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CASE AND COMMENTARY: PEER-REVIEWED ARTICLE

How Should a Transgender Patient’s History of Deep Vein Thrombosis
and Smoking Influence Gender-Affirming Health Decision Sharing?
Rebkah Tesfamariam and Joshua D. Safer, MD

Abstract

This commentary on a case considers a transgender patient’s mental
health and risk for deep vein thrombosis (DVT) in ethical decision making
about feminizing gender-affirming hormone therapy (GAHT). Key
considerations when beginning GAHT include recognizing that venous
thromboembolism risk may only be modest and can be easily mitigated
and that a transgender patient’s mental health status should not weigh
in a treatment decision about hormone therapy any more than it would
for someone who is not transgender. Because the DVT risk of the case
patient, who has a history of smoking and DVT, will only be increased
modestly if at all by estrogen therapy and can be decreased through
smoking cessation along with other DVT prevention methods, the patient
should receive gender-affirming hormone therapy.

The American Medical Association designates this journal-based CME activity for a maximum of 1 AMA PRA
Category 1 Credit™ available through the AMA Ed Hub™. Physicians should claim only the credit
commensurate with the extent of their participation in the activity.

Case

K is 34 years old and is transgender. They present to an endocrinology clinic to meet Dr
J and, hopefully, begin desired hormone therapy. Dr J is most concerned about K’'s
suffering deep vein thrombosis (DVT) 3 years ago and 10-pack-per-year smoking history,
especially since K is not currently on anticoagulation therapy and continues smoking. K
has also seen a therapist regularly for 15 years to augment medical management of
depression and anxiety.

Dr J asks K to talk more about what they hope to achieve with hormone therapy, and K
responds with a list of long hoped-for changes. Dr J notes that some physical changes
that K hopes for could be better achieved surgically. Dr J outlines how to mitigate K’'s
DVT risk, although some thromboembolism risk would remain, even with anticoagulants
and smoking cessation. Dr J explains that, in order to better understand and quantify
estrogen therapy risks, results of laboratory tests on K’s blood draws from today’s visit
will be needed, too. K emphasizes that they would like to start hormones as soon as
possible. K is eager to start anticoagulation therapy if that would make it easier for them
to start hormone therapy with Dr J. Dr J also advises K to consider whether they can
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commit to a smoking cessation program. K schedules a follow-up appointment next
week but feels daunted about quitting smoking and discouraged about not having an
estrogen regimen prescribed yet.

Commentary

Dr J is tasked with managing K's gender-affirming estrogen regimen in an ethical way.
The goal is to treat K’s health risks equitably, commensurate with the care of any other
patient. Dr J is concerned about minimizing K’s risk of DVT, prescribing gender-affirming
hormone therapy (GAHT) safely, and providing appropriate mental health intervention
when needed.

K’s medical history, including smoking and DVT history, should be the focus of
treatment. K’s treatment as a transgender person should not differ from that of any
other patient with a similar medical history seeking hormone therapy. Put differently,
although K’s patient experience must be highlighted and valued, K’s being transgender
is not likely to change their treatment regimen. If K chooses to explore other methods of
gender-affirming care, such as surgery, Dr J can adjust the treatment plan to K’s long-
term goals.

Assessing DVT Risk

With regard to treatment options, K’'s DVT risk is an important factor to weigh, given K's
smoking history and that their prior DVT increases the likelihood of recurrent
thromboembolism.1 Other factors, such as age above 35 (K is 34), weight, hypertension,
and co-occurring illnesses such as HIV, must be included when assessing DVT risk.2
Since degree of the DVT risk with GAHT cannot be definitively determined, forms of
estrogen that increase venous thromboembolism risk should not be prescribed.3
Regardless of K's GAHT, Dr J must encourage K to quit smoking and to minimize DVT
risk by taking therapeutic anticoagulants and wearing compression stockings.456 K's
willingness to both start anticoagulation therapy and commit to a smoking cessation
program shows promise for their safe use of estrogen.

Before prescribing estrogen, clinicians must review the literature on the dosage and
method of estrogen administration. Low-dose exogenous estrogens have been shown to
increase risk of blood clots.” If patients, such as K, are already at risk of DVT, they may
need to take anticoagulant medications independently of their plans to take exogenous
estrogen. Estrogen treatment is thus a secondary factor in assessment of K's DVT risk,
and it is critical to address the primary factor—a prior DVT—in isolation.

In K’s case, there are various available options for estrogen therapy that minimize the
associated health risks. For example, transdermal estrogen may pose less risk for DVT
than oral estrogen.8 More specifically, transdermal estrogen, unlike oral estrogen, does
not increase proinflammatory cytokines and procoagulant factors in transgender
women.29 Nevertheless, it is unclear if the lower DVT risk of transdermal estrogen is due
to dosage or route of administration.3

Although research on DVT risk of estrogen therapy for transgender patients (other than
individual case studies19) is sparse, oral ethinyl estradiol has been shown to be
associated with venous thromboembolism in transgender women1! and should not be
prescribed, as there are safer and equally effective alternatives available. Additionally,
hormone therapy with a combination of lower doses of estrogen and adjunct androgen-
lowering or androgen-inhibiting agents might decrease DVT risk. In Europe, cyproterone
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acetate and gonadotropin-releasing hormone (GnRH) agonists have been the preferred
agents in conjunction with estrogen.12 In Israel, spironolactone or GnRH agonists as well
as cyproterone acetate are used as estrogen adjuncts.13 An Israeli research team
reported that spironolactone and GnRH do not elevate prolactin as cyproterone acetate
does, suggesting that the observed elevation of prolactin in transgender women may be
due to factors besides estrogen.13 Ultimately, the use of forms of estrogen other than
estradiol as GAHT poses a small risk for DVT.11 By addressing K’s other health problems,
their DVT risk can be further lowered. Most importantly, Dr J should inform K that
knowledge of the risk of DVT with GAHT is limited in scope due to a lack of data.

Estrogen is a commonly prescribed medication; K should receive estrogen since the
benefits of estrogen therapy to K’s quality of life outweigh the minimal risks. Note that,
in parallel cases, a patient with ovaries and a history of DVT and tobacco use is not
automatically denied hormonal birth control or menopausal hormone therapy. In fact,
taking exogenous estrogens, a history of immobilization postsurgery, and other common
factors have lower DVT risk than pregnancy,® which can increase a person’s postpartum
risk of venous thromboebolism 22- to 84-fold relative to women who are not pregnant or
postpartum.i4 It has also been shown that the DVT risk for combined oral
contraceptives—the most commonly used estrogen product and one that often includes
the thrombogenic estrogen, ethinyl estradiol—is lower than the DVT risk for pregnant and
postpartum patients.® While exogenous estrogen may have a non-zero risk of harm, its
small risk is outweighed by its potential benefit in supporting K’s needs.

Assessing Mental Health Risk

Dr J and K’s health care team must also support K's mental health by encouraging K’'s
continued therapy and consistent follow-up care in addition to GAHT. Transgender
patients seeking GAHT are often labeled as suffering from gender dysphoria. Gender
dysphoria is defined in the fifth edition of the Diagnostic and Statistical Manual of
Mental Disorders as significant distress related to a desire to be another gender, but
clinical dysphoria is not exclusive to transgender or gender diverse people.1> The
eleventh version of the International Classification of Diseases signaled that gender
identity-related health conditions are not mental disorders by moving the relevant
categories to the chapter titled “Conditions Related to Sexual Health.”16 While K
presents with a “list of long hoped-for changes” in relation to their gender identity, this
detail alone does not constitute evidence of a mental health concern. Thus, it would be
inappropriate to interpret K’s desire for GAHT as a desire to relieve dysphoria. Rather,
the prescription of GAHT represents a patient-centered treatment that respects K’s
autonomy in choosing medical care that will most benefit their health and well-being.
Additionally, unless mental health complications arise that might interfere with
treatment or put K at risk for mental health instability, K's 15-years of therapy to
manage depression and anxiety is not relevant to the decision to prescribe K estrogen
therapy. There is no evidence to suggest that K’s use of estrogen would increase their
depression and anxiety. In fact, multiple studies show that transgender people’s
depression and anxiety significantly improve following GAHT,17 which could be
anticipated to have a positive outcome in K’s treatment as well. In addition to regularly
scheduled appointments to assess the effectiveness of GAHT, Dr J may also revisit the
conversation annually to ensure that the treatment is not negatively interfering with K’s
mental health.
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Conclusion

K should receive GAHT with appropriate follow-up care and discussion about potential
risks and outcomes. While K has important lifestyle modifications to consider, their well-
being as a transgender person remains the priority. Dr J should provide updated
information as it becomes available to allow for well-informed decision making with K. In
addition, Dr J must approach such conversations with trauma-informed knowledge,
inclusive language, and thoughtful advice on how to proceed with K's care safely.

K’s being transgender does not mean that the risks and benefits of estrogen therapy
should be assessed differently for K than for cisgender women. By educating K about
minimizing their DVT risk and quitting smoking and by encouraging follow-up with a
mental health professional, Dr J shows support for K, whose willingness to take
anticoagulants and make lifestyle changes justifies prescribing appropriate GAHT.
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Editor's Note
The case to which this commentary is a response was developed by the editorial
staff.

Citation
AMA J Ethics. 2023;25(6):E386-390.

DOI
10.1001/amajethics.2023.386.

Conflict of Interest Disclosure
The author(s) had no conflicts of interest to disclose.

The people and events in this case are fictional. Resemblance to real events or to
names of people, living or dead, is entirely coincidental. The viewpoints expressed
in this article are those of the author(s) and do not necessarily reflect the views and
policies of the AMA.

Copyright 2023 American Medical Association. All rights reserved.
ISSN 2376-6980

390 journalofethics.org


https://icd.who.int/browse11/l-m/en#/http%3a%2f%2fid.who.int%2ficd%2fentity%2f411470068
https://icd.who.int/browse11/l-m/en#/http%3a%2f%2fid.who.int%2ficd%2fentity%2f411470068

