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Development of Gender Identity/ 

Diagnosis of Gender Dysphoria 



New criteria for gender dysphoria—DSM-V 

 DSM-V: Gender dysphoria (previously “Gender Identity Disorder”) 
 “While diagnostic terms facilitate clinical care and access to insurance 

coverage that supports mental health, these terms can also have a 

stigmatizing effect.” 

 Gender nonconformity is not in itself a mental disorder. 

 The critical element of gender dysphoria is the presence of clinically 

significant distress associated with the condition. 

 “The new diagnostic label removes the connotation that the patient is 
‘disordered.’” 

American Psychiatric Association—2014  



Youth #1: pre-pubertal child 

5 yo born male presenting to Endocrine clinic  

 

 Has indicated since 2 1/2 years of age that she is a girl  

 By 3 1/2 years old she was insistent and annoyed when people called her 

“Luke*” or "he".  

 Parents gradually began using “her” and are completely supportive of Lily's* 

gender choice.  

 She was born in the Midwest and moved a year ago to be able to see 

transgender therapists at a nationally recognized center.  

            

* Names changed 

 



Childhood Development of Gender 

 Gender identity begins to develop in early childhood 

around age 3 - 4 yr 

 Traditional views: one is male or female and fixed over 

time 

 Multidimensional models: view gender on a continuum 

and allow for fluidity over time and context. 

 

 A more developed psychological sense of gender 

identity usually emerges in adolescence. 

 



Development of gender dysphoria 

 For clinic-referred children, onset usually between ages 2-4 yr 

 When most typical children express gendered behaviors and interests 

 Continues through preschool 

 Pervasive cross-gender behaviors and desire to be the other gender 

(may rarely label oneself as other gender) 

 Elementary school 

 Some cases express first desire to be other gender later, at entry into 

school 

 Small minority have body dysphoria (becomes more common as 

approach puberty) 

 



DSM-V: gender dysphoria in children 

 A marked incongruence between one’s experienced/expressed 
gender and assigned gender, of at least 6 months’ duration, as 
manifested by at least six of the following (must include 1st) 

 A strong desire to be the other gender or an insistence that one is the other 
gender (or some alternative gender different from one’s assigned gender) 

 A strong preference for wearing clothing of the opposite gender (and in 
girls, a strong resistance to wearing feminine clothing) 

 A strong preference for cross-gender roles in play 

 A strong preference for toys, games, or activities stereotypically of the other 
gender 

 A rejection of toys and activities of assigned gender 

 A strong dislike of one’s sexual anatomy 

 A strong desire for the primary and/or secondary sex characteristics of the 
other gender 

 The condition is associated with clinically significant distress or 
impairment in social, school, or other important areas of functioning. 



Differences between children and 

adolescents with gender dysphoria 

 Gender dysphoria in childhood does not inevitably continue into 
adulthood 

 Only 12-27% persisted in recent studies 

 Drummond 2008, Wallien 2008 

 Persistence is associated with:  

 Greater degrees of gender dysphoria at baseline (sitting vs standing, wanting to 
remove body parts) 

 Desiring social transition during childhood 

 Children who “believe they are” the other sex vs “wish they were” the other sex 

Steensma TD et al 2013 

 Persistence during adolescence is much higher 

 70 teens given puberty blockers, all had improvement of mental health, all 
continued with sex reassignment medication 

 DeVries AL et al 2011 



Treatment of gender dysphoria in 

pre-pubertal children 



Psychological assessment 

 Necessary for diagnosis of gender dysphoria requiring medical intervention 

 Affirmative counseling: transgender is not a mental illness 

 Actively promote exploration of gender identity  

 Assist adolescents and their families in learning about and engaging in appropriate 

transitioning interventions 

 Endorsed by Canadian and WPATH published guidelines 

 Therapy is recommended to ensure youth have support they need, not because they are 

inherently disturbed. 

Hill DB, Menvielle E et al. J Sex Marital Ther 2010 

 



Co-morbid emotional and behavioral problems 

 In children with gender dysphoria, increasing age is associated 

with more problems, related to increasing non-acceptance of 

gender-variant behavior. 

 Disruptive/impulse-control disorders  

  de Vries 2010 

 Depression/Anxiety—related to gender dysphoria itself, even in 

cultures more accepting of gender-variant behavior  

  Cohen-Kettenis 2003, Wallien 2007 

 Autism spectrum disorder—more prevalent than in the general 

population  

  de Vries 2010 

 



Transitioning process—reversible 

Social transition 

 Changes in gender expression or role—may be part-time or full-time in 
another gender role 

 Some reversible transition processes may occur before age 10 

 Adoption of preferred gender hairstyles, clothing, and play 

 Perhaps adoption of a new name 

 Allowing full social transition before the onset of puberty is controversial and 
should be determined by close evaluation of the potential risks and benefits, 
among health care professionals, parents and children 

 Since most pre-pubertal dysphoria desists, it’s important to allow the child to revert 
back to biological gender 

Hildago AM et al 2013 

 No hormone therapy in pre-pubertal children. 

 Hembree: Endocrine Society guidelines, 2009 

 

 



Youth #2:  Peri-pubertal child 

11 yo born female who comes to Endocrine clinic with 

distress at starting puberty 

 Began breast development about 1 year ago (not early) 

 Parents state girl wants to be a boy. 

 Patient is very shy—does not talk during the history or exam. 

 Mid-pubertal breast development and pubic hair 

 Family wants to know what can be done? 

 

 
* Pictures from internet (e.g., John Jolie-

Pitt), not actual patients described 



Gender dysphoria— 

Adolescence 

 In some children, gender dysphoria will develop for the first time or intensify as 
secondary sex characteristics develop. 

 When visible signs of puberty develop: 

 Boys: shave their legs, bind genitals (to hide erections) 

 Girls:  bind their breasts, walk with a stoop, use loose clothing 

 Teens ask for or seek (without prescription) medication to stop puberty 

 Older teens, when sexually active, do not allow their partners to see or touch 
their sexual organs. 

 Teens may develop increased impairment:  school refusal; development of 
depression, anxiety, or substance abuse; suicidal ideation 

 Many opt to enter high school as the preferred gender. 

DSM-V 2014 

 

 



DSM-V: gender dysphoria in 

adolescents and adults 

 A marked incongruence between one’s experienced/expressed gender 
and assigned gender, of at least 6 months’ duration, as manifested by at 
least 2 of the following: 

 A marked incongruence between one’s experienced/expressed gender and 
primary and/or secondary sex characteristics (or in young adolescents, the 
anticipated secondary sex characteristics). 

 A strong desire to be rid of one’s primary and/or secondary sex characteristics 
because of a marked in congruence in gender (or in young adolescents, the 
desire to prevent anticipated secondary sex characteristics). 

 A strong desire for the primary and/or secondary sex characteristics of the other 
gender. 

 A strong desire to be of another gender. 

 A strong desire to be treated as another gender. 

 A strong conviction that one has the typical feelings and reactions of another 
gender. 

 The condition is associated with clinically significant distress or impairment 
in social, occupational, or other important areas of functioning. 



Treatment of gender dysphoria in 

peri-pubertal children and teens 



Transitioning process—reversible 

Puberty blockers 

 Endocrine Society guidelines call for suppression of puberty at start of 

puberty using puberty blocking medications, which are used to suppress 

puberty in patients with early puberty. 

 Avoid unwanted sexual development—makes surgical treatment easier later, if 

desired 

 Allow more time to explore their gender identity and mature cognitively 

 Puberty blocking medication should be continued until gonads removed, or at 

least until fully suppressive adult dosing of cross-sex hormones is achieved. 

 Progestins may be used to suppress endogenous gonadotropin activity 

 Side effects—weight gain, adrenal suppression, suppression of bone growth 

Raudrant D et al Drugs 2003 

 

 



Eligibility and readiness criteria for adolescents— 

Puberty blocking medication 
Endocrine Society guidelines 

 Eligible and ready for GnRH agonist treatment if they: 

 Fulfill DSM criteria 

 Have beginning of breast or testicular development (Tanner stage 2) 

 Pubertal changes resulted in increased gender dysphoria 

 Do not suffer from psychiatric comorbidity that interferes with diagnostic work-up 

or treatment (e.g., uncontrolled psychosis or mania) 

 Have adequate psychological and social support during treatment, AND 

 Demonstrate knowledge and understanding of the expected outcomes of GnRH 

analog treatment, cross-sex hormone treatment, and sex reassignment surgery, as 

well as the medical and the social risks and benefits of sex reassignment 

Hembree WC et al. J Clin Endocrinol Metab 2009 



Transitioning process—reversible 

Informed consent 

 Puberty blocking medications’ potential side effects: adverse effects 
on bone density. 

 Dutch protocol: Bone mineral density was lower during puberty blockers but 

caught up when cross-sex hormones started. 

Dellemarre-van de Wall HA et al. Eur J Endocrinol 2006, Endocrine Society abstract 2013 

 Puberty blockers alone do not affect fertility—based on studies using 

medication for precocious puberty.   

Manasco PK et al J Clin Endocrinol Metab 1988 

 Yet, if one never allows maturation of the gonads (first with puberty 

blockers, then cross-sex therapy), patients are unable to bank sperm or ova 

before cross-sex hormones, which can damage gonads. 

  Hembree et al. J Clin Endocrinol Metab 2009 

 

 



Puberty-blocking medication 



Transitioning process—partially 

reversible, some irreversible 

Cross-sex hormone therapy 

 Begins development of secondary sexual characteristics of identified 

gender 

 Some partially reversible effects  

 FTM:  acne, facial hair, menstrual suppression 

 MTF:  increased fat mass, less acne 

 Some irreversible effects 

 FTM: clitoral enlargement, voice deepening 

 MTF:  breast enlargement 

 In peri-pubertal youth, we aim to mimic normal puberty of identified 

gender (gradual) 



Eligibility and readiness criteria for adolescents—
Cross-sex hormone therapy 
Endocrine Society guidelines 

 Eligible for cross-sex hormone treatment if they: 

 Fulfill criteria for puberty blocking medication, AND 

 Are 16 yr or older 

 A real life experience is not part of the guidelines for teens 

 Recommend informing patients about fertility options 

before pubertal suppression (although effects completely 

reversible) and before cross-sex hormones (?partially 

reversible) 

Hembree WC et al. J Clin Endocrinol Metab 2009 



Female-To-Male hormone therapy—Risks 

 Adverse effects of therapy: Testosterone 

 Infertility 

 Breast or uterine cancer 

 High red blood cell count 

 Severe liver dysfunction  

 High cholesterol 

 Male pattern baldness 

 Acne 

 Behavioral changes 

 

 



Male-To-Female hormone therapy—Risks 

 Adverse effects of therapy: Estrogen 

 Blood clots 

 Heart attack/stroke 

 High blood pressure  

 Prolactin-secreting tumor (milk production) 

 Liver disease 

 Breast cancer 

 Severe migraine headaches 

 Decreased libido 



Cross-sex induction of puberty— 

 

 Female-To-Male (testosterone cypionate or enanthate) 

 Intramuscular 

 25 mg/m2 per 2 wk x 6 mo 

 50 mg/m2 per 2 wk x 6 mo 

 75 mg/m2 per 2 wk x 6 mo 

 100 mg/m2 per 2 wk x 6 mo 

 Adult dose is 200 mg per 2 wik or 100 mg per 1 wk 

 Subcutaneous 

 25 mg per 2 wk x 8 wk 

 25 mg per 1 wk x 4 wk 

 50 mg per 1 wk  

 Adult dose 25-75 mg per wk (typically 50-60 mg per wk) 

 If ≤ 15 yo, no more than 25 mg per 2 wk at 6 mo 

Avoid oral testosterone (due to liver toxicity)! 

Avoid ethinyl estradiol (found in birth control pills, due to clots)! 

 

 Male-To-Female (estrogen) 

 Oral 17-beta estradiol (e.g., Estrace) 

 5 mcg/kg/day x 6 mo 

 10 mcg/kg/day x 6 mo 

 15 mcg/kg/day x 6 mo 

 20 mcg/kg/day x 6 mo 

 Adult = 2 mg/day 

 Estradiol patches (e.g., Vivelle dot) 

 25 mcg patch x 6 mo 

 37 mcg patch x 6 mo 

 50 mcg patch x 6 mo 

 75 mcg patch x 6 mo 

 100 mg patch  

 Adult = 100 – 200 mg patch 

Olson J et al LGBT Health 2014 

Hembree et al. J Clin Endocrinol Metab 2009 

Adapted from treatment of Turner Syndrome  M Davenport Ann. NY. Acad Sci 2008  

 



Monitoring—during pubertal induction 

 Every 3 months 

 Height, weight, pubertal development 

 LH, FSH, estradiol/testosterone 

 Annually 

 Kidney and liver function, lipids, glucose, insulin, HbA1c 

 (diabetes screening marker) 

 Bone density DEXA scan for mineralization 

 Bone age x-ray of left hand for pubertal progression 



Normal values during puberty 
From Esoterix Endocrinology Handbook 

 

For natal or trans young women 

Estradiol (pg/mL) 

 Tanner 1: 5 – 20 

 Tanner 2: 10 – 24 

 Tanner 3: 7 – 60 

 Tanner 4: 21 – 85 

 Tanner 5: 34 – 170 

 Adult: 30 – 300 (post-menopausal <15) 

 Male: 8 - 35 

For natal or trans young men 

Testosterone (ng/dL) 

 Tanner 1: < 2.5- 10 

 Tanner 2: 18 – 150 

 Tanner 3: 100 – 320 

 Tanner 4: 200 – 620 

 Tanner 5: 340-970 

 Adult: 348 – 1197 

 Female: 10 - 55 



Youth #2: peri-pubertal child (cont) 

 11 yo transmale youth who presented to Endocrine 

clinic at Tanner stage 3 after distress from puberty 

 Started on puberty blocking medication (first Lupron shots, then 

switched to Supprelin implant) within the next 6 months 

 Patient became more talkative and self-assured after social 

transition. 

 Testosterone was initiated at moderate dose at age 14 to 

maximize growth spurt and adult height. 

 Patient and family are very happy with results. 



Youth #3: post-pubertal youth 

 14 10/12 trans male youth 

 He has known he was a male for his whole life and began binding last 

year. He came out last fall, and is proud of what he has accomplished. 

 Mom is concerned about needing to get a "gender identity" diagnosis 

from a mental health professional, as they have no doubts that he is a 

guy.  

 He has been seeing a counselor for the last 3-4 years--currently weekly-

-for sadness, anxiety, and depression. His PCP notes state that he has 

had a previous suicide attempt (2 yr ago). He takes anti-depression 

medication.   

 He had breasts develop at age 10 yr. During the summer between 5th 

and 6th grade, he had menarche (age 12) and continues to have 

monthly periods. He desires menstrual periods to stop.  



Cross-sex Hormones—Adult doses 

Hembree et al.  

J Clin Endocrinol Metal 2009 



Masculinizing Effects in Female-To-Male 

Hembree et al.  

J Clin Endocrinol Metal 2009 



Feminizing Effects in Male-To-Female 

Hembree et al.  

J Clin Endocrinol Metal 2009 



Other hormonal considerations 

 Female-To-Male (menstrual suppression) 

 Usually occurs within 6 – 12 months after starting 

testosterone, but does not indicate infertility reliably(!) 

 Progesterone-only methods can suppress periods AND 

provide needed birth control 

 DepoProvera every 3 month shots 

 Nexplanon implant every 3 years 

 Mirena intrauterine device 

 Progestin-only mini-pill daily orally 

 Gonadotropin agonists 

 Lupron (leuprolide acetate) IM every 1-3 month shots 

 Supprelin (histrelin acetate) ever y1-2 year implant 

 

 

 Male-To-Female (male hormone blockade [e.g., 

suppress erections]) 

 Spironolactone 50 – 100 mg twice daily orally 

 Can cause high potassium or low blood pressure 

 Provera 5 -10 mg daily orally 

 Gonadotropin agonists 

 Lupron (leuprolide acetate) every 1-3 month 

shots 

 Supprelin (histrelin acetate) ever 1-2 year 

implant 

 



Monitoring—on adult dosing 

 Every 2 - 3 months during first year: testosterone/estradiol, complete blood 
count, liver tests 

 Every 6 – 12 months after first year: testosterone/estradiol, complete blood 
count, liver tests 

 Regularly: weight, blood pressure, lipids, fasting blood sugar, HbA1c, 
electrolytes during first year if on spironolactone 

 Goals 

 FTM: measure midway between testosterone injections:  

 testosterone 350-700 ng/dL 

 Estradiol <50 pg/mL (keep measuring until no bleeding x 6 months) 

 MTF:   

 Testosterone < 55 ng/dL 

 Estradiol < 200 pg/mL 

 



Transitioning process—irreversible 

Surgery 

 When to do surgery? Recommendations suggest: 

 The individual desires definitive surgical changes—not everyone wants this. 

 At least 18 yr old 

 “Top surgery”—Breast reduction/reconstruction for female-to-male (many 
will allow to be done age 16) 

 “Bottom surgery”—Gonad removal to reduce hormone needs—illegal in 

most states until age 18 

 Genital reconstruction—after age 18 

 Male-To-Female—easier surgically to make vagina and labia 

 Female-To-Male—technically difficult, especially penile reconstruction 



Resources for providers, patients 

and families 



UVA’s transgender health care team 

 Pediatrics—UVA Children’s Hospital Transgender Health Clinic 

 PMD—Nancy McLaren, MD, Teen Health 

 Endocrinology—Christine Burt Solorzano, MD; David Repaske, MD 

 Psych—Laura Shaffer, PhD; Jenna Ramsdell, MSW 

 Student Health 

 PMD—Elke Zschaebitz, NP 

 Psych—Nicole Fischer, Karen Painter 

 Gynecology and Surgery 

 Plastics—Kant Lin, MD 

 Internal medicine 

 Endocrinology—Fellow’s clinic; Chris McCartney, MD 

 Psych—J. Kim Penberthy, PhD 

 



 













Questions and comments 


