, cellular inhibitor of apoptosis protein-2; VEGF, vascular
endothelial growth factor; BMI, body mass index.


https://www.imrpress.com

Author Contributions

JHZ and FQ designed the research protocol. JHZ and
MMP conducted the study. QZ collected data and MMP
performed the data analysis. MMP and QZ explained data
and wrote the manuscript. FFW provided help and ad-
vice on writing review. All authors contributed to editorial
changes in the manuscript. All authors read and approved
the final manuscript.

Ethics Approval and Consent to Participate

All subjects gave their informed consent for inclu-
sion before they participated in the study. The study was
conducted in accordance with the Declaration of Helsinki,
and the protocol was approved by the Ethics Committee of
Women’s Hospital, School of Medicine, Zhejiang Univer-
sity (approval number: IRB-20210101-R).

Acknowledgment
Not applicable.

Funding

This research received no external funding.

Conflict of Interest

The authors declare no conflict of interest. FQ is serv-
ing as one of the Guest editors of this journal. We declare
that FQ had no involvement in the peer review of this article
and has no access to information regarding its peer review.
Full responsibility for the editorial process for this article
was delegated to JO.

References

[1] Lizneva D, Suturina L, Walker W, Brakta S, Gavrilova-Jordan
L, Azziz R. Criteria, prevalence, and phenotypes of polycystic
ovary syndrome. Fertility and Sterility. 2016; 106: 6—-15.

[2] Rotterdam ESHRE/ASRM-Sponsored PCOS Consensus Work-
shop Group, Revised 2003 consensus on diagnostic criteria and
long-term health risks related to polycystic ovary syndrome. Fer-
tility and Sterility. 2004; 81: 19-25.

[3] Burger HG. Androgen production in women. Fertility and Steril-
ity. 2002; 77: 3-5.

[4] Ye W, XieT, SongY, Zhou L. The role of androgen and its related
signals in PCOS. Journal of Cellular and Molecular Medicine.
2021; 25: 1825-1837.

[5] Franks S, Stark J, Hardy K, Follicle dynamics and anovulation in
polycystic ovary syndrome. Human Reproduction Update. 2008;
14: 367-378.

[6] Goodarzi MO, Dumesic DA, Chazenbalk G, Azziz R. Polycystic
ovary syndrome: etiology, pathogenesis and diagnosis. Nature
Reviews Endocrinology. 2011; 7: 219-231.

[7] Azziz R, Carmina E, Chen Z, Dunaif A, Laven JSE, Legro
RS, et al. Polycystic ovary syndrome. Nature Reviews Disease
Primers. 2016; 2: 16057.

[8] Bast RC, Feeney M, Lazarus H, Nadler LM, Colvin RB, Knapp
RC. Reactivity of a monoclonal antibody with human ovarian
carcinoma. Journal of Clinical Investigation. 1981; 68: 1331—
1337.

[9] Yin BWT, Lloyd KO. Molecular Cloning of the CA125 Ovar-

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[23]

[24]

[25]

[26]

[27]

(28]

[29]

ian Cancer Antigen - Identification as a new mucin, MUCI16.
Journal of Biological Chemistry. 2001; 276: 27371-27375.
Yin BWT, Dnistrian A, Lloyd KO. Ovarian cancer antigen
CA125 is encoded by the MUC16 mucin gene. International
Journal of Cancer. 2002; 98: 737-740.

Bast RC, Klug TL, John ES, Jenison E, Niloff JM, Lazarus H,
et al. A Radioimmunoassay Using a Monoclonal Antibody to
Monitor the Course of Epithelial Ovarian Cancer. New England
Journal of Medicine. 1983; 309: 883-887.

Buamah P. Benign conditions associated with raised serum CA-
125 concentration. Journal of Surgical Oncology. 2000; 75:
264-265.

Dufty MJ, Bonfrer JM, Kulpa J, Rustin GJS, Soletormos G,
Torre GC, et al. CA125 in ovarian cancer: European Group on
Tumor Markers guidelines for clinical use. International Journal
of Gynecological Cancer. 2005; 15: 679-691.

Bodmer M, Becker C, Meier C, Jick SS, Meier CR. Use of met-
formin and the risk of ovarian cancer: a case-control analysis.
Gynecologic Oncology. 2011; 123: 200-204.

Schildkraut J. Epithelial Ovarian Cancer Risk among Women
with Polycystic Ovary Syndrome. Obstetrics & Gynecology.
1996; 88: 554-559.

Olsen CM, Green AC, Nagle CM, Jordan SJ, Whiteman DC,
Bain CJ, et al. Epithelial ovarian cancer: testing the ‘androgens
hypothesis’. Endocrine-Related Cancer. 2008; 15: 1061-1068.
Bergstrand CG, Czar B. Demonstration of a New Protein Frac-
tion in Serum from the Human Fetus. Scandinavian Journal of
Clinical and Laboratory Investigation. 1956; 8: 174—-174.
Zheng Y, Zhu M, Li M. Effects of alpha-fetoprotein on the oc-
currence and progression of hepatocellular carcinoma. Journal
of Cancer Research and Clinical Oncology. 2020; 146: 2439—
2446.

Galle PR, Foerster F, Kudo M, Chan SL, Llovet JM, Qin S, et al.
Biology and significance of alpha-fetoprotein in hepatocellular
carcinoma. Liver International. 2019; 39: 2214-2229.
Trevisani F, Garuti F, Neri A. Alpha-fetoprotein for Diagnosis,
Prognosis, and Transplant Selection. Seminars in Liver Disease.
2019; 39: 163-177.

Wong RJ, Ahmed A, Gish RG. Elevated alpha-fetoprotein: dif-
ferential diagnosis - hepatocellular carcinoma and other disor-
ders. Clinics in Liver Disease. 2015; 19: 309-323.

Tang T, Lai H, Huang X, Gu L, Shi H. Application of serum
markers in diagnosis and staging of ovarian endometriosis. Jour-
nal of Obstetrics and Gynaecology Research. 2021; 47: 1441—
1450.

Al-Hussaini M, Al-Othman Y, Hijazi E, McCluggage WG. A
Report of Ovarian Sertoli-Leydig Cell Tumors with Heterol-
ogous Intestinal-type Glands and Alpha Fetoprotein Elevation
and Review of the Literature. International Journal of Gyneco-
logical Pathology. 2018; 37: 275-283.

Gold P, Freedman SO. Specific Carcinoembryonic Antigens
of the Human Digestive System. Journal of Experimental
Medicine. 1965; 122: 467-481.

Grunnet M, Sorensen JB. Carcinoembryonic antigen (CEA) as
tumor marker in lung cancer. Lung Cancer. 2012; 76: 138—143.
Beard DB, Haskell CM. Carcinoembryonic antigen in breast
cancer. Clinical review. The American Journal of Medicine.
1986; 80: 241-245.

Herbeth B, Bagrel A. A study of factors influencing plasma CEA
levels in an unselected population. Oncodevelopmental Biology
and Medicine. 1980; 1: 191-198.

Beaudonnet A, Gounon G, Pichot J, Revenant MC. Sex- and age-
related influences on carcinoembryonic antigen in blood. Clini-
cal Chemistry. 1981; 27: 771-771.

Borras G, Molina R, Xercavins J, Ballesta A, Iglesias J. Tumor
Antigens CA 19.9, CA 125, and CEA in Carcinoma of the Uter-
ine Cervix. Gynecologic Oncology. 1995; 57: 205-211.

&% IMR Press


https://www.imrpress.com

[30]

[31]

(32]

[33]

[34]

[35]

[36]

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

Tendler A, Kaufman HL, Kadish AS. Increased carcinoem-
bryonic antigen expression in cervical intraepithelial neoplasia
grade 3 and in cervical squamous cell carcinoma. Human Pathol-
ogy. 2000; 31: 1357-1362.

Benchimol S, Fuks A, Jothy S, Beauchemin N, Shirota K, Stan-
ners CP. Carcinoembryonic antigen, a human tumor marker,
functions as an intercellular adhesion molecule. Cell. 1989; 57:
327-334.

Zhou H, Stanners CP, Fuks A. Specificity of anti-
carcinoembryonic antigen monoclonal antibodies and their
effects on CEA-mediated adhesion. Cancer Research. 1993; 53:
3817-3822.

Hammarstrom S. The carcinoembryonic antigen (CEA) family:
structures, suggested functions and expression in normal and
malignant tissues. Seminars in Cancer Biology. 1999; 9: 67-81.
Erickson GF, Magoftin DA, Dyer CA, Hofeditz C. The ovarian
androgen producing cells: a review of structure/function rela-
tionships. Endocrine Reviews. 1985; 6: 371-399.

Walters KA, Handelsman DJ. Role of androgens in the ovary.
Molecular and Cellular Endocrinology. 2018; 465: 36-47.
Paoletti AM, Serra GG, Mais V, Ajossa S, Guerriero S, Orra M,
et al. Involvement of ovarian factors magnified by pharmaco-
logical induction of multiple follicular development (MFD) in
the increase in Cal25 occurring during the luteal phase and the
first 12 weeks of induced pregnancies. Journal of Assisted Re-
production and Genetics. 1995; 12: 263-268.

Zweers A, De Boever J, Serreyn R, Vandekerckhove D. Corre-
lation between peripheral CA-125 levels and ovarian activity.
Fertility and Sterility. 1990; 54: 409-414.

Boutzios G, Karalaki M, Zapanti E. Common pathophysiolog-
ical mechanisms involved in luteal phase deficiency and poly-
cystic ovary syndrome. Impact on fertility. Endocrine. 2013; 43:
314-317.

Padmanabhan V, Veiga-Lopez A. Reproduction Symposium:
developmental programming of reproductive and metabolic
health. Journal of Animal Science. 2014; 92: 3199-3210.

Fiala L, Bob P, Raboch J. Oncological markers CA-125, CA 19-
9 and endometriosis. Medicine. 2018; 97: e13759.

Mordel N, Anteby SO, Zajicek G, Roisman I, Treves A, Barak V.
CA-125 is present in significant concentrations in periovulatory
follicles of in vitro fertilization patients. Fertility and Sterility.
1992; 57: 377-380.

Jimena P, Castilla JA, Ramirez JP, Gil T, Acebal M, Molina R,
et al. Follicular fluid alpha-fetoprotein, carcinoembryonic anti-
gen, and CA-125 levels in relation to in vitro fertilization and
gonadotropin and steroid hormone concentrations. Fertility and
Sterility. 1993; 59: 1257-1260.

Keel BA, Eddy KB, Cho S, May JV. Synergistic action of pu-
rified alpha-fetoprotein and growth factors on the proliferation
of porcine granulosa cells in monolayer culture. Endocrinology.
1991; 129: 217-225.

Keel BA, Eddy KB, Cho S, Gangrade BK, May JV. Purified
human alpha fetoprotein inhibits growth factor-stimulated estra-
diol production by porcine granulosa cells in monolayer culture.
Endocrinology. 1992; 130: 3715-3717.

Keel BA, Eddy KB, He Y, Gangrade BK, May JV. Purified
human alpha-fetoprotein inhibits follicle-stimulating hormone-
stimulated estradiol production by porcine granulosa cells in cul-
ture. Molecular and Cellular Endocrinology. 1993; 94: 21-25.
Stubbs SA, Stark J, Dilworth SM, Franks S, Hardy K. Abnormal
Preantral Folliculogenesis in Polycystic Ovaries is Associated
with Increased Granulosa Cell Division. The Journal of Clinical
Endocrinology & Metabolism. 2007; 92: 4418-4426.

Shang JB, Li YH, Liu FY, Zeng QL, Wang JY, He XF, et al.
18F-Fluorodeoxyglucose uptake in hepatocellular carcinoma on

&% IMR Press

[48]

[50]

[51]

[52]

[53]

[54]

[55]

[56]

[57]

[58]

[59]

[60]

[61]

positron emission tomography correlates with alpha-fetoprotein.
Di Yi Jun Yi Da Xue Xue Bao. 2004; 24: 697-699. (In Chinese)

Yang X, Zhang Y, Zhang L, Zhang L, Mao J. Silencing alpha-
fetoprotein expression induces growth arrest and apoptosis in
human hepatocellular cancer cell. Cancer Letters. 2008; 271:
281-293.

Das M, Djahanbakhch O, Hacihanefioglu B, Saridogan E, Ikram
M, Ghali L, et al. Granulosa Cell Survival and Proliferation are
Altered in Polycystic Ovary Syndrome. The Journal of Clinical
Endocrinology & Metabolism. 2008; 93: 881-887.

Mitsuhashi N, Kobayashi S, Doki T, Kimura F, Shimizu H,
Yoshidome H, et al. Clinical significance of alpha-fetoprotein:
involvement in proliferation, angiogenesis, and apoptosis of
hepatocellular carcinoma. European Journal of Gastroenterol-
ogy & Hepatology. 2008; 23: e189-197.

Liang OD, Korff T, Eckhardt J, Rifaat J, Baal N, Herr F, et al.
Oncodevelopmental alpha-fetoprotein acts as a selective proan-
giogenic factor on endothelial cell from the fetomaternal unit.
The Journal of Clinical Endocrinology and Metabolism. 2004;
89: 1415-1422.

Kamat BR, Brown LF, Manseau EJ, Senger DR, Dvorak HF.
Expression of vascular permeability factor/vascular endothelial
growth factor by human granulosa and theca lutein cells. Role
in corpus luteum development. The American Journal of Pathol-
ogy. 1995; 146: 157-165.

Agrawal R, Sladkevicius P, Engmann L, Conway GS, Payne
NN, Bekis J, et al. Serum vascular endothelial growth factor
concentrations and ovarian stromal blood flow are increased in
women with polycystic ovaries. Human Reproduction. 1998; 13:
651-655.

Di Pietro M, Pascuali N, Parborell F, Abramovich D. Ovar-
ian angiogenesis in polycystic ovary syndrome. Reproduction.
2018; 155: R199-R209.

Diamanti-Kandarakis E, Alexandraki K, Piperi C, Protogerou
A, Katsikis 1, Paterakis T, et al. Inflammatory and endothelial
markers in women with polycystic ovary syndrome. European
Journal of Clinical Investigation. 2006; 36: 691-697.

Rashad NM, El-Shal AS, Abomandour HG, Aboelfath AMK,
Rafeek MES, Badr MS, et al. Intercellular adhesion molecule-
1 expression and serum levels as markers of pre-clinical
atherosclerosis in polycystic ovary syndrome. Journal of Ovar-
ian Research. 2019; 12: 97.

Koleva DI, Orbetzova MM, Nikolova JG, Tyutyundzhiev SB.
Adipokines and soluble cell adhesion molecules in insulin resis-
tant and non-insulin resistant women with polycystic ovary syn-
drome. Archives of Physiology and Biochemistry. 2016; 122:
223-227.

Seow K, Juan C, Wang P, Ho L, Hwang J. Expression Levels
of Vascular Cell Adhesion Molecule-1 in Young and Nonobese
Women with Polycystic Ovary Syndrome. Gynecologic and Ob-
stetric Investigation. 2012; 73: 236-241.

Lopes IMRS, Maganhin CC, Oliveira-Filho RM, Simdes RS,
Simoes MJ, Iwata MC, et al. Histomorphometric Analysis and
Markers of Endometrial Receptivity Embryonic Implantation in
Women with Polycystic Ovary Syndrome during the Treatment
with Progesterone. Reproductive Sciences. 2014; 21: 930-938.
Quezada S, Avellaira C, Johnson MC, Gabler F, Fuentes A, Vega
M. Evaluation of steroid receptors, coregulators, and molecules
associated with uterine receptivity in secretory endometria from
untreated women with polycystic ovary syndrome. Fertility and
Sterility. 2006; 85: 1017-1026.

Hassani F, Oryan S, Eftekhari-Yazdi P, Bazrgar M, Moini A,
Nasiri N, ef al. Downregulation of Extracellular Matrix and Cell
Adhesion Molecules in Cumulus Cells of Infertile Polycystic
Ovary Syndrome Women with and without Insulin Resistance.
Cell. 2019; 21: 35-42.


https://www.imrpress.com

	1. Introduction
	2. Materials and Methods
	3. Results
	4. Discussion
	5. Conclusions
	Abbreviations
	Author Contributions
	Ethics Approval and Consent to Participate
	Acknowledgment
	Funding
	Conflict of Interest

