Dimcho, Current Trends Gynecol Oncol 2024, 9:3

Current Trends in Gynecologic Oncology

Understanding Gynecologic Cancer Incidence: A Global Perspective on

Trends and Qutcomes

Dimcho Bachvarov*

Department of Obstetrics and Gynecology, Northwestern University Feinberg School of Medicine, USA

Abstract

Cervical cancer remains a significant global health challenge, especially in low- and middle-income countries
where access to screening and vaccination may be limited. While the primary etiological factor in cervical cancer
is the persistent infection with high-risk human papillomavirus (HPV), recent research has shed light on the roles
that hormonal receptors-particularly estrogen and progesterone receptors (ER and PR)-may play in cervical cancer
development and progression. Understanding these hormonal pathways offers new insights that could help refine
treatment approaches and improve outcomes for patients with cervical cancer.

Introduction

Estrogen and progesterone receptors are proteins found within cells
that respond to the hormones estrogen and progesterone, respectively.
These receptors are known to influence cell growth, differentiation,
and apoptosis in various tissues, especially in reproductive organs.
They are central to the regulation of the menstrual cycle, pregnancy,
and certain disease processes, including hormone-dependent cancers
like breast and endometrial cancer. In recent years, studies have shown
that ER and PR may also play a role in cervical cancer [1]. Although
cervical cancer is not traditionally classified as hormone-dependent,
the influence of hormones, particularly estrogen, is increasingly
recognized in the context of HPV infection and cervical carcinogenesis.

The Role of Estrogen Receptors in Cervical Cancer

Estrogen, a hormone primarily produced in the ovaries, is essential
for female reproductive health. It exerts its effects by binding to
estrogen receptors in target cells, influencing gene expression and
cellular behavior. In cervical cancer, estrogen is thought to contribute
to disease progression through several mechanisms:

1. Hpv integration and expression: Estrogen has been shown
to enhance the expression of HPV oncogenes E6 and E7, which are key
drivers of cervical carcinogenesis. These oncogenes disrupt normal cell
cycle regulation by inactivating tumor suppressor proteins, such as p53
and Rb, leading to uncontrolled cell proliferation.

2. Stimulation of tumor growth: Estrogen receptors, when
activated, can promote the growth and proliferation of cervical
epithelial cells, creating an environment that supports HPV-induced
carcinogenesis. Research indicates that estrogen may stimulate
the progression from HPV infection to pre-cancerous lesions and,
eventually, invasive cervical cancer [2-5].

3. Inflammation and angiogenesis: Estrogen receptors in
cervical tissues may also influence inflammatory and angiogenic
pathways, facilitating tumor growth and spread. By promoting blood
vessel formation and recruiting immune cells to the tumor site,
estrogen can contribute to a microenvironment that supports cancer
progression.

The role of progesterone receptors in cervical cancer

Progesterone is another key hormone in the female reproductive
system, and its effects are mediated through progesterone receptors.
In contrast to estrogen, which is typically associated with cancer
progression, progesterone is thought to have a more complex role in

cervical cancer:

1. Protective effects: Some studies suggest that progesterone
may exert protective effects against HPV-induced cervical cancer.
Progesterone receptor activation has been associated with cell
differentiation and apoptosis, potentially slowing down or inhibiting
the growth of abnormal cervical cells.

2. Interaction with Estrogen: Progesterone can counteract
some of the proliferative effects of estrogen on the cervix, balancing
cell growth and promoting differentiation. In some cases, progesterone
therapy has been shown to reduce the expression of estrogen receptors,
thereby limiting estrogen’s influence on tumor progression.

3. Therapeutic implications: There is growing interest in using
progestin-based therapies for cervical cancer patients. Research into
selective progesterone receptor modulators (SPRMs) is ongoing, with
the goal of identifying compounds that can harness progesterone’s
potential anti-cancer effects while minimizing adverse side effects.

Hormone receptor status as a prognostic indicator

The expression of ER and PR in cervical cancer tissues has been
studied as a potential prognostic marker. Tumors that express
higher levels of ER and PR may exhibit different biological behaviors
compared to hormone receptor-negative tumors. Key insights from
research include:

1. Association with tumor grade and stage: Studies have
observed that ER and PR positivity in cervical cancer tissues is often
associated with specific tumor characteristics, such as higher grade
or more advanced stage. However, findings have been inconsistent,
highlighting the need for further research.
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2. Implications for treatment response: Hormone receptor
status could influence how patients respond to specific treatments. In
breast cancer, for example, ER and PR status guides the use of hormone
therapies such as tamoxifen. While similar hormone-targeted therapies
are not yet standard in cervical cancer treatment, they represent a
potential area for future therapeutic development.

Therapeutic implications of hormone receptors in cervical
cancer

The discovery of hormone receptors in cervical cancer cells raises
the possibility of new therapeutic approaches. For example, hormonal
therapies that target ER and PR—commonly used in breast and
endometrial cancers—might be adapted for cervical cancer. These
therapies could potentially slow tumor growth, reduce metastasis, or
enhance sensitivity to existing treatments.

1. Selective estrogen receptor modulators (SERMs): SERMs,
like tamoxifen, block estrogen receptors, preventing estrogen from
binding and activating cell proliferation [6]. Although primarily
used in breast cancer, studies are exploring the potential of SERMs in
cervical cancer, especially for patients with high ER expression.

2. Progestin-based therapies: Given the potential protective
role of progesterone, progestin-based therapies may have a role in
treating cervical cancer. Progesterone agonists or SPRMs could be
investigated further to understand their impact on cervical tumor
growth and progression.

3.  Combination therapies: Combining hormone therapies with
traditional treatments like chemotherapy, radiation, orimmunotherapy
could yield synergistic effects. By modulating hormone receptor
pathways, oncologists might improve treatment efficacy and reduce
recurrence in patients with hormone receptor-positive cervical cancer.

Challenges and future directions

While the potential of targeting ER and PR in cervical cancer is
promising, significant challenges remain. Cervical cancer is primarily
driven by HPV infection, and the role of hormones is secondary
and not yet fully understood. Therefore, large-scale clinical trials are
necessary to confirm the prognostic and therapeutic value of hormone
receptors in cervical cancer.

Advances in molecular diagnostics and personalized medicine
may soon enable routine testing of ER and PR status in cervical cancer
patients, similar to protocols in breast cancer [6-8]. Additionally,
ongoing research into the molecular pathways that link HPV oncogenes
and hormonal signaling could reveal more targeted approaches for
cervical cancer treatment.

Conclusion

The roles of estrogen and progesterone receptors in cervical cancer
progression represent an emerging field with significant therapeutic
potential. Understanding how these receptors influence the behavior
of cervical tumors could pave the way for innovative treatments,
especially for patients with hormone receptor-positive cancers. As
research continues, hormone-targeted therapies may one day join the
arsenal of cervical cancer treatments, offering patients more options for
effective and personalized care.
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