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Objectives 

• To discuss outpatient management of hormone therapy in a 
transgender woman 
 

• Update on transgender man on dual hormone therapy for gender 
affirmation and hot flashes 
 

• To discuss issues that Endocrinologists may encounter when providing 
transgender care that fall outside Society Guidelines 



CDC’s Behavioral 
Risk Factor 

Surveillance 
System 2016 



Epidemiology 
• Estimated population of adults who 

identify as transgender in Illinois: 
• 0.51% of state population (25,372 

people in Illinois) (CDC BRFSS 2016) 
 

• Prevalence of acromegaly 
• 25,000 cases in the US (Endocr 

Pract. 2016 Nov;22(11):1327-1335) 
 

• A number of longitudinal studies have 
shown that hormonal treatment in 
transgender people wanting gender-
affirmation treatment results in improved 
QOL, mental health & social functioning 

 
Angela Ponce, 1st transgender woman 
Crowned as Miss Universe Spain, 2018 

https://www.ncbi.nlm.nih.gov/pubmed/27540880
https://www.ncbi.nlm.nih.gov/pubmed/27540880


Case 

• 28yo patient born male presents to Endocrinology clinic to request 
hormone therapy (HT) for female transition 

• Pt is referred to me for care 
• Pt states feeling they are “in the wrong gender” since they can 

remember 
• Things worsened during puberty 
• Feels that “inadequacy” has been root of their depression and anxiety 

most of their life 
• Following with a Psychiatrist & Psychologist regularly 
• Never been on HT before, denies taking street hormones 

 



PMH 

• Depression 
• Obesity 

SH 

• Lives alone 
• Smokes 6-8 cigarettes a 

day 
• No IVDU 
• Works as a computer 

programmer 
• Working on weight loss 
• Not sexually active 

FH 

• No Hx of DVT 
• Mother: benign skin 

cancer 
• No Hx of other 

cancer or 
prolactinomas, 
thyroid issues 

Meds 
• Escitalopram 20mg 
• Trazodone 50mg 
• Vitamin D 50K/mo 



Physical Exam 
• Vitals: BP 124/77 | Pulse 76 | Ht 175.3 cm (5' 9") | Wt 99.8 kg (220 lb) | BMI 32.49 

kg/m2 
• General: No apparent distress. Appears stated age, overweight. 
• HEENT: No pharyngeal erythema. PERRL, EOMI. 
• Neck: No neck tenderness. No thyromegaly or thyroid nodules appreciated. 
• Cardiovascular: regular rate and rhythm. No peripheral edema. 
• Pulmonary/Chest: clear to auscultation bilaterally. 
• Gastrointestinal: soft, non-tender, non-distended. No rebound or guarding. 
• Musculoskeletal: normal range of motion of joints.  
• Neurological: Alert & oriented, no focal deficits 
• Lymph: No cervical, supraclavicular, lymphadenopathy. 
• Skin:  No apparent bald spots. No acanthosis nigricans or skin tags 
• Psychiatric: normal mood, thought content, appropriate.  

 
 



OSH Labs 
• Na: 143, K: 4.4, Cl: 108, CO2: 28, BUN: 9, Cr: 1.09, Calcium: 9.5, ALT: 32, AST: 

24, Alk Phos: 66, Bili: 2.4 (0.3-1.2), Tot protein: 6.8, Alb: 4 
 

• Prolactin 7.9 
 

• TSH: 1.47 
 

• Total Testosterone: 355 
 

• Vit D: 29.6 ng/mL 
 

• Hg: 15.9, HCT: 46.8, WBC: 9.2, PLT: 297 



Next Steps? 



ESCPG 2017 



Letter from Psychiatrist? 
“Clinicians evaluating transgender adults for endocrine treatment 
should confirm the diagnosis of persistent gender dysphoria/gender 
incongruence.” 
  

(1) competence in using the DSM and/or the ICD for diagnostic purposes, 
(2) the ability to diagnose GD/gender incongruence and make a distinction 
between GD/gender incongruence and conditions that have similar features 
(e.g., body dysmorphic disorder) 
(3) training in diagnosing psychiatric conditions 
(4) the ability to undertake or refer for appropriate treatment 
(5) the ability to psychosocially assess the person’s understanding, mental 
health, and social conditions that can impact gender-affirming hormone therapy, 
and (6) a practice of regularly attending relevant professional meetings. 

ESCPG 2017 



Letter from Psychiatrist? 

• Letter from mental health provider (MHP) not mentioned in current 
Guidelines 

• MHP involvement for adult treatment is recommended if the provider cannot 
make a diagnosis 

• MHP should confirm gender dysphoria in adolescents & should be 
involved in the multi-disciplinary team in the treatment of adolescents 

ESCPG 2017 





Back to Our Patient 





What Medical Concerns Should We Consider 
When Prescribing HT in This Patient? 



PMH 

• Depression 
• Obesity 

SH 

• Lives alone 
• Smokes 6-8 cigarettes a day 
• No IVDU 
• Works as a computer 

programmer 
• Working on weight loss 
• Not sexually active 

FH 

• No Hx of DVT 
• Mother: benign skin 

cancer 
• No Hx of other 

cancer or 
prolactinomas, 
thyroid issues 



Risk Assessment for HT 
• Estrogen use increases the risk of VTE in particular in patients who are over 40, 

smokers, highly sedentary, obese or who have underlying thrombophylic disorders 
 

• “Clinicians should strongly encourage tobacco use cessation in transgender 
females to avoid increased risk of VTE and cardiovascular complications.” 
 

• Different types of estrogen may be associated with different risk profiles 
• Ethinyl estradiol (most common estrogen in OCPs) has the highest risk of VTE 

 
• This risk is decreased with use of the transdermal route of estradiol 

administration, which is recommended for patients at higher risk of VTE 
 
 

ESCPG 2017 & WPATH SOC 7th version 









Conclusions from this study 

• Patient demographics and comorbidities affect their venous 
thromboembolic risk profile, including age, smoking habits, 
hypertension, thrombophilic conditions, history of thromboses, and 
mental illness, among others 
 

• Clinicians should avoid the use of ethinyl estradiol 
 

• Transdermal estrogens dosed up to 0.1mg/day or below appear to 
have lower risk of VTE than other forms of estrogen 



Continued Pt Course: 

• Provided informed consent & went through “Feminizing Treatment 
Informed Consent Form” with Pt & scanned to the chart 

• Informed consent ensures: 

• The person has the correct information about HT (how HT can change 
the body, expectations, fertility aspects, potential side effects, screening 
for mental health concerns, expectation for continued monitoring) 

• The person can understand the information about HT 

• The person can use the information to make a decision 
 



Continued Pt Course: 
• Provided smoking cessation counseling & recommended Pt meet with 

Behavioral Extern that day to “check in” 
 

• Prescribed: 
• Estradiol patch 0.1mg 2x/week & spironolactone 50mg Qd 
• Scheduled for next labs in 3 mos 

 
• Monitoring? 

 
 



Continued Pt Course: 
• Provided smoking cessation counseling & recommended Pt meet with 

Behavioral Extern that day to “check in” 
 

• Prescribed: 
• Estradiol patch 0.1mg 2x/week & spironolactone 50mg Qd 
• Scheduled for next labs in 3 mos 
 

• Monitoring: 
• Every 3 mos in the first year; and then 1-2x /yr thereafter (estradiol, T, K) 
• Monitor for signs of feminization or for development of adverse reactions 
• Routine cancer screening for tissues present 
• Can do BMD at baseline; screen for osteoporosis risk at age 60 (or if off HT) 

 
 



Hormone Therapy Options 



ESCPG 2017 



ESCPG 2017 

0.1mg 2x/wk= 
0.029mg daily 



Anti 
Androgens 
Blockers 



Anti 
Androgens 
Blockers 

Spironolactone 

Androgen  
receptor 

Flutamide 

Finasteride 
(does not reduce 
testosterone) 



5α-Reductase inhibitors 
• A few case series in transgender women with androgenetic alopecia have 

demonstrated finasteride therapy to be effective to improve hair loss 
without significant side effects 

• The routine use of 5α-reductase inhibitors has been limited over previous 
concerns of long-term sexual dysfunction and depression reported to be 
found in cisgender men 

• In general, lowering serum testosterone levels into the cisgender female 
range is often adequate to arrest hair loss in most transgender women;  If 
not, it is ok to try 5-a-reductase inhibitor 

• In trans men with androgenetic alopecia, treatment with oral finasteride at 
1 mg daily for 12 months induced improvement (improvement seen at 5 
months) Clin Exp Dermatol. 2017;42(7):743–748. 
 



Labs in 3 months 

Testosterone: 149 (175 – 781 ng/dl, male ref range; female range <60)  
-[3 mos prior: 355ng/mL] 
 
Estradiol: 80 (20 – 47 pg/mL, male ref range; female range: 30-400) 
 
Chol: 168, TG: 108, LDL: 105, HDL: 41 
 
Na: 136, K: 3.8, Cl2: 103, CO2: 24, BUN: 11, Cr: 0.98, Calcium: 9.4 



Goal HT levels in someone undergoing 
feminizing treatment? 
• Based on ESCPG, goals are to:  
(1) suppress endogenous sex hormone secretion determined by the person’s 
genetic/gonadal sex and  
(2) maintain sex hormone levels within the normal range for the person’s 
affirmed gender 
 
• Trans women: testosterone <50ng/dL & estradiol 100-200 pg/mL (>400 

pg/mL is not recommended) 
 

• Trans men: testosterone range, normal male range (400-700 ng/dL, 
measure mid injections) 



Continued Course 
Estradiol 
0.1mg patch 
2x /wk 
Spiro 50mg Qd 

Estradiol 
0.1mg patch 
2x /wk 
Spiro 50mg Qd 

estradiol 3mg 
PO Qd & spiro 
50mg Qd 

Estradiol 2mg 
BID & spiro 
100mg Qd 

Estradiol 6mg 
Qd & spiro 
100mg Qd 

Testosterone 355 149 322 125 288 

Estradiol 80 73 73 78 

Effects/Comme
nts 

Pt quit 
smoking 

-Reported skin 
was softer & 
that she had 
some change 
in body fat 
distribution 
 
-Reduced 
morning 
erections & 
reduced libido 
 

-Some breast 
fullness 
 

-No further 
changes noted 

6/2017              9/2017        11/2017            2/2018      11/2018  
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ESCPG 2017 



What to do now? 

• Estradiol lowers testosterone secretion from the testes by 
inhibiting the HPG axis & induces feminizing physical changes 
 
• There are no robust data comparing safety & efficacy of 

estrogen options 
 

• There are anecdotal reports of more rapid/increased 
feminization with injectable estrogen  



Like other trans women, Mel found that 
injecting estrogen, rather than taking it in its 
pill form, resulted in a more dramatic 
physical transformation in a shorter period 
of time. “I was starting to see a lot of 
changes in my body—my hips were finally 
appearing, and I had some significant 
breast growth,” she says. “It felt like I was 
finally having a breakthrough.” 

https://www.vice.com/en_us/article/mbxe3x/shortages-of-injectable-estrogen-are-screwing-over-trans-women 

Presenter
Presentation Notes
Shortage of IM injections from 2016-2017.  A series of advocacy actions eventually led to all formulations of injectable estrogen being restored to market

https://www.vice.com/en_us/article/mbxe3x/shortages-of-injectable-estrogen-are-screwing-over-trans-women


Continued Course 

• Discussed changing route of administration to IM injections 
 

• Recommended:  
• Continue estradiol at 6mg daily x 1 week, then 2mg x 1 week then stop pills 
• Start estradiol valerate IM at 10mg Q 2 weeks, labs in 3 months 

 
 



Three months later 



Continued Course 
Estradiol 0.1mg 
patch 2x /wk 
Spiro 50mg Qd 

Estradiol 0.1mg 
patch 2x /wk 
Spiro 50mg Qd 

estradiol 3mg PO Qd 
& spiro 50mg Qd 

Estradiol 2mg BID & 
spiro 100mg Qd 

Estradiol 6mg Qd & 
spiro 100mg Qd-
>10mgQ2wksIM & 
spiro 100mg 
 

Testosterone 355 149 322 125 288  -> 13 

Estradiol 80 73 73 78 -> 118 

Effects/Comments Pt quit smoking -Reported skin was 
softer & that she 
had some change in 
body fat distribution 
 
-Reduced morning 
erections & reduced 
libido 
 

-Some breast 
fullness 
 

 
-Noted fuller chest 
on exam 
 
-Pt reports feeling 
“softer” 
 
-New license & 
interested in surgery 

6/2017              9/2017        11/2017            2/2018      11/2018 -> 2/2019  



Update on Transman on Dual 
HT 





Patient HPI 

• 35yo female to male transgender Pt presenting for continuation of 
testosterone 
 

• Born genetically female but identifying as male since an early age & on 
T x 4 yrs 
 

• Since removal of ovaries & uterus has been having significant “hot 
flashes” reports occurring “every hour” 
 

• Reports symptoms are “very bothersome and embarrassing” 
significantly disrupting daily life 



Started on 
100mg Q2 
wks 

Total Testosterone 
 
Free Testosterone 

Estradiol Patch Increased from 1 to 2x Week; Asked 
to Increase Testosterone Dose 

150mg Q2 
wks 

100mg Q2 
wks 

Spaced 
testosterone 
to 50mg Qwk 

Estradiol 
0.025mg/wk 

Estradiol 
0.025mg/bi-weekly 



Started on 
100mg Q2 
wks 

Total Testosterone 
 
Free Testosterone 

Estradiol Patch Increased from 1 to 2x Week; Asked 
to Increase Testosterone Dose 

150mg Q2 
wks 

100mg Q2 
wks 

Spaced 
testosterone 
to 50mg Qwk 

Estradiol 
0.025mg/wk 

Pt continued T at 80mg Qwk; 
Symptoms of HFs improved on bi-
weekly estrogen patches 

Estradiol 
0.025mg/bi-weekly 



Estradiol 
0.025mg 
2x/wk & 
testosterone 
80mg Qwk 

Off of estradiol 
patches and 
missed T dose 

Estradiol 
0.037mg 3x/wk 
& testosterone 
80mg Qwk 
 

Estradiol 
0.050mg 2x/wk 
& testosterone 
80mg Qwk 
 

Testosterone 
(ng/mL) 

851 233 414 

Estradiol (pg/mL) 43 9 37 

Effects/Comments Improved 
significantly 
but 
symptoms 
before patch 
is due 

Hot flashes 
returned just as 
before 

Improved 
significantly, 
sometimes 
forget patch and 
will suffer 

1 day later 
states “new 
patch seemed to 
work almost 
instantly” 

normal male reference ranges: 
 

 Testosterone: 400-700 ng/dL 
Estrogen: 27 – 52 pg/mL 



Estradiol 
0.025mg 
2x/wk & 
testosterone 
80mg Qwk 

Off of estradiol 
patches and 
missed T dose 

Estradiol 
0.037mg 3x/wk 
& testosterone 
80mg Qwk 
 

Estradiol 
0.050mg 2x/wk 
& testosterone 
80mg Qwk 
 

Testosterone 
(ng/mL) 

851 233 414 

Estradiol (pg/mL) 43 9 37 

Effects/Comments Improved 
significantly 
but 
symptoms 
before patch 
is due 

Hot flashes 
returned just as 
before 

Improved 
significantly, 
sometimes 
forget patch and 
will suffer 

1 day later 
states “new 
patch seemed to 
work almost 
instantly” 

normal male reference ranges: 
 

 Testosterone: 400-700 ng/dL 
Estrogen: 27 – 52 pg/mL 



Estradiol 
0.025mg 
2x/wk & 
testosterone 
80mg Qwk 

Off of estradiol 
patches and 
missed T dose 

Estradiol 
0.037mg 3x/wk 
& testosterone 
80mg Qwk 
 

Estradiol 
0.050mg 2x/wk 
& testosterone 
80mg Qwk 
 

Testosterone 
(ng/mL) 

851 233 414 

Estradiol (pg/mL) 43 9 37 

Effects/Comments Improved 
significantly 
but 
symptoms 
before patch 
is due 

Hot flashes 
returned just as 
before 

Improved 
significantly, 
sometimes 
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 Testosterone: 400-70   
Estrogen: 27 – 52 p  



Progesterone? 

• Progesterone therapies such as medroxyprogesterone (MPA) have 
been used as a second agent to lower testosterone concentrations in 
transgender women 

• There are concerns regarding potential increased risk of 
thromboembolism and stroke found in cisgender women taking 
progesterone 

• Literature shows this has been MPA, not micronized progesterone 
(WHI) 

• No clinical studies to support a positive effect of progesterone on 
breast development, only anecdotal  





New Role for Progesterone in Feminizing HT 
Care? 
• More rapid feminization: Progesterone competes for the 5-alpha reductase enzyme 

that converts T into DHT, the hormone that masculinizes skin and hair follicles. Thus, 
progesterone decreases the masculinizing effects of DHT on unwanted male-
pattern hair 
 

• Progesterone feeds back to the hypothalamus slowing the pulsatility of LH and 
lowering average LH levels, thus decreasing gonadal T production 
 

• Progesterone and estradiol  leads to optimal breast maturation and size;  
Progesterone is necessary for the ductal branching within the breast (and hence, for 
lactation) and eventual maturation leading to the enlargement of the normal 
ciswoman’s areola diameter of ≥3 cm 
 

• Progesterone adds to estradiol in increasing BMD 
 

• Progesterone improves sleep and hot flushes/flashes (vasomotor symptoms) 
 



What About Elevated Estradiol Levels in 
Transmen on Testosterone? 



Elevated Estradiol in Transmen (FTM) 

• Estrogen in the 100-200 range despite being on testosterone for years 
• Testosterone in the 600 range 
• No longer having menses 

 
• In natal women we are concerned about unopposed estrogen in 

anovulatory cycles and concern for endometrial hyperplasia/increased 
risk for endometrial carcinoma 
 

• Is there a risk for endometrial hyperplasia in transmen with 
unsuppressed estrogen levels? 



Potential Risk of Endometrial Cancer 

• Only two reported cases in the  literature of endometrial cancer 
• One was a trans male 54yo who started T at age 43 with cessation of 

menses at that time (Am J Obstet Gynecol. 2011 May;204(5) 

• Presented for hysterectomy and found to have endometrial cancer 
• Reported spotting for the prior 4-5 years 

https://www.ncbi.nlm.nih.gov/pubmed/21354550/


Analysis of genital tract from 112 FTM patients who underwent salpingoophorectomy 



Conclusions From Study 

• Ovarian architecture resembled those observed in 
women with PCOS 

• Endometrial atrophy of the uterine mucosa was 
observed in ~50% of patients (50) after chronic 
androgen exposure 

• Cervical and myometrial histologies did not differ from 
those of natal women 

• The other half showed proliferative or endometrial 
hyperplasia (54 vs 8) 

• One case of atypical endometrial hyperplasia with small 
focus of adenocarcinoma found 

• Authors conclude there may be increased serum 
estrogen concentrations by aromatization  
 



Conclusions 
• Gender-affirming treatment of transgender people requires a multidisciplinary 

approach in which endocrinologists play a crucial role 
• Transgender patients seeking gender affirming care require a safe, effective hormone 

regimen that will 1) Suppress endogenous hormone secretion determined by biologic 
sex & 2) maintain sex hormone levels within the normal range for the person’s desired 
gender 

• Feminizing treatment with estrogens and antiandrogens has desired physical changes, 
such as enhanced breast growth, reduction of facial and body hair growth, and fat 
redistribution in a female pattern 

• Evaluate for conditions that can be exacerbated by HT (Hx of DVT, smoking, 
obesity, FH, hyper TG, and discuss RFs; consider transdermal treatment 

• HT related cancers are rare, routine screening based on genital organs is highly 
recommended 

• Prospective cohort studies focused on long term safety and efficacy are needed to 
optimize transgender care 
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