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Introduction

Cross-sex hormone therapy is the main medical
treatment in transsexual patients. For male-to-female
transsexuals (transwomen), estrogen is used to induce
physical characteristics of the female gen-
der. Estrogen treatment in transwomen is associated
with a 20-fold increase in venous thrombosis’. The
thrombogenic effect is considerably higher with oral
ethinyl estradiol than with transdermal or oral 17-
beta-estradiol’. The Endocrine  Society recently
published clinical practice guidelines on hormonal
treatment of transsexual persons®. These guidelines
recommend measuring serum testosterone and
estradiol levels, and adjusting the dosage of estrogen
such that it does not exceed the peak physiological
range for young healthy females (<200
pg/ml). Nevertheless, there is a lack of guidance in
managing of hormone therapy in transsexuals after
development of serious adverse complication, such as
venous thrombosis. We present the case of a
transwoman on chronic hormone therapy who
developed venous thromboembolic disease (VTE) in
the setting of acute trauma and immobilization. This
case raises questions regarding continuation and
dosage of estrogen after a serious adverse
complication, and the duration of anticoagulation in
treatment of VTE in patients with continued estrogen
therapy.

Case Report

A 66-year-old Caucasian transwoman was
transferred to our facility from an outside emergency
department to the hospital after a ground level fall
during an assault, resulting in a displaced complex
fracture of the left acetabulum. The patient had sex
reassignment surgery and had been on hormone
therapy (HT) for over 30 years. At the time of
admission the patient had been taking oral conjugated
estrogen 1.25mg daily. She was a nonsmoker for

over 30 years and there was no personal or family
history of clotting disorders. Examination was
significant for an obese woman with decreased range
of motion of the left hip due to pain. Dalteparin was

initiated for VTE prophylaxis. Given her estrogen
use and time spent at an outside facility, a screening
duplex ultrasound of the legs was obtained which
identified acute thrombus in the right peroneal and
soleal veins. Estrogen was discontinued, and she
underwent open reduction, internal fixation.
Postoperative  surveillance ultrasound revealed
extension of the right-sided VTE and new left-sided
VTE that extended above the knee. A vena caval
filter was placed and dalteparin was increased to
treatment doses postoperatively when bleeding risk
was acceptable.  She ultimately transitioned to
warfarin. After transfer to her rehabilitation center,
the patient became emotionally distressed, refused
physical therapy, and demanded re-initiation of her
HT. After in-depth discussion of risks and benefits,
oral conjugated estrogen was resumed, though at a
lower dose (0.9mg daily). Warfarin with an INR
range of 2.0 to 3.0 was continued for one year given
her estrogen use. Hypercoagulable work-up was
unremarkable. Her subsequent ultrasound studies did
not reveal any VTE.

Discussion

Cross-sex hormone therapy for transwomen includes
antiandrogen therapy to reduce endogenous
testosterone level, and estrogen to induce physical
characteristics of the female gender. Major adverse
effects of HT include wvenous thromboembolic
disease, coronary artery disease, cerebrovascular
disease, hyperprolactinemia, elevated liver enzymes,
breast cancer, and severe migraine headaches®. The
risk of venous thrombosis is correlated to the dose
and type of estrogen. Studies on reproductive women
have shown that estrogen dosage correlates to the
development of venous thromboembolic disease,
pulmonary embolism, myocardial infarction, and
stroke*®. The thrombogenic effect is considerably
higher with oral ethinyl estradiol than transdermal or



oral 17-beta-estradiol. Oral ethinyl estradiol results
in a significant increase of activated protein C
resistance and decrease in plasma protein S level,
compared to 17-beta-estradiol’>. Based on clinical
impressions and the studies mentioned above, the
Endocrine Society’s clinical guidelines emphasize the
benefit of using transdermal 17-beta-estradiol in
transwomen patients. The recommendations include
measuring the serum estradiol level every 3 months
and adjusting the dose of estrogen such that it does
not exceed the peak physiological range for young
healthy females (<200 pg/ml)°.

There are no widely accepted guidelines regarding
management of hormone replacement therapy (HRT)
in postmenopausal women or HT in transwomen
during the perioperative period. Some practitioners
recommend patients on HRT and HT gradually
discontinue the therapy three to four weeks before an
elective surgery, although there is lack of data to
support its benefit®’. This practice may reduce the
risk of venous thromboembolic events, while limiting
the unpleasant side effects of abruptly discontinuing
hormone therapy. When transwomen require an
emergent surgical intervention, should the HT be
discontinued abruptly? If so, when should it be
restarted? The American Heart Association has
recommended that if a woman is immobilized while
taking estrogen, it should be discontinued, and
prophylaxis against venous thromboembolism should
be considered®. Other authors suggest continuing
HRT in women during the perioperative period,
especially if they have been on HRT for over a year,
but strengthening the prophylaxis for venous
thromboembolism®™®. In 2001, the New Zealand
Guidelines Group recommended stopping HRT at
least 30 days before an elective surgery and restarting
it after 90 days. Subsequently, the Group’s revised
guidelines in 2004 only suggested that stopping HRT
perioperatively should be considered, due to
insufficient evidence that stopping HRT would
reduce the risk for venous thrombosis™. Another
recent manuscript highlights the lack of evidence in
hormone administration before and after surgeries in
transsexuals, especially in relation to gender
reassignment surgery’. Transwomen may benefit
from discontinuing HT when they are immobilized
and initiating more aggressive thromboprophylaxis.
However, this has not been proven and the timing of
re-initiation of HT requires further investigation.

This patient was found to have a DVT several days
after admission though she was on adequate
thromboprophylaxis for hip fracture surgery per the
9th edition of the American College of Chest
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Physicians guidelines’®. She was initiated on
dalteparin 5000 units SC daily on the day of
admission until the time of surgery. She had an IVC
filter placed to prevent fatal emboli while recovering
from surgery as her VTE had extended. The patient
was anticoagulated with low molecular weight
heparin while transitioning to warfarin for VTE
treatment. The general guideline for duration of
anticoagulation is three months in patients whose
thrombosis is associated with a major transient risk
factor®. Our patient’s DVT was associated with
immobilization and oral estrogen therapy. The hip
fracture leading to immobilization was a transient
risk factor, but the oral estrogen therapy was restarted
two weeks after surgery. Given the prothrombotic
effect of estrogen, the patient was continued on
warfarin for one year, and the dose of oral conjugated
estrogen was decreased by 28%.

According to the Endocrine Society clinical review,
transwomen greater than 40 years of age should
change from oral estrogen (ethinyl estradiol or
conjugated estrogen) to transdermal 17-beta-
estradiol. Though the patient’s oral conjugated
estrogen dose (1.25 mg/d) was lower than the
treatment dose (2.5 mg/d) for transwomen, her risk
for thromboembolic events would likely have been
reduced if she had been on the transdermal 17-beta-
estradiol, since she was over 40 years of age.
Prospective studies are necessary to determine the
optimal duration of anticoagulant therapy in
transwomen patients on chronic estrogen therapy
after a first venous thromboembolic event. In
particular, would patients like this benefit from life-
long anticoagulation while on continued HT?

Hormone therapy is critically important for
transsexual individuals, not only for its physiological
effects, but also for its emotional and psychosocial
impact. The patient described in this case demanded
to continue on oral estrogen therapy despite
understanding that she was at a higher risk of
developing further venous thromboembolic or
cardiovascular events. Our patient was in emotional
distress because she had not been receiving her
estrogen therapy at the rehabilitation center. She was
unwilling to participate with physical therapy, which
delayed her recovery. The emotional implication of
discontinuing HT should not be neglected in the
medical care of transsexual patients, while balancing
the need to prevent adverse complications.

Conclusion



The use of HRT has been controversial in women due
to its serious adverse complications, such as venous
thrombosis and cardiovascular events. There is only
a small amount of literature regarding HT in
transwomen. The Endocrine Society recently
published guidelines in the management of HT in
transwomen; however, it is not clear what the optimal
method is to prevent the adverse complications from
HT, especially those related to the prothrombotic
effect of estrogen. We present the case of a
transwoman patient on chronic HT, who developed a
VTE in the setting of acute trauma and
immobilization. Our case is unusual in that she was
an older patient on oral conjugated estrogen for over
30 years requiring an urgent orthopedic surgery for
hip fracture, subsequently developing a VTE. This
case highlights the importance of adequate
management of HT in transwomen to minimize the
risk factors for development of. Additionally, it
underscores the need for further studies to determine
the optimal duration of anticoagulation for VTE
treatment and prevention in transwomen on
continued HT.

REFERENCES

1. van Kesteren PJ, Asscheman H, Megens JA, Gooren LJ.
Mortality and morbidity in transsexual subjects treated with
cross-sex hormones. Clin  Endocrinol  (Oxf). 1997
Sep;47(3):337-42. PubMed PMID: 9373456.

2. Toorians AW, Thomassen MC, Zweegman S,
Magdeleyns EJ, Tans G, Gooren LJ, Rosing J. Venous
thrombosis and changes of hemostatic variables during
cross-sex hormone treatment in transsexual people. J Clin
Endocrinol Metab. 2003 Dec;88(12):5723-9. PubMed
PMID: 14671159.

3. Hembree WC, Cohen-Kettenis P, Delemarre-van de
Waal HA, Gooren LJ, Meyer WJ 3rd, Spack NP,
Tangpricha V, Montori VM; Endocrine Society.
Endocrine treatment of transsexual persons: an Endocrine

Society clinical practice guideline. J Clin Endocrinol Metab.

2009 Sep;94(9):3132-54. doi: 10.1210/jc.2009-0345. Epub
2009 Jun 9. PubMed PMID: 19509099.

4. Stadel BV. Oral contraceptives and cardiovascular disease
(first of two parts). N Engl J Med. 1981 Sep
10;305(11):612-8. Review. PubMed PMID: 7022208.

5. Shufelt CL, Bairey Merz CN. Contraceptive hormone use
and cardiovascular disease. J Am Coll Cardiol. 2009 Jan
20;53(3):221-31. doi: 10.1016/j.jacc.2008.09.042. Review.
Erratum in: J Am Coll Cardiol. 2009 Mar 10;53(10):904.
PubMed PMID: 19147038; PubMed Central PMCID:
PMC2660203.

6. Ardern DW, Atkinson DR, Fenton AJ. Peri-operative use
of oestrogen containing medications and deep vein
thrombosis--a national survey. N Z Med J. 2002 Jul
2;115(1157):U26. PubMed PMID: 12362190.

7. Meriggiola MC, Jannini EA, Lenzi A, Maggi M, Manieri
C. Endocrine treatment of transsexual persons: an
Endocrine Society Clinical Practice Guideline: commentary

10.

11.

12.

13.

14.

Proceedings of UCLA Healthcare
-VOLUME 17 (2013)-

from a European perspective. Eur J Endocrinol. 2010
May;162(5):831-3. doi:10.1530/EJE-09-1091. Epub 2010
Feb 11. PubMed PMID: 20150325.

Mosca L, Collins P, Herrington DM, Mendelsohn ME,
Pasternak RC, Robertson RM, Schenck-Gustafsson K,
Smith SC Jr, Taubert KA, Wenger NK; American Heart
Association.  Hormone  replacement therapy and
cardiovascular disease: a statement for healthcare
professionals from the American Heart Association.
Circulation. 2001 Jul 24;104(4):499-503. PubMed PMID:
11468217.

Chalhoub V, Edelman P, Staiti G, Benhamou D. [Oral
contraception and hormone  replacement  therapy:
management of their thromboembolic risk in the
perioperative period]. Ann Fr Anesth Reanim. 2008
May;27(5):405-15. doi:10.1016/j.annfar.2008.04.002. Epub
2008 May 8. Review. French. PubMed PMID: 18472389.
Nussmeier NA, Mora-Mangano C, Fontes M, Schwann
NM, Mangano DT; Investigators of the Ischemia
Education Foundation; Multicenter Study of Perioperative
Ischemia Research Group. Hormone replacement therapy is
safe in women undergoing coronary artery bypass grafting.
Tex Heart Inst J. 2005;32(4):507-14. PubMed PMID:
16429894; PubMed Central PMCID: PMC1351821.

New Zealand Guidelines Group (2004) Hormone
Replacement Therapy:  Evidence-based Best Practice
Guidelines Pamphlet. New Zealand Guidelines Group
Falck-Ytter Y, Francis CW, Johanson NA, Curley C,
Dahl OE, Schulman S, Ortel TL, Pauker SG, Colwell
CW Jr; American College of Chest Physicians. Prevention
of VTE in orthopedic surgery patients: Antithrombotic
Therapy and Prevention of Thrombosis, 9th ed: American
College of Chest Physicians Evidence-Based Clinical
Practice Guidelines. Chest. 2012 Feb;141(2 Suppl):e278S-
325S. doi: 10.1378/chest.11-2404. PubMed PMID:
22315265; PubMed Central PMCID: PMC3278063.
Kearon C, Akl EA, Comerota AJ, Prandoni P,
Bounameaux H, Goldhaber SZ, Nelson ME, Wells PS,
Gould MK, Dentali F, Crowther M, Kahn SR; American
College of Chest Physicians. Antithrombotic therapy for
VTE disease: Antithrombotic Therapy and Prevention of
Thrombosis, 9th ed: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines. Chest. 2012
Feb;141(2 Suppl):e419S-94S. doi: 10.1378/chest.11-2301.
PubMed PMID: 22315268; PubMed Central PMCID:
PMC3278049.

Moore E, Wisniewski A, Dobs A. Endocrine treatment of
transsexual people: a review of treatment regimens,
outcomes, and adverse effects. J Clin Endocrinol Metab.
2003 Aug;88(8):3467-73. Review. PubMed PMID:
12915619.

Submitted on November 6, 2012



