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The attention to transgender medicine has changed over the last decade and the interest is most likely going to

increase in the future due to the fact that gender-affirming treatments are now being requested by an increasing

number of transgender people. Even if gender-affirming hormone therapy (GAHT) is based on a multidisciplinary

approach, this review is going to focus on the procedures adopted by the endocrinologist in an out-clinic setting

once an adult patient is referred by another specialist for ‘gender affirming’ therapy.
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1. Introduction

Over the past 10 years, awareness about transgender medicine has increased. Gender identity refers to “a

person’s deeply-felt, inherent sense of being a boy, a man, or a male, a girl, a woman, or a female, or an

alternative gender (e.g., genderqueer, gender nonconforming, gender neutral) that may or may not correspond to a

person’s gender assigned at birth or to a person’s primary or secondary sex characteristics” . In this narrative

review, we shall focus our attention on the endocrine clinical and therapeutic approach of people experiencing

Gender Dysphoria (GD) as defined by a distress due to “a marked incongruence between a person’s gender

assigned at birth and gender identity” .

It has been estimated a GD prevalence rate of 0.005–0.014% for assigned male at birth (AMAB) and 0.002–

0.003% for assigned female at birth (AFAB) people .

In addition to binary GD, health-care professionals (HCPs) working with transgende people should also recognize

individuals who do not identify themselves exclusively as either men or women (i.e., non-binary individuals).

Patients asking for a gender-affirming medical approach should be evaluated by HCPs with expertise in mental

health to also identify the need of a mental health professional’s intervention .

GD should be managed by a multidisciplinary team and diagnosis should be done by an expert physician with

specific skills and abilities . Based on fulfillment of diagnostic criteria by prior HCP’s evaluations, we aimed to

describe the role of the endocrinologist in the management of the different gender-affirming treatment options and

of clinical monitoring in transgender adults in our multidisciplinary single-center medical clinic dedicated to

outpatients. In fact, also during the diagnostic workup, the endocrinologist is required to investigate on possible

medical contraindications to the Gender Affirming Hormonal Treatment (GAHT). When a specific hormonal

treatment for GD is practicable, it can be started without further investigations  after informing each patient about
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efficacy and possible side effects of GAHT and fertility preservation techniques . The distress of living in an

incongruent body and gender role is often present since childhood and adolescence, but the treatment of youths

with gender incongruence is not a matter of discussion of the present review. Our general diagnostic-therapeutic

approach is depicted in Figure 1.

Figure 1. Diagnostic-therapeutic algorithm in Gender Dysphoria (GD). Legends: FSH = Follicle-Stimulating

Hormone; LH = Luteinizing Hormone; PRL = Prolactin; TT = total testosterone; E = estradiol.

2. The Endocrinological Management of Transgender Men

In AFAB individuals experiencing GD and asking for full virilization, the main targets of GAHT are to suppress

endogenous female hormones secretion, to reduce female secondary sexual characteristics, and to induce

virilization, to satisfy patient’s gender identification.

Before starting hormonal therapy, particularly the patient’s-oriented contraindications for testosterone

administration must be assessed. The endocrinologist should also evaluate the presence/absence of other risk

factors, such as alcoholism, smoking, chronic use of drugs, and intercurrent illness .

Before starting hormonal therapy, it is also necessary to discuss fertility options. To preserve fertility in transgender

men there are some options available: Oocytes, embryo, and ovarian tissue banking . Oocyte cryopreservation

does not immediately require a partner or a sperm donor because there is no fertilization before banking. Embryo

cryopreservation after hormonal stimulation and oocyte aspiration offer to AFAB individuals the possibility of a

genetically related child with male partner. A sperm donor could be employed to create embryos; in addition, if the

uterus is removed in transgender men undergoing gender affirming surgery, a recipient uterus is required (i.e.,

surrogate mother). Ovarian tissue banking needs a surgical procedure that could be performed during gender

affirming surgery .
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3. The Endocrinological Management of Transgender Women

In transgender women, the main targets of GAHT are to suppress male secondary sexual characteristics and to

enhance feminine ones to satisfy patient’s expectations.

Before starting the hormonal treatment, clinicians should evaluate possible risk factors for thromboembolic events

such as personal history of deep vein thrombosis or modifiable factors (e.g., obesity or smoking). The presence of

pathological conditions that could be worsened by estrogen therapy (e.g., hyperprolactinemia, hypertriglyceridemia,

cerebrovascular disease)  should be also assessed. Furthermore, fertility preservation techniques (e.g., sperm

cryopreservation, surgical sperm extraction, and testicular tissue cryopreservation) should be discussed before

starting GAHT .
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