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SPEAKER DISCLOSURES

AData within this presentation may not be relevant to clinical situations that differ from the citation
from which the data was drawn.
AThe ultimate judgment concerning the propriety of any course of conduct must be made by the
clinician after consideration of each individual patient situation.
This Presentation Includes  Off - Label Uses of All Pharmaceutical Products . Use is consistent with the
following:

A Jaffe IM, Gorton GN, Menkin DM, Debb Dunn,PAC, MBA et al. Gender affirming hormone
therapy prescriber guidelines. TransLine . Published April ,4 2019
Hembree WC, Cohen - Kettenis PT,Gooren L, et al. Endocrine Treatment of Gender -
Dysphoric/Gender - Incongruent Persons: An  Endocrine Society Clinical Practice Guideline .J
Clin Endocrinol Metabol . 2017;102(11):38693903.

A UCSF, Center of Excellence for Transhealth , Guidelines for the Primary and Gender - Affirming
Care of Transgender and Gender Nonbinary People , 2nd Ed, 2016 (colloquially referred to as
the UCSF guidelines)

A coleman E, Bockting W, Botzer M, et al. Standards of care for the health of transsexual,
transgender, and gender - nonconforming people . Version 7. Int J Transgenderism.
2012;13(4):165 232.

A Olson J, Garofalo R. The peripubertal gender - dysphoric child: puberty suppression and
treatment paradigms . Pediat Ann. 2014;43(6):e132 - e137.
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MEDICAL EFFECTIVE
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INTERVENTIONS

SOCIAL TRANSITION

Adopting gender - affirming
hairstyles, clothing,
nickname, gender

pronouns, restrooms, etc.
COMPLETELY REVERSIBLE
ANY AGE

PUBERTY BLOCKERS

Gonadotropin -releasing
hormone/GnRH analogs
COMPLETELY REVERSIBLE
STAGE NOT AGE

HORMONE THER/ s

AFAB: Testosterone
AMAB: Estradiol
+ anti - androgen
PARTIALLY REVERSIBLE
+/ - ADOLESCENTS + ADULTS

SURGICA

I ..
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Facial, Tracheal Shave
NOT REVERSIBLE

+/ - ADOLESCENTS + ADULTS

V4




Affimed gender ->

indistinguishable psyc.

OLSON et al

RYAN et al

Family acceptance
resilience & psyc. well
being |

->

2009

2016

DATA

Mult gender transitions
+ support = J

EHRENSAFT

EHRENSAFT

Lack of support in key
developmental areas = L




31% of respondents
[transgender adults in the US]
identified as nonbinary

H JAMES et al, 2016
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PHARMACOLOG

Alnitial spike in LH, FSH
followed by desensitized
pituitary
LH & FSH secretion
suppressed

Suspends germ cell
maturation

GnRH Analog




TranshealtPrimary Car

> Pediatr Ann. 2014 Jun;43(6):e132-7. doi: 10.3928/00904481-20140522-08.

The peripubertal gender-dysphoric child: puberty
suppression and treatment paradigms

Johanna Olson, Robert Garofalo

PMID: 24972421 DOIl: 10.3928/00904481-20140522-08

Abstract

Gender-nonconforming youth are emerging at increasingly younger ages, and those experiencing
gender dysphoria are seeking medical care at, or sometimes even before, the onset of puberty. Youth
with gender dysphoria are at high risk for depression, anxiety, isolation, self-harm, and suicidality at
the onset of a puberty that feels wrong. Medical providers would benefit from understanding

inferventinne that healn Aaender-noancanfarmina children and vanith thrivve The 1ice Aaf Annadnatranin.




LAB RESULTS

Pre- pubertal =0.26 -3.0
Tanner 2 =1.8 b3.2

=5 ry

Pre- pubertal = 0.2 -0.3
Tanner 2 =0.2 b4.9

LH 0.9

Tanner 2=9.8 -145

Tot T 12.




FORMULATIONS

Histrelin 50 mg

6, ... .. B™ .. _

Leuprolide Depot Implanted SC upper ar
Injected monthly Provider competence

<25 kg ->7.5mg Office visit, local anesthesia
25-37.5kg ->11.25mg Replaced 12 - >36 months
37.5+kg ->15mg
Depot Q3Mo
11.25 mg
20 mg

GnRH Analogs




. LAB RESULTS :
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INFORMED CONSENT

1. Informed Consent is when an adult gives permission
(consent) to make an adult decision for themselves.

2. Letters from a therapist are not required for treatment,
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3. This model of care preserves patient autonomy and
gives non - binary people more freedom to decide for
themselves which parts of medical transition

they undergo.




MEDICAL TRANSITION -

Hormone therapy must be

= y 1 1 9 ‘ L , I I ’

+ 5 w

goals, the risk/benefit ratio of
medications, the presence of other
medical conditions, and consideration
of social and economic issues.

https://www.wpath.org/publications/soc



WPATH: CRITERIA FOR
HORMONE THERAPY

1.

2.

Persistent, well - documented gender dysphoria

Capacity to make a fully informed decision and to
consent for treatment

Age of majority in a given country (18 years)

If significant medical or mental health concerns
are present, they must be reasonably well
controlled

WPATH standards of care (2007)



FEMINIZING HORMONE
TREATMENT GUIDELINES




FEMINIZING THERAPY:
THERAPEUTIC GOALS

1. Testosterone level <50 - 75 ng/dL (normal
cis - female range)

2. Estradiol level 50 b 350 ng/ dl (mean of
premenopausal range)

3. No established hormonal reference ranges,
treat per clinical response emotionally
and physically

Gender Affirming Hormone Therapy Guidelines Transline 2019



Table 2. Laboratory monitoring for hormonal therapy

BUN/Cr/K+
(CMP)

Alc or glucose

Estradiol
Total
Testosterone
Sex Hormone

Binding Globulin
(SHBG)**

Prolactin

Only if spiro
used

No evidence to
support
monitoring at
any time; use
clinician
discretion
No evidence to
support
monitoring at
any time; use
clinician
discretion

Test estradiol
levels if suspect
the dose is high

Only if not able
to obtain
optimal
hormone level

Only if
symptoms of
prolactinoma

* In first year of therapy only

** Used to calculate bioavailable testosterone; monitoring bioavailable testosterone is optional and may be

helpful in complex cases (see text)

Based on
USPSTF
guidelines

Based on
USPSTF
guidelines

X

X X X X
X
X
X X X
X X X

UCSF: Guidelines for the Primary and Gender-Affirming Care of Transgender
and Gender Nonbinary People



http://www.issam.ch/freetesto.htm

Trans Feminine: Exogenous Estrogen Dosing
Medication Start/Usual Dose Typical Max Dose Frequency Pros Cons Motes

Valerate: Smg - 10mg

Less frequent administration
Systemic effect, avoids first pass

‘alerate formulated in castor oil (use i
allergic to cottonseed) and is typically used
with weekly dosing. The national shortages

{1-2x of 1.26mg tablet)

(42 1.25mg tablets daiby)

Less fluctuation in levels

true serum levels related to
dose.

May be expensive if not
covered by insurance

First pass matabolism

Gender Affirming Hormone Therapy Guidelines Transline 2019

Valerate: 20mg effect on iver; however when at " of the inlectable formulation, especially
e e {zﬂn-zsmr';‘[faﬂ;“)f {1mL of 20mgimL solution or poek ciraikling el of Poaxrough fluctuztion peneri: Entimcdiol Vel fom Augist
0.5mL of 40mg/ml solution) Weeklyz estrogen, amount dalivered to Self-ijection or frequant - 2016 through the finalzation of this
(Estradiol Valerate = Delestrogen or Cypi 1.95ma - 2.5 liver may be higher than other office ijn' fons req protocol have made availability sporadic.
Estradiol Cypionate = Depo-Estradicl) {uuzsmml&LLu o Cypionate: Smg miodes of delivery dela’&ﬂ +  Cypionate is formulated in cottonseed ol
Smg/mL solution) {1mL of Smg/ml solution) Peak of injectable may help (use if allergic to castor ofl) and is typically
better suppress endogenous a quarter of the dose of valerate and can
hormmone production be given at every two week intervals rather
than weekly due to the longer half life.
- Preferred method for those with increased
Adhesive irritation, can fall risk of DNT/PE/CVD
Estradiol Patch 0.1mg - 0.2mg 0.dmg Bi-weskly or per Mo needle use off with sweats . For those who have had DVT/PE/CVD,
manufacturers Less fluctuation in levels Daity application shared clinical decision-making to resume
(Vivelle Dot) {1-2x 0.1mg patches) {dx 0.1mg patches) recommendation Mo first pass metabolism May be expensive if not kowi-dose (0.05mg) transdermal estrogen
covered by insurance may be dane, but it should be administered
with continuous anticoagulation.

- Single or divided doses dependent on
praference; if on higher dose of 6-8mg,
would recommend dividing to decreass
first pass and hepatotoxicity.

Estradiol Gral 2mg - &mg Bmg ; T Daity dosa - Sumapro'mdam recommand sublingual
Dally Less fuctuation in levels First pass metabolism SriE oo e
(Estrace) {1-3x 2mpg tablet) {4x 2mg tablets daily) pa pass metabolism, bat it is unclear how
much ig actuslly absorbed sublingually vs.
swallowed.

- Consider switch to injectable if not seeing

results with oral.
Daily dose
Rarely used & not preferred
due to higher thrombogenic
risk compared to estradiol
1.25mg - 2.5mg Smg Difficult to manitor estrogen
Premarin Oral Daily N needle use level as it may not reflect *




Trans Feminine: Medications to Supplement Estro

Anti-Androgens StartiUsual Dose  Typical Max Dose  Frequency
100mg - 300mg . Puatential risk of hyperkalemia
Spiranciacions Orl 400mg ey L":ﬁ';:fm . Diuretic effect can result in fatigue, Single or divided dosss dependant on
{1-3x 100mg dehydration side effects preferance
{Aldactone) tablets) {dox 100mg tablsts) endogencus testosterone levels Eracile dysimclions
Finasteride Oral 5mg Smg Skows and prevents balding due to Used as adjuvant because decreases DHT
} androgenic slopecia and decreases but not Testosterone
(Proypmacin or Presezar) : \ Dady aother secondary sexual hair growth in Can use alone (without estrogen) if goal is
{1x Smg tablet) (1x Smg tablet) th only for partial feminiz ation
As adjuvant anti-androgen yeu ¥ 1o pa
Slows and prevents balding due o
Kl 0.5mg 0.5mg androgenic slopecia and decreases
(Avodart) ’ ’ Every 3 other secondary sexual hair growth in May be expensive and not typicaly Same a5 Finasterids Nolas
{1x0.5mg ablet) | {1x0.5mg tablet) days youlh covered by ineurance
As adjuvant anti-androgen Can take every 3 days rather than
every day with Finasteride
GnRH receptor aganist, very effective
. 22.5mg For Taanls: Best option Ifcur puberty
-25mg suppression; can use either glone or P ;
Leuprolide Acetats IM . : _— with exogenous hommones May be expensive if not covered by
(1 1M shot of g/t 8 o For Aduits: Especiall benficial f insurance
ax 11-25mgi1.5mL menths ) - EspeciEly Mot ideal for long-term use due 1o bong
{Lupran, Eligard) 1.25mg/1.5mL dilutant) can't use spiro andior on a lower density Iogss
dilutant) estrogen dose andlor having difficulty Y
suppreasing endogencus homaone
production
More invasive, requires minor surgery to
Histrelin Pellet el
50mg 50mg Em ! See Leuprolide Acatate Pros i"::gr:“mf“““ e
i ) Mot ideal for long-tarm use due to bona
density losss
Less Frequently Used Anti-Androgens ~ Start/Usual Dose  Typical Max Dose  Frequency Pros Cons

Gender Affirming Hormone Therapy Guidelines Transline 2019




Table 1. Hormone preparations and dosing (Grading: T O M)

I Ooses

Initial Maximum Comments

Progesterone

Medroxyprogesterone 25,5,
acetate (Provera) 10 mg

The risks of using progestogens in transgender women

2l s SO e are likely minimal or even absent

Micronized progesterone

Prometrium 100 mg 100 mg 200 mg ghs  Can cause weight gain and/or moodiness

Premarin (Estrogen) .0375,.05mg .06,.09mg 1.25mg Increased risk of VTE

FEMINIZING HORMO
REGIMENS

Gen”rmone Therapy Guidelines Transline 2019



PA DUNNIT S SUGGESTI ONSJFOR
Prescribing Feminizing Hormones:

1. Start / Initial:
a. Estrace 2 mg once per day
b. Spironolactone 50 -100 mg 3 once per day
2. Follow upin4 -6 weeks:
a. Increase the dose: estrace 4 mg and spiro 100 -
200 mg
3. Follow up in4 -6 weeks:
a. Increase the dose estrace 6 mg 3 continue spiro
200 mg
4. Follow - up in three months:
a. If still experiencing dysphoria, increase estrace to
8 mg




FEMINIZING, continued

1. Delestrogen injectable:
1. Start at delestrogen 2.5- 5 mg weekly if just

starting
2. Start at delestrogen 10 mg weekly if switching
from tablets

2. Follow - up in 4 - 6 weeks:
a. Increase the doseto 8 - 10 mg weekly
b. Rarely prescribe over 10 mg weekly, the levels
come back very high, but you can increase to
20 mg weekly




PROGESTERONE

1.Prometrium 100 mg b once tab once
per day

a. Follow - up in 6 weeks to check mood
b. Increase to Prometrium 200 mg if still
needed for the treatment of dysphoria

2. Provera
a. Start Provera 2.5 mg once per day
b. Follow - up in 4 - 6 weeks to check mood
c. Increase to Provera 5 mgq if needed for the
treatment of dysphoria




APPROXIMATE DOSE EQUIVALENT CHART:
Feminizing Hormones

Pellets (2 pellets per
25 mg injected
weekly)

Transdermal

Injectable Patch

5mg weekly (0.25mL of

20 mg/mL solution) 0.05 mg 2mg 300 mg (4x 75 mg pellets)

7.5 mg weekly (0.375mL of

20 mg/mL solution) 0.1 mg 4 mg 450 mg (6x 75 mg pellets)

10mg weekly (0.5mL of
20 mg/mL solution)

20 mg weekly (0.5mL of
40 mg/mL solution) 0.4 mg 8 mg 900 mg (12x 75 mg pellets)

Gender Affirming Hormone Therapy Guidelines Transline 2019

0.2 mg 6 mg 600 mg (8x 75 mg pellets)



FEMINIZING EFFECTS
of Estrogen Therapy

EFFECT ONSET MAXIMUM®
Redistribution of body fat 3 — 6 months 2 - 3 years
Decrease in muscle mass and strength 3 = 6 months 1 =2 years
Softening of skin/decreased oiliness 3 — 6 months Unknown
Decreased libido 1 = 3 months 3 - 6 months
Decreased spontaneous erections 1 = 3 months 3 - 6 months
Male sexual dysfunction Variable Variable
Breast growth 3 — 6 months 2 - 3 years
Decreased testicular volume 3 = 6 months 2 - 3 years
Decreased sperm production Unknown > 3 years
Decreased terminal hair growth 6 — 12 months >3 )'SCII”Sb
Scalp hair No regrowth n/a
Voice changes None na

UCSF: Guidelines for the Primary and Gender-Affirming Care of Transgender and Gender
Nonbinary People




MEDICAL RISKS
of Estrogen Therapy

Venous thromboembolism / clotting risk
Hypertension and/or edema

Weight gain

Migraine headaches

Coronary artery disease
Cerebrovascular disease
Hypertriglyceridemia

Elevated liver enzymes

(ON R SRR NCORIDEES

Cholelithiasis
10. Macroprolactinoma or hyperprolactinemia

11.Breast cancer risk

UCSF: Guidelines for the Primary and Gender-Affirming Care of Transgender and Gender Nonbinary People



MASCULINIZING HORMONAL
TREATMENT GUIDELINES




