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Abstract

Transgender men remain at risk for gynecologic malignancies, but are an underserved population.
Members of the transgender community experience discrimination and have experiences that
contribute to health disparities, including in gynecology and oncology. While efforts have been
made within the United States to reduce inequalities experienced by members of this community,
many needs in the clinical setting remain. Increased education and training among providers and
healthcare professionals, and general improvements towards understanding barriers to health
screening and health resource uptake may reduce some disparities. Additional research towards
screening and cancer surveillance among this community will be necessary to understand any
potential additional risks and survival disparities experienced by transgender men. This review
focuses on barriers and clinical needs for transgender men in the gynecologic oncology setting,
and suggestions for moving forward to improve care for this patient population.

Introduction

Individuals who are transgender or gender non-conforming are becoming more visible in
healthcare; however, they have frequently been met with discrimination and have
experienced marginalization. Therefore, it is of no surprise that there are health disparities
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for patients who identify as transgender [1]. Transgender men are individuals who were
assigned female at birth, but presently identify as male [2]. These patients experience
gynecologic conditions as they are born with female pelvic organs. These conditions include
gynecologic malignancies. As such, this review will focus on the needs of transgender men
in the gynecologic oncology setting.

Understanding this patient population starts with gaining comprehension of the terminology
used to describe these individuals. Breakdown of the important terminology regarding
gender, gender identity, and other key definitions, has been well documented by the
University of California San Francisco’s Leshian, Gay, Bisexual and Transgender Resource
Center, which serves as an excellent resource [3]. Additionally, it is important to distinguish
the difference between gender dysphoria and transgender [2]. Being transgender is an
identity and refers to identifying differently from one’s birth assignment, also known as
biologic sex, whereas gender dysphoria is a symptom that can be associated with being
transgender and occurs when an individual experiences severe psychological distress related
to concerns associated with their gender identity.

A key issue previously identified is that, due to many barriers, the size of the transgender
community within the United States, or globally, remains unknown [4]. Poor definitions of
who in our populations belong to this community, and experienced discrimination and
stigma resulting in individuals desiring to not be identified as a gender minority may
contribute to this challenge. Until very recently, there has been a lack of acknowledgment
and formal rights given to the LGBTQ+ community through legislation within the United
States [5]. As there is continued societal growth and acknowledgment of the transgender
population and existing hardships, there continues to be a need for improvements in
knowledge and care in the clinical setting, providing comfort and respect to members of this
community seeking medical services. As previously mentioned, transgender men, just like
cisgender women, are at risk for gynecologic malignancies, and as such, it is critical that this
specialty continues to work towards addressing the unique needs among this population.

Gender transitioning with pharmacologic/surgical interventions and

common practices

Transition therapies are referred to as “gender-affirming” therapies and include medical
therapy in the form of hormones as well as surgical procedures that help individuals align
their bodies with their internal sense of self. Not all members of the transgender community
will undergo pharmacologic or surgical intervention as each individual’s transition is unique
[6]. Furthermore, choice to pursue certain surgical interventions also varies as some patients
seek chest surgery while others seek both chest surgery and genital surgery. Patients may
choose some transition at some point in their lives, but may opt for other therapies later as
their goals change over time, with the understanding that some existing therapies are
reversible and others are not [2, 7].

One factor that may affect choices around transition is access to care, as not all patients have
adequate access. The consequences of insufficient access to therapies may have profound
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effects, with remarkably high rates of depression and suicidality reported in this population,
with some patients resorting to taking street hormones with no medical monitoring [8].

Transgender men who choose to undergo gender affirming hormone therapy primarily
transition with exogenous testosterone, which helps patients develop masculine physical
features [2, 6, 9-11]. Extent of physical characteristics acquired through therapy are
dependent on dosage and duration of use, with some characteristics including increased
facial/body hair, vocal changes, changes in genital appearance, and possible interruption of
menstruation [9]. Most patients on testosterone experience menstrual suppression, but not all
do. For these patients, progesterone options and intrauterine devices may be utilized to help
disrupt menstruation [6]. Estrogen-containing options are usually avoided. Among surgical
interventions, transgender men may undergo mastectomy (chest reduction, chest
masculinizing surgery, and “top” surgery), hysterectomy (with or without bilateral salpingo-
oophorectomy), vaginectomy, and reconstructive surgeries to create external genitalia
(metoidioplasty or phalloplasty, with or without urethral lengthening).

The extent to which one may undergo hormonal or surgical intervention is highly reliant on
not only personal preferences, but also health care barriers [10, 12]. In fact, almost 25% of
individuals identifying as transgender in one survey reported not having access to medical
care for transition [10]. This includes the failure of most insurance providers to cover
hormonal therapy, gender transition surgery, mental health services, as well as inadequate
infrastructure for clinicians to code these therapies properly for reimbursement. As such,
transgender men may still, and likely many will, have reproductive organs susceptible to
gynecologic malignancies. Therefore, it is necessary to perform thorough organ inventories
in patients seen for routine care, and to consider individualized health care planning when
providing medical services for members of this community.

Discriminatory experiences and cancer-associated risk factors among the

transgender community

Members of the LGBTQ+ community at large have historically experienced high levels of
discrimination and violence, as well as greater rates of depression, anxiety, and suicide [4].
Until the landmark Supreme Court decision in June 2020, protections in the workplace
against discrimination were non-existent, with employers holding the potential to terminate
employees based on gender identity or sexual orientation, leading to higher levels of
unemployment and poverty, homelessness, as well as poor access to health insurance
coverage within this community [4, 5]. The aforementioned factors contribute to increased
risks for negative health outcomes in some members of this community.

Patients from the transgender community appear to have higher rates of cancer-related risk
factors [1, 13]. Members of this community, as well as other sexual and gender minority
groups who have experienced violence or discrimination, have reported higher rates of
cigarette/tobacco use and alcohol use including binge drinking [13]. These lifestyle factors
are important to consider in transgender men, as cigarette/tobacco use has been associated
with cervical neoplasia, vulvar neoplasia, and mucinous epithelial ovarian cancer [14-16].
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Studies of transgender individuals have also identified engagement in sexual behaviors
which place them at increased risk for cancer-associated human papillomavirus (HPV)
strains, including: earlier age at first sexual intercourse, more partner experiences, and lower
frequency of condom use during intercourse [13, 17]. Furthermore, a study including 91
transgender men identified that nearly 51% of participants hadn’t undergone a Pap smear for
cervical cancer screening and HPV detection within 3 years preceding the survey [18]. Of
these individuals, 32% reported never having received a Pap smear. Respondents had greater
odds of not receiving screening reportedly due to costs, and fear of discrimination in the
clinical setting. Participants of this survey expressed a preference for self-administered HPV
testing, unless they had experienced this health screening in the past. Increasing efforts
towards interventions such as HPV vaccination and screening among those at higher risk
may be beneficial.

Considering the barriers to care experienced by these patients, it is essential to continue
discussions on reducing the stigma of sexual and gender identities among the health care
field, and the general population at large. These initiatives will aim to increase the comfort
of these individuals in the clinical setting, increase the knowledge of specific needs among
health care providers, and to reduce the potential violence and discrimination experienced by
individuals from the transgender community.

Provider-related barriers for transgender men in the clinical setting

Studies have found that some members of the transgender community who do utilize health
care services have been met with poor care from providers either through inadequate
services offered, or through discriminatory behavior [4, 12, 19]. In the 2015 U.S.
Transgender Survey, 33% of respondents reported negative experiences in the healthcare
environment related to their gender identity [19]. Negative experiences included being
refused transgender-related care (8%), being harassed verbally (6%), experiencing physical
or sexual assault (4%), or having providers unfamiliar with transgender health (24%).
Furthermore, transgender men in this survey reported higher frequencies of negative
experiences in healthcare than transgender women.

Increasing education in the medical school and residency setting has been noted to enhance
the comfort of future practicing clinicians in providing adequate and thorough care to
members of this community [20, 21]. Of program directors in one survey, 96% of
respondents felt it would be greatly beneficial to add education in this area to residency
programs [22]. Implementing such training may improve disparities for patients in this
population. There may be larger barriers for current practicing clinicians who have had
minimal education regarding, and are reportedly less confident in, providing medical care
for the transgender community [23-26]. In a recent survey of nearly 150 oncologists, 70% of
these clinicians expressed a desire to receive education to better care for the distinct needs of
members of sexual and gender minority groups, where only 20% of respondents felt
confident in their knowledge for addressing the needs of the transgender community [25].

Addressing gynecologic oncology needs may produce additional discomfort for transgender
men as the care is directly related to reproductive organs that play a role in the
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stigmatization of their gender identity [6]. Transgender men, as previously mentioned, may
have a history of avoiding gynecologic care due to multiple factors [18, 27]. In one study
based in Canada, 89 transgender men reported on experiences with gynecologic providers,
as well as explanations for avoiding gynecologic care [27]. Among these participants, 70%
reported concerns of having to provide education to their clinician regarding transgender
health, and 86% reported fear of receiving a gynecologic exam. Normalizing diverse patient
backgrounds and providing educational training for clinicians on gender and sexual minority
care may alleviate some of these concerns.

One survey of gynecologists reported that 80% of providers had not received any training on
caring for patients who are part of the transgender community [26]. When considering
provider confidence in caring for transgender male patients, less than 30% of gynecologists
felt comfortable with this role. Most of these providers reported being unaware of
recommendations for cancer screening in this patient population. As noted by Obedin-
Maliver and de Haan, provider education on caring for patients from the transgender
community, including education on the use of gender-affirming language, or the use of
gender-neutral pronouns, may provide a sense of comfort and acceptance for patients
undergoing care for gynecologic conditions [6]. Furthermore, providers should receive
education on these topics so they can become familiar with the use of hormones and surgical
interventions for gender transition to facilitate better care for transgender patients and
recommend or collaborate with providers with higher level of expertise.

Gynecologic oncology provokes emotional distress for many patients. Treatment may
include aggressive surgery and intensive medical interventions with high recurrence rates
among patients with ovarian cancer and other advanced malignancies. Additionally, there is
potential genital physical disfigurement due to necessary surgical or radiation treatment
among patients with some gynecologic malignancies, leading to alterations in physical
appearance and sexual experiences, and this may add to the stress of seeking and undergoing
care in this area among transgender men [28, 29]. Having stated previously that a large
portion of transgender men will not have received reproductive surgery as it pertains to
gender identity transition, the need for such intervention for gynecologic malignancies offers
an opportunity for providers to acknowledge their patients’ different experiences as opposed
to cisgender patients in their care. As previously documented by Taylor and Bryson, some
patients may be emotionally taking in two separate experiences at once [29]. On the one
hand, they are receiving cancer care, but on the other, they may be receiving what could be
considered gender-affirming surgeries. Yet for some, cancer-related treatments impair the
potential to continue their transition, with little information on the safety of hormone use in
cancer patients for gender affirmation, and little information provided by gynecologic
oncologists. These very different circumstances may yield conflicting emational outcomes.
The authors also note that the use of “women’s cancer” as a broader, general terminology
may result in a sense of not belonging among transgender men seeking care for gynecologic
conditions. Integrating education for providers in this specialty on the different psychosocial
components of this care, as well as interventions for gender affirmation, could provide a
significant impact on both quality of care and psychological outcomes for patients.
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Gynecologic oncology risks in transgender men

There has been some effort in attempting to identify the prevalence of these malignancies
among transgender men, but the evidence is severely limited [30, 31]. However, a full
spectrum of gynecologic malignancies have been documented in transgender men [32-36].
At present, there is no documented increased risk of developing gynecologic malignancies
secondary to hormone use among patients transitioning to gender-affirming identities, but
this may be due to the limited available data [2, 7].

Testosterone therapy is often successful in inducing amenorrhea and increasing virilization,
however there is a lack of long-term data on safety. Concern has been raised in the literature
related to exogenous testosterone use and the potential mechanism of aromatization to
estrogen, particularly in postmenopausal patients, possibly increasing the risk of
hormonally-responsive cancers including type | endometrial cancer [31, 37, 38]. Based on
the very limited available data, testosterone does not appear to increase endometrial
hyperplasia in transmasculine pre or postmenopausal populations; some patients retain
active endometrial tissue but in many cases testosterone induces atrophy similar to what is
seen in cisgender female patients [39-41]. To date, only 1 case of endometrial cancer in a
transgender male has been documented in the literature [32]. However, in pre-menopausal
patients, many continue to have active endometrium while on testosterone therapy. In a
multi-institution retrospective review of 94 patients on gender-affirming testosterone therapy
who subsequently underwent hysterectomy, 64.9% had proliferative endometrium on
pathologic examination, and 1 patient (1.2%) had endometrial hyperplasia without atypia,
whereas only 24.5% had atrophic histopathology [40]. Given that additional hormone use
with estrogen and/or progesterone is known to affect the endometrium, a subanalysis was
conducted excluding patients on additional progesterone and/or estrogen therapy, and this
revealed no significant difference in proliferative vs. atrophic endometrium (proliferative in
66.7%, atrophic in 27.2%, hyperplasia without atypia in 1.2%). Furthermore, the duration of
testosterone therapy was not associated with endometrial proliferation status or thickness.
Patients with a history of bleeding while taking testosterone did not significantly correlate
with endometrial histology, duration of testosterone use, pre-operative testosterone levels, or
BMI. Considering this data in addition to 4 additional publications on this topic,
approximately 50% of patients have persistently active endometrium while on testosterone
therapy [40-44]. As symptoms of bleeding, duration of hormone therapy and BMI were not
related to persistence of endometrial proliferation or hyperplasia, it is not possible to
determine how to most effectively evaluate risk; however, it is still important that providers
review symptoms of concern such as irregular or postmenopausal bleeding with patients
taking testosterone therapy.

Testosterone has also been hypothesized to contribute to ovarian carcinogenesis through its
status as an estrogen precursor or androgen receptor signaling, and several cases of ovarian
cancer in transgender men have been reported in the literature with one case documenting
abundant androgen receptor expression in the well-differentiated endometrioid ovarian
tumor [32-34]. Two cases from the Netherlands reported advanced papillary serous ovarian
cancer in transgender male patients under 50 years of age [33]. Both had been treated with
testosterone, one for many years. A nested case control study including 1,331 cases and
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3,017 matched controls with ovarian cancer subtype data available demonstrated a slight
increase in risk of endometrioid and mucinous ovarian cancer subtypes which correlated
with higher serum levels of endogenous total and free testosterone, with hazard ratios
ranging from 1.2-1.9 [45]. However, data from several other epidemiologic studies is
conflicting and data on the effects of exogenous androgen administration on ovarian cancer
risk is lacking [46-48]. Some advocate for bilateral salpingo-oophorectomy (BSO) at the
time of hysterectomy in transgender men undergoing gender-conforming surgery; however
this may not align with the goals of all transmasculine persons and should only be offered as
an option [49]. Furthermore, BSO does not completely eliminate the risk for ovarian/primary
peritoneal cancer in the cisgender female population, with an estimated risk reduction of
80% in cisgender females at high risk due to a known deleterious BRCA1/2 mutation and
would also require lifelong testosterone supplementation or close monitoring for bone health
[50-54].

Historically, hirsutism and high levels of androgens were associated with the development of
polycystic ovarian syndrome (PCOS) [55]. Subsequent research has demonstrated the
process to be more complex, with both genetic and environmental factors playing a role in
ovarian hyperandrogenism, insulin resistance and a spectrum of additional clinical
manifestations [56]. PCOS has been linked to higher risks of endometrial, ovarian, and other
cancer types, particularly in pre-menopausal women in some population-based studies [57-
59]. Therefore, plausible concern exists related to hyperandrogenemia among transgender
men [60, 61]. Again, evidence is limited by small sample sizes and little available data.
However, recent pathologic and morphologic studies of reproductive age of transgender men
compared to control cisgender female patients demonstrate increased ovarian cortical
thickness, ovarian stromal hyperplasia and luteinization, but no increase in ovarian PCO
morphology [62—64]. To date, evidence shows overall conflicting data regarding PCOS and
risks of gynecologic malignancies [57, 65, 66]. Currently, no specific guidelines exist in the
endocrine or gynecologic societies outlining suggested surveillance for endometrial or
ovarian cancers or other hormonally-sensitive malignancies in transgender men on gender-
affirming hormone therapy. Generally, routine age-appropriate surveillance is recommended
but additional data in this population is warranted to more fully evaluate risk and variations
in presentation.

Additionally, as previously discussed, HPV-associated risk factors have historically been
elevated within this community [1, 13]. Ensuring adequate surveillance for cervical, vulvar
and other HPV-related conditions are important in patients who have retained these
structures. HPV vaccination should be discussed and encouraged for transgender patients,
just as it is for the general population. It is important to note that testosterone therapy
induces atrophy in the tissues of the cervix, which results in frequent insufficient pap results
[67]. Therefore, high-risk HPV (hrHPV) testing is important in this population given the
unreliable cytology results. The American Cancer Society recently published updated
recommendations utilizing primary hrHPV testing for cervical cancer screening, further
supporting this practice; as some members of the transgender community may be at higher
than average risk for HPV-related lesions, earlier initiation of HPV testing may be
warranted, however there is insufficient data to guide initiation of hrHPV testing in this
specific setting [68]. Many transgender men feel uncomfortable undergoing HPV screening

Gynecol Oncol. Author manuscript; available in PMC 2021 December 01.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnue Joyiny

1duosnuen Joyiny

Stenzel et al.

Page 8

procedures/exams, as it requires acknowledgement of retained female sexual organs in
conflict with their gender identity, and, as mentioned previously, many face discrimination
and/or lack of education during their provider visit. Transgender men are much less likely to
be up to date with pap screening guidelines and many prefer primary HPV testing via self-
sampling, which may improve the uptake of screening [18, 69-71]. One small prospective
study comparing provider — collected vs. patient self-sampling of hrHPV swabs
demonstrated 71.4% sensitivity and >98% specificity, with a strong preference among
participants for self-sampling [72]. Larger studies and meta-analyses have demonstrated
good sensitivity and concordance of self-sampling vs. provider sampling for hrHPV and
high grade cervical lesions and may be suitable for those uncomfortable with clinical exams
[73-75]. However, it should be discussed with patients that clinical exams may detect
conditions or pre-malignant/malignant conditions which would not otherwise be detected by
cytology or hrHPV testing alone, and clinical exams should still be encouraged.

Breast cancer risk, often considered part of gynecologic cancer care, should be considered
and screening continued in those individuals who have not undergone mastectomy [76]. A
recent study investigating the risks of breast cancer in transgender individuals utilizing
hormone therapy found a decreased risk in transgender men compared with cisgender men
and cisgender women, and a significantly increased risk of breast cancer in transgender
women (usually ER/PR+) compared to cisgender men, but decreased risk when compared to
cisgender women [77]. The study concluded that breast cancer screening guidelines used for
cisgender individuals are sufficient for transgender people utilizing hormone therapy and is
consistent with professional society guidelines. Transgender men who have undergone
mastectomy no longer require mammograms, however there may still be value in regular
self-breast exams as breast cancer has still been reported in this setting [78-81].

Taking these findings into consideration, cancer screening recommendations for transgender
men are consistent with the general population, however more effort is needed to understand
the prevalence, as well as cancer outcomes, in these patients [7, 82]. Cancer surveillance
studies among the transgender population will be beneficial to identify specific clinical
needs and potential needs for enhanced or earlier screening for gynecologic cancers. There
is increased interest and research into quality of life considerations of patients undergoing
cancer treatment in general, as patient-centered approaches are considered important aspects
of cancer treatment and surveillance. Studies aimed at identifying quality of life outcomes
and distress among transgender men with gynecologic cancers may guide education and
interventions for providers to enhance a comforting and supportive experience for patients,
as well as potential needs for mental health follow-up for patients within this community, as
disparities in distress among transgender cancer patients have been previously identified
[83].

Conclusions

Several barriers may influence the gynecologic oncology care for transgender men (Figure
1). Such barriers may include psychosocial components, experienced societal or provider-
based discrimination, lack of access to adequate and appropriate care, and lack of provider
education and comfort. With the recent Supreme Court ruling to protect members of the
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LGBTQ+ community in the workplace, there may be some alleviation of health disparities
for members of the transgender community through improvements with employment and
access to health insurance coverage. However, several barriers may remain which will
require continued effort put towards researching and implementing interventions for both
this community, as well as health care providers such as gynecologic oncologists, to improve
long-term health outcomes in a patient population with extensive experiences of
discrimination and neglect (Table 1). Further research is important to identify cancer risks
and outcomes in this population to improve knowledge and guide recommendations
regarding cancer surveillance, treatment, and quality of life outcomes in the transgender
community.
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Highlights

. Members of the transgender community have experienced discrimination and
rejection in the community and medical setting

. Discriminatory experiences may lead to increased cancer-associated risk
factors and decreased cancer screening

. Transgender men remain at risk for gynecologic malignancies, but face
barriers to adequate care

. Increased provider education and outreach may improve the care for
transgender men in gynecologic oncology
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Barriers to adequate health care among the
transgender community

Experienced violence and/or - -
discrimination in the community, Lack of provider competency/services

and/or the medical setting

F Fear Cancer screening
ear . .
Avoidance Cancer screening A*f'mdance C hmf: visits
Depression Clinic visits Distress Quality of care
Anxiety Identity disclosure
Tobacco/alcohol use Occupational discrimination
Health insurance
Unemployment .
Cancer screening
Poverty

Clinic visits

Figure 1.
Barriers to adequate health care among the transgender community. Arrows pointing

upwards indicate increased characteristics, whereas arrows in the downward direction
indicate decreased characteristics.
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Table 1.

Recommendations for overcoming provider-related barriers to improve quality of care and health outcomes for

members of the transgender community*.

Barrier

Recommendation

Underutilization of cancer preventive
services and screening among the
transgender community

Enhance community outreach efforts to develop relationships within this community, use of gender
neutral pronouns and the invitation for patients to provide their own gender-affirming pronouns to
increase clinical comfort, continue to promote cancer screening per general guidelines, increase
research efforts towards home-based screening methods for alternative options (i.e. self-sampling for
HPYV testing) for those avoiding clinical examinations

Lack of training and education around
gender and sexual minority health

Integrate education surrounding this topic early in the medical education curriculum, implement
continuing education on this topic among currently practicing providers (education relating to, but
not limited to: terminology and pronoun use, hormonal and surgical therapies before, during, and
after cancer care, individualized needs among this population)

Disparities in cancer-related distress
and patient outcomes

Recognize disparities in distress after a cancer diagnosis and potential unique needs for health
resources among this community, and connect patients with providers specializing in these areas

Inconclusive evidence on level of risk
for cancer incidence, as well as
potential survival disparities

Enhance studies on cancer surveillance among this community to identify cancer prevalence, risk
and survival disparities to direct future efforts towards mitigating these risks and reducing potential
negative outcomes

*
This list is not exhaustive but intended to provide insight on enhancing this area of care based on current evidence.
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